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2009 Canadian  -10yr risk of Cardiovascular (CVD) disease (based on Framingham Heart Study). 
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POINTS MEN: actual 10yr CVD risk %     POINTS WOMEN actual 10yr CVD risk %   
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Key: Low risk <10%  Moderate risk 10-19%  High risk ≥ 20% 
*Risk assessments based on Framingham data; other risk factors such as family history of CAD (2x CAD 10yr risk %=actual risk %), physical inactivity, obesity & left ventricular hypertrophy should also be considered.  

 

Patients with High risk ALL pts with CAD,CVD,PAD;  most with DIABETES age >40 or >30 with 15yr hx DM & chronic renal dx GFR <30ml/min  regardless of risk score.  
 

Cardiac Risk Tools: 1)  www.statcoder.com  2) www.nhlbi.nih.gov/guidelines  3) http://www.framinghamheartstudy.org/    
                         4) Reynold Risk Score (also incorporates family cardiac history & CRP results, but is based on non-diabetic individuals) http://www.reynoldsriskscore.org/ 
                        5) Cardiovascular Life Expectancy Model Risk Score (also incorporates family cardiac history) http://www.chiprehab.com/  
                        6)  Cardiovascular Disease Risk Calculator: http://bestsciencemedicine.com/chd/calc2.html 
          7)  AHA’13 CV Risk Calculator http://my.americanheart.org/professional/StatementsGuidelines/PreventionGuidelines/Prevention-Guidelines_UCM_457698_SubHomePage.jsp 
                       8)  Risk Calculator: Joint British Societies' Consensus Recommendations for the Prevention of Cardiovascular Disease (JBS3). http://www.jbs3risk.com/ 
                       9)  Systemic Cerebrovascular and Coronary Risk Evaluation (SCORE) risk calculator:  http://www.score-canada.ca/   
    10)  Patient friendly risk calculator: http://www.myhealthcheckup.com  
 
For suggested lipid targets, see bottom of page 15 on the RxFiles Lipid chart. 
 
Comparative 10yr CAD % risks by AGE  30-34 35-39 40-44 45-49 50-54 55-59 60-64 65-69 70-74yr 

Low         risk %  2% 3 4 4 6 7 9 11 14 Males 
Average  risk %  3% 5 7 11 14 16 21 25 30 
Low         risk %  <1% <1 2 3 5 7 8 8 8 Females 
Average  risk %  <1% <1 2 5 8 12 12 13 14 
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 Canadian Hypertension Education Program. 2013 CHEP recommendations for the management of hypertension.  
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Guidelines use “13”  but this 
appears to be an error; should 
be “12” .based on reference. 

Risk TC /HDL 
High 
Mod 
Low 

<4 
>5 
>6 

 

Previous TC/HDL ratio 
thresholds used in 

previous risk 
assessments. 
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What is bridging?  What does it attempt to do? 
“Bridging anticoagulation refers to giving a short‐acting anticoagulant, typically low‐molecular‐weight heparin (LMWH), before and after surgery to minimize the time that patients are not 
anticoagulated, and thereby minimize the risk for thromboembolism.”2 
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Brain Natriuretic Peptide (BNP) has diagnostic value for both types of HF and is recommended where available, when diagnosis in unclear.  The use of BNP in non-acute HF and 
community outpatient practice remains to be clarified.3 

Table: Brain natriuretic peptide (BNP mainly secreted by ventricular myocardium) & prohormone of BNP (NT-proBNP longer half life, affected by renal fx) assay cut-off points for the diagnosis of HF 3 

 Age HF unlikely HF possible but  
consider alternative diagnoses HF very likely 

BNP (pg/mL) All <100 100-500 >500 
<50 <300 300-450 >450 

50-75 <300 300-900 >900 NT-proBNP (pg/mL) 
>75 <300 300-1800 >1800 
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                          prolonged QT or PR intervals.  
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                         changes in the heart's electrical activity, including prolonged PR & QT intervals & widened QRS complex. FDA advises  
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                       to Anzemet tablets because the risks for developing an abnormal heart rhythm are not as high as with the injections.  
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                      abnormal changes(QT prolongation & torsades) in the electrical activity of the heart. 
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FDA Dec/12 is working with the manufacturers of all 32 mg dose Ondansetron Injectable Products (brand and generic) to voluntarily  
                        recall them from the market due to QT serious cardiac toxicity. 
FDA Mar/13 is warning the public that azithromycin (Zithromax or Zmax) can cause abnormal changes in the electrical activity of the  
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                        magnesium, a slower than normal heart rate, or use of certain drugs used to treat abnormal heart rhythms, or arrhythmias.   
Funk KA, Bostwick JR. A Comparison of the Risk of QT Prolongation Among SSRIs. Ann Pharmacother. 2013 Oct;47(10):1330-41.  
Health Canada Aug/10 Droperidol Injection USP is associated with severe arrhythmia (eg. QT) and the Canadian Monograph of this  
                         product has been updated to reflect this risk. 
Health Canada Nov/10 Darvon-N (dextropropoxyphene) - Recall and Withdrawal in Canada - Paladin Labs Inc. Paladin Labs Inc.  
                         in collaboration with Health Canada would like to inform healthcare professionals of the voluntary recall and withdrawal  
                         of the opioid analgesic Darvon-N (dextropropoxyphene) in Canada. (widen the QRS complex, prolong the QT interval  
                         and therefore increase the risk of serious abnormal heart rhythms.) 
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                         GlaxoSmithKline Inc. Zofran (ondansetron) is associated with a risk of QT interval prolongation, which is expected to be  
                        greater with faster rate of infusion and larger doses for the intravenous administration. New dosing restrictions are  
                        recommended to mitigate this risk in elderly patients. The dosing restrictions for geriatrics are summarized below: In  
                        patients ≥75 years of age, the initial IV dose must not exceed 8 mg. In patients <75 years of age, the initial IV dose must  
                       not exceed 16 mg. Subsequent IV doses must not exceed 8 mg and may be given 4 and 8 hours after the initial dose. All IV  

                       doses must be diluted in 50–100 mL of saline or other compatible fluid. All IV doses must be infused over no less than 15  
                       minutes. 
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                         Dihydroergotamine (MAP0004) on QT Interval: A Randomized, Double-Blind, Active- and Placebo-Controlled  
                         Crossover Study in Healthy Volunteers. Clin Ther. 2012 Aug 20.  
Krantz MJ, Martin J, et al. QTc Interval Screening in Methadone Treatment. Ann Intern Med. 2009 Jan 19. [Epub ahead print]  
                         Recommendation 1 (Disclosure): Clinicians should inform patients of arrhythmia risk when they prescribe methadone. Recommendation 2 (Clinical History): Clinicians should ask patients about any history of structural heart  
                                             disease, arrhythmia, and syncope. Recommendation 3 (Screening): Obtain a pretreatment electrocardiogram for all patients to measure the QTc interval and a follow-up electrocardiogram within 30 days and annually.  
                                             Additional electrocardiography is recommended if the methadone dosage exceeds 100 mg/d or if patients have unexplained syncope or seizures. Recommendation 4 (Risk Stratification): If the QTc interval is greater than 
450                                               ms but less than 500 ms, discuss the potential risks and benefits with patients and monitor them more frequently. If the QTc interval exceeds 500 ms, consider discontinuing or reducing the methadone dose; eliminating  
                                             contributing factors, such as drugs that promote hypokalemia; or using an alternative therapy. Recommendation 5 (Drug Interactions): Clinicians should be aware of interactions between methadone and other drugs that  
                                             possess QT interval-prolonging properties or slow the elimination of methadone. 
Leitch A, McGinness P, Wallbridge D. Calculate the QT interval in patients taking drugs for dementia. BMJ. 2007 Sep  
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Miceli JJ, Tensfeldt TG, Shiovitz T, et al. Effects of Oral Ziprasidone and Oral Haloperidol on QTc  interval in patients with  
                          Schizophrenia or Schizoaffective disorder. Pharmacotherapy. 2010 Feb;30(2):127-35.  
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                        postdischarge morbidity and mortality. 
Wedam EF, Bigelow GE, Johnson RE, Nuzzo PA, Haigney MC. QT-Interval Effects of Methadone, Levomethadyl, and Buprenorphine  
                        in a Randomized Trial. Arch Intern Med. 2007 Dec 10;167(22):2469-75. Buprenorphine is associated with less QTc  
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 Other acne drugs 

 
Salicylic Acid = SA  
Oxy, Clearasil, Neutrogena, others  
Gels, lotions, toners, cleansers, sticks, pads, washes 
& astringents 
0.5, 1, 2 & 3.5% 

Common: less irritating than BPO, burning, stinging, pruritius & erythema 
Serious: rare systemic salicylate toxicity: nausea, vomiting, diarrhea, 
dizziness, loss of hearing, lethargy, psychic disturbances & hyperpnea 
?protect from sun 

8-12 weeks for noted improvement 

Used with topical retinoids to treat mild comedonal acne or 2nd line monotherapy agent3 (also for seborrhea & psoriasis)  
Not commonly recommended (less potent than equal strength BPO) 
DI:  skin irritation or drying effect: Abrasive or medicated soaps or cleansers; Acne preps (e.g., BPO, Resorcinol, Sulfur, Tretinoin); alcohol-
containing topicals (After-shave lotions, perfumed toiletries, cosmetics/soaps with a strong drying effect); Isotretinoin 
DAILY or BID, 3-6% is keratolytic , OTC: $10-15 

 
Tetracycline Lactation Ratings: a more conservative approach was used for acne (i.e. safe/likely safe changed to caution) as lactation data is only available for short-term courses versus the 8-12 weeks of therapy for acne. 
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                                    lesions. Few differences were found between COC types in their effectiveness for treating acne. 
Arowojolu AO, Gallo MF, Lopez LM, Grimes DA. Combined oral contraceptive pills for treatment of acne. Cochrane Database Syst Rev. 2012 Jul 11;7:CD004425. This update yielded six new trials but no change in conclusions. The six COCs evaluated in placebo-controlled trials are effective  
                                   in reducing inflammatory and non-inflammatory facial acne lesions. Few important and consistent differences were found between COC types in their effectiveness for treating acne. How COCs compare to alternative acne treatments is unknown since only one trial addressed this issue.  
                                   The use of standardized methods for assessing acne severity would help in synthesizing results across trials as well as aid in interpretation. 
Autret-Leca E, Kreft-Jais C, Elefant E, Cissoko H, Darrouzain F,Grimaldi-Bensouda L, Attia S, Jonville-Béra AP. Isotretinoin exposure during pregnancy: assessment of spontaneous reports in France. Drug Saf. 2010 Aug 1;33(8):659-65.  
Bastawrous A, Silvester A, Batterbury M. Laser refractive eye surgery. BMJ2011;342:d2345. (20 April.) (CI: isotretinoin) 
Benzoyl peroxide products: Adasept B.P. .5 acne gel; Clean & Clear Continuous Control = BPO 5% lotion = WATER based; CLEAN & CLEAR PERSA-GEL = BPO 5% gel = WATER BASED; OVERNIGHT ACNE CONTROL LOTION = BPO 3% lotion = WATER based;  
                                           CLEAR ACNE TREATMENT CREAM = BPO 5% cream = WATER based; CLEAR PORE ON-THE SPOT ACNE TREATMENT, VANISHING  = BPO 2.5% lotion; CLEAR SKIN TREATMENT REPAIRING LOTION = BPO 3.7% lotion; 
                                           CLEAR ZONE ACNE SYSTEM SKIN PURIFYING MOISTURIZER = BPO 3.5% lotion; CLEARASIL STAYCLEAR ACNE TREATMENT CREAM BPO PLUS - VANISHING  = BPO 5% cream; CLEARZ - IT = BPO 5% lotion; 
                                           CLINIQUE ACNE SOLUTIONS CLEARING MOISTURIZER = BPO 2.5% lotion; CLINIQUE ACNE SOLUTIONS EMERGENCY LOTION  = BPO 5% lotion; DERMACNE LOTION TRAITMENT 5% = BPO 5% lotion; 
                                           DERMALOGICA SPECIAL CLEARING BOOSTER = BPO 5% lotion; LIFE ACNE MEDICATION = BPO 5% gel; MEDICATED ACNE GEL 5% = BPO 5% gel; NATURE'S CURE ACNE TREATMENT = BPO 5% cream; 
                                           OBAGI CLENZIDERM ACNE GEL = BPO 5% gel; OXY 5 COVER UP FORMULA = BPO 5% cream; OXY 5 SENSITIVE SKIN VANISHING LOTION  = BPO 2.5% lotion; OXY 5 VANISHING FORMULA  = BPO 5% lotion; 
                                           OXYDERM LOT 20% = BPO 20% lotion - Schedule F; OXYDERM LOTION 10% = BPO 10% lotion - Schedule F; OXYDERM LOTION 5% = BPO 5% lotion; PURE PEFECTION CLASSIC REPLENISHING CLEANSER  = BPO 2.5% cream; 
                                           PURE PERFECTION CLASSIC RENEWING CREME  = BPO 2.5% cream; RODAN & FIELDS/PROACTIV SOLUTION:RENEWING CLEANSER = BPO 2.5% lotion; RODAN & FIELDS/PROACTIV SOLUTION:REPAIRING LOTION = BPO 2.5% lotion; 
                                           SPECTRO ACNECARE DEEP PORE VANISHING LOTION = BPO 5% lotion; SPECTRO ACNECARE VANISHING LOTION FOR SENSITIVE SKIN  = BPO 2.5% lotion; CLEAR ZONE ACNE SYSTEM SKIN PURIFYING WASH = BPO 3.5% liquid (WASH); 
                                           PANOXYL CREAMY WASH 4% = BPO 4% (WASH) 
Berard A, Azoulay L, Koren G, Blais L, Perreault S, Oraichi D.  Isotretinoin, pregnancies, abortions and birth defects: a population-based perspective. Br J Clin Pharmacol. 2007 Feb;63(2):196-205. Of the 90 women who became pregnant while on the drug, 76 terminated the pregnancy (84%), three had a  
                                     spontaneous abortion (3%), two had trauma during delivery resulting in neonatal deaths (2%) and nine had a live birth (10%). Among the live births, only one had a congenital anomaly of the face and neck (11%). 
Bernstein CN, et al. Isotretinoin Is Not Associated With Inflammatory Bowel Disease: A Population-Based Case-Control Study. Am J Gastroenterol. 2009 Jul 21. [Epub ahead of print]  
Bozzo P, Chua-Gocheco A, Einarson A. Safety of skin care products during pregnancy. Can Fam Physician. 2011 Jun;57(6):665-7.  (tretinoin & hydroquinone concern) 
Bremner JD, Shearer KD, McCaffery PK. Retinoic acid (Isotretinoin) and affective disorders (depression): the evidence for an association. J Clin Psychiatry. 2011 Aug 23. 
Choi JS, Koren G, Nulman I. Pregnancy and isotretinoin therapy. CMAJ. 2013 Mar 19;185(5):411-3. 
Crockett SD et al. Isotretinoin use and the risk of inflammatory bowel disease: A case–control study. Am J Gastroenterol 2010 Mar 30; [e-pub ahead of print].  
Dawson AL, Dellavalle RP. Acne vulgaris. BMJ. 2013 May 8;346:f2634.  
Draelos ZD, et al. Two randomized studies demonstrate the efficacy and safety of dapsone gel, 5% for the treatment of acne vulgaris. J Am Acad Dermatol. 2007 Mar;56(3):439.e1-10. Epub 2007 Jan 17. Dapsone gel 5% (Aczone) is marginally more effective than placebo (NNT = 13, 9-23) in the treatment of  
                                 acne vulgaris. At 12 weeks of treatment, less than half the patients in the treatment group received acne assessment scores of "none" or "minimal". No serious adverse events were reported, but data from follow-up longer than 3 months is forthcoming. (LOE = 1b) 
Drugs in Pregnancy & Lactation, 9th Ed. Briggs GE,et al.  Wilkins;Baltimore, MD.2011. 
Eichenfield LF, Krakowski AC, Piggott C, et al. Evidence-based recommendations for the diagnosis and treatment of pediatric acne. Pediatrics. 2013 May;131 Suppl 3:S163-86.  
Etminan M, Bird ST, Delaney JA, et al. Isotretinoin and Risk for Inflammatory Bowel Disease: A Nested Case-Control Study and Meta-analysis of Published and Unpublished Data. JAMA Dermatol. 2013 Feb 1;149(2):216-20.  
Fanelli Matthew; Kupperman Eli; Lautenbach Ebbing; et al. Antibiotics, Acne, and Staphylococcus aureus Colonization. Arch Dermatol. 2011;0(2011):archdermatol.2011.67.  
Freiman A, Barankin B. Acne (Five things you should know about acne). CMAJ. 2012 Sep 18;184(13):1497.  
Garner SE, Eady EA, Popescu C, Newton J, Li WA.  Minocycline for acne vulgaris: efficacy and safety.Cochrane Database Syst Rev. 2003;(1):CD002086. 
Garner SE, Eady A, Bennett C, Newton JN, Thomas K, Popescu CM. Minocycline for acne vulgaris: efficacy and safety. Cochrane Database of Systematic Reviews 2012, Issue 8. Art. No.: CD002086. DOI: 10.1002/14651858.CD002086.pub2. Minocycline is an effective treatment for moderate to  
                               moderately-severe inflammatory acne vulgaris, but there is still no evidence that it is superior to other commonly-used therapies. This review found no reliable evidence to justify the reinstatement of its first-line use, even though the price-differential is less than it was 10 years ago.  
                              Concerns  remain about its safety compared to other tetracyclines. 
Goldgar C, Keahey DJ, Houchins J. Treatment options for acne rosacea. Am Fam Physician. 2009 Sep 1;80(5):461-8. 
Goodfield MJ, Cox NH, Bowser A, et al. Advice on the safe introduction and continued use of isotretinoin in acne in the U.K. 2010. Br J Dermatol 2010;162:1172-9. http://www.bad.org.uk/Portals/_Bad/Guidelines/Clinical%20Guidelines/Isotretinoin%20Guidelines%202010.pdf  
Halvorsen JA, Vleugels RA, Bjertness E, Lien L. A population-based study of acne and body mass index in adolescents. Arch Dermatol. 2012 Jan;148(1):131-2. 
Hamilton Fiona, Car Josip, Layton Alison. Acne vulgaris. BMJ  2009;338:a2738, doi: 10.1136/bmj.a2738 (Published 5 June 2009)  
Health Canada Sept/07 is advising consumers not to use  BuXie PaiDu XiaoDou Su is used as an acne treatment and was found to contain the prescription drug rifampicin (rifampin).  
Health Canada Feb/10 Accutane has been associated with cases of severe skin reactions (e.g. toxic epidermal necrolysis, Stevens-Johnson syndrome and erythema multiforme). 
Huang CF, Wang WM. Radiotherapy-induced "solar" comedones. CMAJ. 2012 Dec 11;184(18):2015.  
Hurley MP, Stafford RS, Lane AT. Characterizing the Relationship Between Free Drug Samples and Prescription Patterns for Acne Vulgaris and Rosacea. JAMA Dermatol. 2014 Apr 16.  
iPLEDGE (The iPLEDGE program is a computer-based risk management program designed to further the public health goal to eliminate fetal exposure to isotretinoin through a special restricted distribution program approved by the FDA. The program strives to ensure that: No female patient starts isotretinoin  
                                  therapy if pregnant & No female patient on isotretinoin therapy becomes pregnant . This enhanced program is a SINGLE pregnancy risk management program for prescribing and dispensing all isotretinoin products (brand and generic products). The iPLEDGE program requires registration  
                                    of all wholesalers distributing isotretinoin, all healthcare professionals prescribing isotretinoin, all pharmacies dispensing isotretinoin, and all male and female patients prescribed isotretinoin. This program is designed to create a verifiable link between the negative pregnancy test and the  
                                    dispensing of the isotretinoin prescription to the female patient of childbearing potential. The iPLEDGE program requires that all patients meet qualification criteria and monthly program requirements. Before the patient receives his/her isotretinoin prescription each month, the prescriber  
                                    must counsel the patient and document in the iPLEDGE system that the patient has been counseled about the risks of isotretinoin. There are also additional qualification criteria and monthly requirements for female patients of childbearing potential. As part of the ongoing risk 
                                    management of isotretinoin products, it is crucial that a female of childbearing potential selects and commits to use two forms of effective contraception simultaneously for one month before, during, and for one month after isotretinoin therapy. She must have 2 negative urine or blood  
                                    (serum) pregnancy tests with a sensitivity of at least 25 mIU/ml before receiving the initial isotretinoin prescription. The first pregnancy test is a screening test and can be conducted in the prescriber’s office. The second pregnancy test must be done in a CLIA-certified laboratory according  
                                    to the package insert. Each month of therapy, the patient must have a negative result from a urine or blood (serum) pregnancy test conducted by a CLIA-certified laboratory prior to receiving each prescription. https://www.ipledgeprogram.com/   
Lesens O, Haus-Cheymol R, Dubrous P, et al; Working Group on Cutaneous Infections in the Army. Methicillin-susceptible, doxycycline-resistant Staphylococcus aureus, Coˆte d’Ivoire. Emerg Infect Dis. 2007;13(3):488-490. 
Koo EB, Petersen TD, Kimball AB. Meta-analysis comparing efficacy of antibiotics versus oral contraceptives in acne vulgaris. J Am Acad Dermatol. 2014 May 28. 
Kraft, John, Freiman, Anatoli. Management of acne. CMAJ 2011 0: cmaj.090374  
Kundu RV, Patterson S, Dermatologic Conditions in Skin of Color: Part I. Special Considerations for Common Skin Disorders. Am Fam Physician. 2013;87(12):850-856.  
Maloney JM, Dietze P Jr, Watson D, et al. Treatment of Acne Using a 3-Milligram Drospirenone/20-Microgram Ethinyl Estradiol Oral Contraceptive Administered in a 24/4 Regimen: A Randomized Controlled Trial. Obstet Gynecol. 2008 Oct;112(4):773-781. 
Margolis David J.; Fanelli Matthew; Kupperman Eli; et al. Association of Pharyngitis With Oral Antibiotic Use for the Treatment of Acne: A Cross-sectional and Prospective Cohort Study. Arch Dermatol. 2011;0(2011):archdermatol.2011.355. 
McIntee TJ, Bruckner AL. Challenges in optimizing isotretinoin use for acne vulgaris. JAMA Dermatol. 2013 Dec;149(12):1398. 
McKeage K, Keating GM. Clindamycin/benzoyl peroxide gel (BenzaClin): a review of its use in the management of acne. Am J Clin Dermatol. 2008;9(3):193-204. 
Medical Letter Nov 20/06. Extended release minocycline od (Solodyn) for acne 
Medical Letter Jan 2013 (previously Nov,2008). Treatment Guidelines: Drugs for Acne, Rosacea and Psoriasis. 
Menter A, Korman NJ, Elmets CA, Feldman SR, Gelfand JM, Gordon KB, Gottlieb A, Koo JY, Lebwohl M, Lim HW, Van Voorhees AS, Beutner KR, Bhushan R, American Academy of Dermatology. Guidelines of care for the management of psoriasis and psoriatic arthritis. Section 3. Guidelines of care for the  
                                  management and treatment of psoriasis with topical therapies. J Am Acad Dermatol 2009 Apr;60(4):643-59.  
Nambudiri VE, Habib N, Arndt KA, et al. Milia en plaque of the Nose: Report of a Case and Successful Treatment With Topical Tretinoin. Pediatrics. 2014 Apr 7. 
Neudorfer M, Goldshtein I, Shamai-Lubovitz O, et al. Ocular Adverse Effects of Systemic Treatment With Isotretinoin. Arch Dermatol. 2012 Apr 16. 
November 8, 2006 -- Medicis and Dow Pharmaceutical Sciences, Inc. announced that the U.S. Food and Drug Administration ("FDA") has approved Ziana(TM) (clindamycin phosphate 1.2% and tretinoin 0.025%) Gel. Ziana(TM) Gel is the first and only combination of  
                                  clindamycin and tretinoin approved for once daily use for the topical treatment of acne vulgaris in patients 12 years or older. 
November 8, 2006 -- QLT Inc. announced positive results of a Phase IV clinical trial of Aczone(TM) dapsone in more than 50 patients with G6PD deficiency that was performed to meet a post-approval commitment requested by the FDA. Mar/08 FDA removes G6PD screening & labeling requirements from the  
                                  label. June 6/08 /CNW/ - QLT Inc. (NASDAQ: QLTI; TSX: QLT) announced today that Health Canada has completed its review of QLT USA, Inc.'s labeling supplement (SNDS) for Aczone(R) and has removed the glucose-6-phosphate dehydrogenase (G6PD) screening and blood  
                                  monitoring requirements. 
 



 
Owen CE. Treating acne with high-dose isotretinoin. JAMA. 2014 May 28;311(20):2121-2. 
Perera E, Massie J, Phillips RJ. Treatment of Acne with Oral Isotretinoin in Patients with Cystic Fibrosis. Arch Dis Child. 2009 May 21. [Epub ahead of print] PubMed PMID: 19465582. Adolescents with cystic fibrosis and acne can be treated with oral isotretinoin. Oral isotretinoin should be considered for  
                                 adolescents with cystic fibrosis who have acne associated with scarring, acne not clearing with topical and antibiotic treatment, acne associated with depression, or severe cystic acne. 
Pickett H, Wiltz S. Adapelene/Benzoyl peroxide (Epiduo/Tactuo) for acne vulgaris. Am Fam Physician. 2011 Jun 15;83(12):1486-91. 
Piette WW, Taylor S, Pariser D, Jarratt M, Sheth P, Wilson D. Hematologic safety of dapsone gel, 5%, for topical treatment of acne vulgaris. Arch Dermatol. 2008 Dec;144(12):1564-70. After treatment with dapsone gel, 5%, no clinical or laboratory evidence of drug-induced hemolytic anemia was noted in  
                                  G6PD-deficient subjects with acne vulgaris. 
Racine A, Cuerq A, Bijon A, et al. Isotretinoin and Risk of Inflammatory Bowel Disease: A French Nationwide Study. Am J Gastroenterol. 2014 Feb 18. 
Rehn L, Meririnne E, et al. Depressive symptoms & suicidal ideation during isotretinoin treatment: a 12-week follow-up study of male Finnish military conscripts. J Eur Acad Dermatol Venereol. 2009 Jun 11. [Epub ahead of print] On group level, isotretinoin seems not to be typically associated with treatment- 
                                  emergent depression or suicidal ideation among young men. However, the possibility that individual patients may be susceptible for mood effects of isotretinoin as a rare idiosyncratic reaction can not be excluded. 
Scope A, Agero AL, Dusza SW, Myskowski PL, Lieb JA, Saltz L, Kemeny NE, Halpern AC. Randomized double-blind trial of prophylactic oral minocycline and topical tazarotene for cetuximab-associated acne-like eruption. J Clin Oncol. 2007 Dec 1;25(34):5390-6. Prophylaxis with oral minocycline may be  
                                 useful in decreasing the severity of the acneiform rash during the first month of cetuximab treatment. Topical tazarotene is not recommended for management of cetuximab-related rash. 
Smith RN, Braue A, Varigos GA, Mann NJ. The effect of a low glycemic load diet on acne vulgaris and the fatty acid composition of skin surface triglycerides. J Dermatol Sci. 2008 Apr;50(1):41-52. 
Strauss JS, Krowchuk DP, Leyden JJ, Lucky AW, Shalita AR, Siegfried EC, et al.; American Academy of Dermatology/American Academy of Dermatology Association. Guidelines of care for acne vulgaris management. J Am Acad Dermatol. 2007 Apr;56(4):651-63. Epub 2007 Feb 5. 
Thiboutot D, Zaenglein A, Weiss J, et al. An aqueous gel fixed combination of clindamycin phosphate 1.2% and benzoyl peroxide 2.5% for the once-daily treatment of moderate to severe acne vulgaris: Assessment of efficacy and safety in 2813 patients. J Am Acad Dermatol. 2008 Sep 19.  
                                 Clindamycin-BPOO 2.5% provides statistically significant greater efficacy than individual active ingredients and vehicle with a highly favorable safety and tolerability profile. 
Titus S, Hodge J. Diagnosis and Treatment of Acne. Am Fam Physician. 2012;86(8):734-740.  
Turowski CB, James WD. The efficacy and safety of amoxicillin, trimethoprim-sulfamethoxazole, and spironolactone for treatment-resistant acne vulgaris. Adv Dermatol. 2007;23:155-63. 
Weinstock MA, Bingham SF, Lew RA, et al. Veterans Affairs Topical Tretinoin Chemoprevention (VATTC) Trial Group. Topical tretinoin therapy and all-cause mortality. A total of 1131 veterans were randomized. Their mean age was 71 years. Patients with a very high estimated short-term risk of death were  
                                  excluded. Interventions Application of tretinoin, 0.1%, or vehicle control cream twice daily to the face and ears. Arch Dermatol. 2009 Jan;145(1):18-24. We observed an association of topical tretinoin therapy with death, but we do not infer a causal association that current evidence  
                                  suggests is unlikely. 
Williams Hywel C, Dellavalle Robert P, Garner Sarah. Acne vulgaris. www.thelancet.com Published online August 30, 2011 
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Web sites: 
American Academy of Dermatology www.skincarephysicians.com/acnenet/FAQ.html www.aad.org/public/publications/pamphlets/common_acne.html?media=print  
Medline Plus www.nlm.nih.gov/medlineplus/tutorials/acne/htm/index.htm  
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EXTRAS: 
 
Eczema in Children – NICE guideline approach http://www.nice.org.uk/guidance/index.jsp?action=byID&o=11636  

Systemic treatment  
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Atopic ezema severity 
Ridd M, Purdy S. Exacerbation of atopic eczema in children. BMJ. 2009 Aug 25;339:b2997.  
 
 
Cushing Syndrome (pituitary-adrenal axis suppression): 
50g of 0.05% clobetasol/wk or 
500g of 1% hydrocortisone/wk 
in infants: a little as 1g/day x several days may  HPA 
 
                                                 
Topical Corticosteroids: Comparison Chart 
1 American Hospital Formulary System (AHFS) Drug Information 2009. 
2 Merck Manual of Diagnosis and Therapy 1999 (http://www.merck.com/pubs/mmanual/tables/110tb1.htm access verified May 27, 2003) 
3 WHO Model Prescibing Information: Drugs Used Dermatology, draft 1995. 
4 Stoughton R. The vasoconstrictor assay in bioequivalence testing: practical concerns and recent developments. Int J Dermatol 1992; Suppl 1:26-28. 
5 Brazzini B, Pimpinelli N. New & established topical corticosteroids in dermatology: clinical pharmacology and therapeutic use. Am J Clin Dermatol. 2002;3(1):47-58.  
6 Korting HC, Unholzer A, Schafer-Korting M, Tausch I, Gassmueller J, Nietsch KH. Different skin thinning potential of equipotent medium-strength glucocorticoids. 
Skin Pharmacol Appl Skin Physiol. 2002 Mar-Apr;15(2):85-91.  
7 FDA Issues Public Health Advisory Informing Health Care Providers of Safety Concerns Associated with the Use of Two Eczema Drugs, Elidel and Protopic Mar 
10,2005 http://www.fda.gov/bbs/topics/ANSWERS/2005/ANS01343.html   April/05 Health Canada  http://www.hc-
sc.gc.ca/english/protection/warnings/2005/2005_31.html CDA response: http://www.dermatology.ca/public-patients/atopic-dermatitis/calcineurin_e.php  
 
 
Additional References: 
 
Alabdulrazzaq F, Koren G. Topical corticosteroid use during pregnancy. Can Fam Physician. 2012 Jun;58(6):643-4.  
 
Ashcroft DM, Dimmock P, Garside R, Stein K, Williams HC. Efficacy and tolerability of topical pimecrolimus and tacrolimus in the treatment of atopic dermatitis: 
meta-analysis of randomised controlled trials. BMJ 2005; 330:516-25. (InfoPOEMs:  In comparison studies to date, tacrolimus is as effective as steroids in adults and is more 
effective in the higher concentration (0.1%) than weak corticosteroids in children. Pimecrolimus was less effective than potent steroids in adults, and has not been studied compared with 
weak corticosteroids. Neither has been studied in patients with corticosteroid-resistant lesions. These are expensive alternatives to corticosteroids. The Unites States Food and Drug 
Administration has issued a caution linking these drugs to cancer, and does not recommend them for children younger than 2 years. (LOE = 1a) ) 
 
Arellano FM, Arana A, Wentworth CE, et al. Lymphoma among patients with atopic dermatitis and/or treated with topical immunosuppressants in the United 
Kingdom. J Allergy Clin Immunol. 2009 May;123(5):1111-6, 116.e1-13. Epub 2009 Apr 10. We did not find any cases of lymphoma in TCI users; however, the number of 
patients exposed to (topical calcineurin inhibitors) TCI was insufficient to study any possible association between lymphoma and these drugs. Our results show an association between 
lymphoma-especially skin lymphoma-and use of TCS. The risk increased with duration of exposure and potency of (topical corticosteroids) TCS. 
 
Baumer JH. Guideline review: atopic eczema in children, NICE. Arch Dis Child. 2008 Apr 1; [Epub ahead of print] 
 
Bieber T, Cork M, Ellis C, Girolomoni G, Groves R, Langley R, Luger T,Meurer M, Murrell D, Orlow S, Paller A, de Prost Y, Puig L, Ring J, Saurat JH, 
Schwarz T, Shear N, Stingl G, Taieb A, Thestrup-Pedersen K; Pediatric Advisory Committee of the Food and Drug Administration.  Consensus statement on the safety 
profile of topical calcineurin inhibitors. Dermatology. 2005;211(2):77-8. 
 
Breneman D, Fleischer AB Jr, Abramovits W, et al.; for the Tacrolimus Ointment Study Group. Intermittent therapy for flare prevention and long-term disease control 
in stabilized atopic dermatitis: A randomized comparison of 3-times-weekly applications of tacrolimus ointment versus vehicle. J Am Acad Dermatol. 2008 Mar 20; 
[Epub ahead of print] 
 
Breuer K, Werfel T, Kapp A. Safety and efficacy of topical calcineurin inhibitors in the treatment of childhood atopic dermatitis. Am J Clin Dermatol. 2005;6(2):65-77. 
(Topical calcineurin inhibitors have been proven to be effective and have a good safety profile during short-term and long-term use for up to 1 year with pimecrolimus and up to 4 years 
with tacrolimus. Given the lack of extensive experience with use of topical calcineurin inhibitors over longer periods, regular use of these agents, particularly in children, should be 
undertaken only after careful consideration of individual cases. Sun protection should also be advised.) 
 
Chi CC, Kirtschig G, Baldo M, et al.   Topical interventions for genital lichen sclerosus. Cochrane Database Syst Rev. 2011 Dec 7;12:CD008240. The current limited 
evidence demonstrates the efficacy of clobetasol propionate, mometasone furoate, and pimecrolimus in treating genital lichen sclerosus.  
 
Chi CC, Wang SH, Mayon-White R, Wojnarowska F. Pregnancy Outcomes After Maternal Exposure to Topical Corticosteroids: A UK Population-Based Cohort 
Study. JAMA Dermatol. 2013 Sep 4. 
 
Coenraads PJ. Hand eczema. N Engl J Med. 2012 Nov 8;367(19):1829-37.  
 
Cook BA, Warshaw EM. Role of topical calcineurin inhibitors in the treatment of seborrheic dermatitis: a review of pathophysiology, safety, and efficacy. Am J 
Clin Dermatol. 2009;10(2):103-18. doi: 10.2165/00128071-200910020-00003. 
 
Dalziel K, Shaw S. Lichen sclerosus. BMJ. 2010 Feb 15;340:c731. doi: 10.1136/bmj.c731. 
 
Dabade TS et al. Wet dressing therapy in conjunction with topical corticosteroids is effective for rapid control of severe pediatric atopic dermatitis: Experience with 
218 patients over 30 years at Mayo Clinic. J Am Acad Dermatol 2012 Jul; 67:100. 
 
Drugs for acne, rosacea and psoriasis. Treat Guidel Med Lett. 2005 Jul;3(35):49-56. 
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Green C, Colquitt JL, Kirby J, Davidson P. Topical corticosteroids for atopic eczema: clinical and cost effectiveness of once-daily vs. more frequent use. Br J Dermatol 
2005; 152:130-41. (InfoPOEMs: Patients should begin with once-daily dosing of topical corticosteroids for atopic eczema, increasing to twice or 3 times per day only if symptoms are not well controlled. (LOE = 1a-)) 
 
Haeck IM, Rouwen TJ, Timmer-de Mik L, et al. Topical corticosteroids in atopic dermatitis and the risk of glaucoma and cataracts. J Am Acad Dermatol. 2011 
Feb;64(2):275-81.  
 
Lebrum-Vignes B, Cleach L, Giraudeau B et al. Safety of topical corticosteroid use during pregnancy. Arch Dermatol 2012; 148(4):525-7. 
 
Lenane P, Macarthur C, Parkin PC, et al. Clobetasol propionate, 0.05%, vs hydrocortisone, 1%, for alopecia areata in children: a randomized clinical trial. JAMA 
Dermatol. 2014 Jan;150(1):47-50.    
 
Kalavala M, Mills C, Long C, & Finlay A. The Fingertip Unit: A Practical Guide for Topical Therapy in Children. Journal of Dermatological Treatment. 2007; 18: 
319-320. 
 
Kastarinen H, Oksanen T, Okokon EO, et al. Topical anti-inflammatory agents for seborrhoeic dermatitis of the face or scalp.Cochrane Database Syst Rev. 2014 
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Useful tables from Canadian Glaucoma Guidelines 2009: 
 
Table 19—Staging each eye for glaucoma damage  
Suspect  One or two of the following: IOP >21 mm Hg; suspicious disc or cup to disc (C/D) asymmetry of >0.2;  

 suspicious 24-2 (or similar) VF defect  

Early  Early glaucomatous disc features (e.g. C/D* <0.65) and (or) mild VF defect not within 10° of fixation 
(e.g. MD better than –6 dB on HVF 24-2) 

Moderate  Moderate glaucomatous disc features (e.g. vertical C/D* 0.7–0.85) and (or) moderate VF defect not 
within 10° of fixation (e.g. MD from –6 to –12 dB on HVF 24-2) 

Advanced  Advanced glaucomatous disc features (e.g. C/D* >0.9) and (or) VF defect within 10° of fixation† (e.g. 
MD worse than –12 dB on HVF 24-2) 

Adapted from Damji et al.160  
Please refer to text in order to decide whether a nerve exhibits characteristics of glaucomatous damage.  
*Refers to vertical C/D ratio in an average size nerve. If the nerve is small, then a smaller C/D ratio may still be significant; conversely, a 
large  
nerve may have a large vertical C/D ratio and still be within normal limits.  
†Also consider baseline 10-2 VF (or similar)  

Note: MD, mean deviation; HVF, Humphrey Visual Field Analyzer.  

 
 
Table 20—Suggested upper limit of initial target IOP for each eye  

 Suggested upper limit of target IOP. Modify based on   
Stage  longevity, QOL and risk factors for progression  Evidence  
Suspect in whom a 
clinical decision is made 
to treat 

24 mm Hg with at least 20% reduction from baseline  OHTS,47 EGPS325  

Early  20 mm Hg with at least 25% reduction from baseline  EMGTS,48 CIGTS326  

Moderate  17 mm Hg with at least 30% reduction from baseline  CNTGS,12 AGIS11  
Advanced  14 mm Hg with at least 30% reduction from baseline  AGIS,11 Odberg327  
Adapted from Damji et al.160    
Note: Target IOP may need to be adjusted during the course of follow-up. Extremes of CCT may be helpful in the setting of target IOP. For  
example, if the cornea is very thin, this may encourage a more aggressive approach with more frequent follow-up.161  

 
 
Table 21—Advantages and disadvantages of single and combined cataract and glaucoma  
procedures  
Procedure  Advantages  Disadvantages  
Phacoemulsification 
alone  Quick procedure with more rapid visual  Postoperative IOP spike is a potential risk,  

 recovery  particularly in patients with advanced VF  

  loss  

 Improved vision, which benefits QOL  Not regarded as a consistent or powerful  

  means of lowering IOP  

 May lower IOP a small amount in some  IOP should be watched closely in both the  

 patients  early postoperative period and later  

Trabeculectomy alone  Quicker than combined procedure  Will not improve vision  

 May achieve superior long-term IOP  May cause or worsen cataract  

 lowering than combined procedure or   
 cataract alone   
Combined procedure  Minimizes anesthetic risk by combining  May not be as effective at long-term IOP  

 2 procedures in 1  control as trabeculectomy alone  

 Convenience to patient with 1 trip to  Increased risk of complications with 2  

 operating room rather than 2  procedures rather than 1  

 Cost savings  Slower visual recovery than doing cataract  

  alone  

 May blunt potentially damaging   
 postoperative IOP spikes in patients   
 with advanced VF loss   
 Opportunity to improve IOP control and   
 improve vision at the same time with   
 enhanced QOL   
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Other drugs for Glaucoma: 
 Osmotic Agents (used for acute rises in IOP) 

o Glycerol – onset 10 min; max effect in 1-2 hours 
o Mannitol – Onset 10-30min; max effect in 1 hour 
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Pharmacist’s Letter document (Canadian Pharmacist's Letter 2010; 26(6):260601).   
Summary & Overview:  

Warnings don’t always correspond with available evidence; there is little information to suggest cross‐
sensitivity among the different sulfa chemical classes, however, those who have experienced a previous 
allergic reaction (to any drug) are more likely to experience a subsequent allergic reaction (to a related or 
unrelated drug) 
 Specific drugs 
Chlorpropamide (Diabinese) (Apo‐Chlorpropamide ‐ Canada) ‐ no warning         
Gliclazide (Diamicron) – Warning‐ (Contraindicated‐Health Canada)  
Glimepiride (Amaryl)‐  Warning‐ (Contraindicated‐Health Canada)  
Glipizide (Glucotrol)‐  no warning 
Glyburide (DiaBeta, others) ‐  Warning (Contraindicated‐Health Canada) 
Tolbutamide (Orinase) (Apo‐Tolbutamide ‐ Canada) ‐ Warning 

One case report of contact dermatitis with tolbutamide in a patient with sensitivity to sulfanilamide vaginal cream.  
After discontinuation of tolbutamide, therapy was changed to chlorpropamide, which was tolerated without difficulty.  
Another  case report describes an allergic reaction to glyburide in a patient with a known allergy to sulfamethoxazole. 
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Clinical Knowledge Summary - Diabetes – NHS – UK: Link http://www.cks.library.nhs.uk/diabetes_type_2  
AHRQ-USA: Clinicians Summary: http://www.effectivehealthcare.ahrq.gov/ehc/products/155/720/ECBCM_Oral%20Meds%20T2%20Diab_Clinician06282011.pdf; Full Report: http://www.effectivehealthcare.ahrq.gov/ehc/products/155/644/CER27_OralDiabetesMeds_20110623.pdf  
AHRQ-USA: Patients Summary: http://www.effectivehealthcare.ahrq.gov/ehc/products/155/721/OralMedT2Diab_consumer.pdf 
Mayo Clinic – Shared Decision Making – diabetes tools: http://dev.shareddecisions.mayoclinic.org/decision-aids-for-diabetes/diabetes-medication-management/ 
 
Health Canada – Advisory on rosiglitazone (Avandia)  (June 01, 2007)   http://www.hc-sc.gc.ca/dhp-mps/medeff/advisories-avis/prof/2007/avandia_hpc-cps_4_e.html  
Important Advice for Managing Your Patients 

 In Canada, Avandia® is NOT approved for use: 
- with insulin therapy  
- with the combination of metformin AND a sulfonylurea 
- in patients with pre-diabetes. 

 Avandia® is contraindicated in patients with NYHA Class III and IV cardiac status.  
 Avandia® should be used with caution in any patient with NYHA Class I and II cardiac status.  
 All patients should be monitored for signs and symptoms of fluid retention, edema, and rapid weight gain.  

 The dose of Avandia® used in combination with a sulfonylurea should not exceed 4mg daily.  

 More links, information and a RxFiles Q&A Summary available at: http://www.rxfiles.ca/Rosiglitazone-CV-Controversy.htm  
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Extras 
 
Recently Discontinued Insulin Devices (within last 3 years): HumaPen Ergo (discontinued 2007) & Novolin-Pen 3   
 

AutoPen 24  (3ml penfill) 
A) green –  up to 21 units 
     1-21 units in 1 unit increments 
B) blue – up to 42 units 
     2-42 units in 2 unit increments  

 

LANTUS         (glargine) 
 free with Lantus insulin 
 
 

 has side-mounted injection button 
 small white numbers on a dark background; does not  
   have number window (e.g. number not magnified.) 
 does NOT have dial back capabilities, dose must be  
   wasted if overdialed 
 if insufficient insulin in cartridge, number remaining on dial  
   will show remaining dose to be given 

Novolin-Pen Junior 
(3ml penfill) 
1-35 units in ½ unit increments 
{Blue with green 
 or yellow with green).} 

 
 

As per NovoPen 4 
 
 
[Novo-Pen Junior being replaced by 
NovoPen Echo] 

 small increments useful: children & insulin sensitive pts  
 does NOT have dial back capability; barrel and cartridge  
   holder should be pulled apart & button reset to correct dose 
 small white numbers on a black background 
 if insufficient insulin in cartridge, number remaining on dial 
   will show  remaining dose to be given 

HumaPen Luxura 
 (3ml cartridge) 
1-60 units in 1 unit increments 
{Champagne or Burgundy with hard 
case} 

 

HUMULIN   (R, N,  30/70)  
HUMALOG (lispro) 
HUMALOG Mix25 (lispro+lispro protamine) 
HUMALOG Mix50 (lispro+lispro protamine) 
 
[HumanPen Luxura  being replaced by 
HumaPen Savvio] 

 has dial back capability, decreases wastage 
 audible click on dialing doses 
 dark numbers on a white background 
 if insufficient insulin in cartridge, number remaining on dial  
   will show  remaining dose to be given 
 Luxura last up to 6 years 

 
 
Acknowledgment: Additional assistance with Jan 2014 update from Lucy Lu, SPEP Rotation, U of S College of Pharmacy. 
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Hofman PL, Behrensdorf Derraik JG, et al. Defining the ideal injection techniques when using 5-mm needles in children and adults. Diabetes 
               Care. 2010 Jun 28.  
Israel-Bultman Harma, Hyllested-Winge Jacob, Kolaczynski Marcin, et al. Comparison of Preference for NovoPen(R) 4 With Previous Insulin Pen Treatments After 12 Weeks in Adult Patients With Type 1 and Type 2 Diabetes: A Multicenter Observational Study,  
               Clinical Therapeutics, Volume 33, Issue 3, March 2011, Pages 346-357 
Jet injectors (eg. AdvantaJet, Medi-Jector) avoid the use of needles, are expensive, & require frequent cleaning.  
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Temporary Extras: 
{Pen devices:’d portability, convenience & ease of use; but  potential for contamination, needle sticks, malfunction & cost} 
T1DM: A1C difference between SAIA and HI is less than 1/10th of the difference between intensive and conventional tx 
groups in the DCCT; based on this, expected NNT for 1 less retinopathy = 650 / year 
Epidural Corticosteroids: expect BG levels for a few days Even JL, Crosby CG, Song Y, McGirt MJ, Devin CJ. Effects of epidural steroid 

injections on blood glucose levels in patients with diabetes mellitus. Spine 2012;37(1):E46-50. 

Insulin Pump (CSII): may allow for A1C by 0.3-0.6%;  insulin dose by 10-20%; potentially useful if  A1C despite best 
attempt with MDI &/or who have continued disabling hypoglycemia. Also of use in 1st trimester of pregnancy, or before, if A1C <6.1% 
not achieved. 

 

 
 
 
 
 
 
 
 
 
References – Insulin Management: Evidence Tips & Pearls www.RxFiles.ca  

																																																								
1 Building Competency in Diabetes Education:  The Essentials, Canadian Diabetes Association 
2 Weng J et al. Effect of intensive insulin therapy on β-cell function and glycaemic control in patients with newly diagnosed type 2 diabetes: A multicentre randomised parallel-group trial. Lancet 2008 May 24; 371:1753. 
  Chen HS, Wu TE, Jap TS, Hsiao LC, Lee SH, Lin HD. Beneficial effects of insulin on glycemic control and beta-cell function in newly diagnosed type 2 diabetes with severe hyperglycemia after short-term intensive insulin therapy. Diabetes Care. 2008  
  Oct;31(10):1927-32. Epub 2008 Jun 12. n=50.  A 6-month course of insulin therapy, compared with OAD treatment, could more effectively achieve adequate glycemic control and significant improvement of beta-cell function in new-onset type 2 diabetic  
  patients with severe hyperglycemia.  
3 Fiallo-Scharer R, Horner B, McFann K, Walravens P, Chase HP. Mixing rapid-acting insulin analogues with insulin glargine in children with type 1 diabetes mellitus. J Pediatr. 2006 Apr;148(4):481-4. 
4 Kaplan W, Rodriguez LM, Smith OE, Haymond MW, Heptulla RA.  Effects of mixing glargine and short-acting insulin analogs on glucose control. Diabetes Care. 2004 Nov;27(11):2739-40. 
5 Canadian Diabetes Association 2008 Clinical Practice Guidelines for the Prevention and Management of Diabetes in Canada.  Sept 2008, 32(1).  Accessed online at: http://www.diabetes.ca/files/cpg2008/cpg-2008.pdf  
   Canadian Diabetes 20013 Guidelines (April 2013): http://guidelines.diabetes.ca/  
  Alwan N, Tuffnell DJ, West J. Treatments for gestational diabetes. Cochrane Database Syst Rev. 2009 Jul 8;(3):CD003395. 
  Serlin D., et al. Diagnosis and Management of Gestational Diabetes Mellitus. Am Fam Physician. 2009; 80 (1):57-62. 
  Landon MB et al. A multicenter, randomized trial of treatment for mild gestational diabetes. N Engl J Med 2009 Oct 1; 361:1339.  
  Moore LE, Clokey D, Rappaport VJ, Curet LB. Metformin compared with glyburide in gestational diabetes: a randomized controlled trial. Obstet Gynecol. 2010 Jan;115(1):55-9.  
  Biggio JR Jr et al. Fetal anomalies in obese women: The contribution of diabetes. Obstet Gynecol 2010 Feb; 115:290. 
  International Association of Diabetes and Pregnancy Study Groups Consensus Panel. International Association of Diabetes and Pregnancy Study Groups Recommendations on the Diagnosis and Classification of Hyperglycemia in Pregnancy.  
  Diabetes Care March 2010 33:676-682 
  Simmons D, McElduff A, McIntyre HD, et al. Gestational Diabetes Mellitus: NICE for the U.S.? A Comparison of the American Diabetes Association and the American College of Obstetricians and Gynecologists Guidelines With the U.K. National  
   Institute for Health and Clinical Excellence Guidelines: Response to Holt et al. Diabetes Care. 2010 Mar;33(3):e48.  
   Horvath K, Koch K, Jeitler K, et al. Effects of treatment in women with gestational diabetes mellitus: systematic review and meta-analysis. BMJ. 2010 Apr 1. 
   Getahun Darios, Fassett Michael J., Jacobsen Steven J. Gestational diabetes: risk of recurrence in subsequent pregnancies. Available online 14 July 2010. American Journal of Obstetrics & Gynecology DOI: 10.1016/j.ajog.2010.05.032. 
   Tieu J, Middleton P, McPhee AJ, Crowther CA. Screening and subsequent management for gestational diabetes for improving maternal and infant health. Cochrane Database Syst Rev. 2010 Jul 7;7:CD007222. There was insufficient evidence to  
   determine if screening for gestational diabetes, or what types of screening, can improve maternal and infant health outcomes. 
   Agarwal MM, Dhatt GS, Shah SM. Gestational diabetes mellitus: simplifying the international association of diabetes and pregnancy diagnostic algorithm using fasting plasma glucose. (IADPSG) Diabetes Care. 2010 Sep;33(9):2018-20.  
   Dhulkotia JS, Ola B, Fraser R, et al.   Oral hypoglycemic agents vs insulin in management of gestational diabetes: a systematic review and metaanalysis.  Am J Obstet Gynecol. 2010 Nov;203(5):457.e1-9. 
   Tobias DK, Zhang C, van Dam RM, Bowers K, Hu FB. Physical activity before and during pregnancy and risk of gestational diabetes mellitus: a meta-analysis. Diabetes Care. 2011 Jan;34(1):223-9. 
   Brisson D, Perron P, Guay SP, Gaudet D, Bouchard L. The "hypertriglyceridemic waist" phenotype and glucose intolerance in pregnancy. CMAJ. 2010 Oct 19;182(15):E722-5.  
   Luoto R, Kinnunen TI, Aittasalo M, Kolu P, Raitanen J, et al. (2011) Primary Prevention of Gestational Diabetes Mellitus and Large-for-Gestational-Age Newborns by Lifestyle Counseling: A Cluster-Randomized Controlled Trial.  
   PLoS Med 8(5): e1001036. doi:10.1371/journal.pmed.1001036 
   Rowan JA, Rush EC, Obolonkin V, Battin M, Wouldes T, Hague WM. Metformin in Gestational Diabetes: The Offspring Follow-Up (MiG TOFU): Body composition at 2 years of age. Diabetes Care. 2011 Oct;34(10):2279-84. 
   Louie JC, Markovic TP, Perera N, et al. A randomized controlled trial investigating the effects of a low-glycemic index diet on pregnancy outcomes in gestational diabetes mellitus. Diabetes Care. 2011 Nov;34(11):2341-6.  
   Malanda UL, Welschen LM, Riphagen II, et al.   Self-monitoring of blood glucose in patients with type 2 diabetes mellitus who are not using insulin. Cochrane Database Syst Rev. 2012 Jan 18;1:CD005060.  From this review, we conclude that when  
    diabetes duration is over one year, the overall effect of self-monitoring of blood glucose on glycaemic control in patients with type 2 diabetes who are not using insulin is small up to six months after initiation and subsides after 12 months. Furthermore, based on a best-evidence synthesis,  
    there is no evidence that SMBG affects patient satisfaction, general well-being or general health-related quality of life. More research is needed to explore the psychological impact of SMBG and its impact on diabetes specific quality of life and well-being, as well as the impact of SMBG  
    on hypoglycaemia and diabetic complications.  
    Megia A, Naf S, Herranz L, et al. The usefulness of HbA1C in postpartum reclassification of gestational diabetes. BJOG. 2012 Apr 24.  
   Middleton P, Crowther CA, Simmonds L.   Different intensities of glycaemic control for pregnant women with pre-existing diabetes.  Cochrane Database Syst Rev. 2012 Aug 15;8:CD008540.  In a very limited body of evidence, few differences in outcomes were seen between very tight and  
   tight-moderate glycaemic control targets in pregnant women with pre-existing type 1 diabetes, including actual glycaemic control achieved. There is evidence of harm (increased pre-eclampsia, caesareans and birthweights greater than 90th centile) for `loose` control (FBG above 7  
   mmol/L). Future trials comparing interventions, rather than glycaemic control targets, may be more feasible particularly for pregnant women with type 2 diabetes. 
   Tertti K, Ekblad U, Koskinen P, et al. Metformin Vs Insulin in Gestational Diabetes. A Randomized Study Characterizing Metformin Patients Needing Additional Insulin. Diabetes Obes Metab. 2012 Sep 28.   
   Donovan L, Hartling L, Muise M, Guthrie et all. Screening  tests for gestational diabetes: a systematic review for the U.S. Preventive Services Task Force (USPSTF). Ann Intern Med. 2013 Jul 16;159(2):115-22. 
   Moyer VA. Screening for Gestational Diabetes Mellitus: U.S. Preventive Services Task Force Recommendation (USPSTF) Statement. Ann Intern Med. 2014 Jan 14 
6 Siebenhofer A, Plank J, Berghold A, Jeitler K, et al.  Short acting insulin analogues versus regular human insulin in patients with diabetes mellitus. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD003287. 
7 Horvath K, Jeitler K, Berghold A, Ebrahim SH, et al. Long-acting insulin analogues versus NPH insulin for type 2 diabetes mellitus. Cochrane Database Syst Rev. 2007 Apr 18;:CD005613. {Also: http://www.medscape.com/viewarticle/578042 } 

Acknowledgements:  Contributors & Reviewers: Sue Pedersen, MD, FRCPC (Specialist in Endocrinology & Metabolism, Calgary), Tessa Laubscher (CCFP, College of Medicine, U of S, Saskatoon),  
Henry Halapy (PharmD, CDE; SMH, Toronto), Arlene Kuntz (Pharmacist, DES, CDA; Regina), G. Casper-Bell (Endocrinology, SHR, Saskatoon), M. Dahl (MD, FRCPC, Associate Professor, 
Endocrinology, U of BC, Vancouver; COMPUS-CERC member – Insulin Analogues), Mike Allen MD (Dalhousie-Continuing Professional Learning; COMPUS-CERC member – Insulin Analogues), 
Derek Jorgenson (PharmD, College of Medicine, U of S. Saskatoon), Karen MdDermaid (Pharmacist CDE, RQHR, SK), L. Cruickshank (MEDEC, Regina),  (T. Arneson (Endocrinology, Saskatoon – 
SHR/UofS), Debbie Bunka (Pharmacist, Calgary Health Region), Kyle McNair (Pharmacist-PRISM, Manitoba)   the RxFiles Advisory Committee.      Prepared by: M Jin PharmD, CDE (Hamilton);  L. Regier 
BSP, BA, B. Jensen BSP 

DISCLAIMER: The content of this newsletter represents the research, experience and opinions of the authors and not those of the Board or Administration of Saskatoon Health Region (SHR). Neither the authors nor Saskatoon Health Region nor any other party who has been involved in the preparation or publication of this 
work warrants or represents that the information contained herein is accurate or complete, and they are not responsible for any errors or omissions or for the result obtained from the use of such information. Any use of the newsletter will imply acknowledgment of this disclaimer and release any responsibility of SHR, its 
employees, servants or agents. Readers are encouraged to confirm the information contained herein with other sources.     Additional information and references online at  www.RxFiles.ca  

Copyright 2014 – RxFiles, Saskatoon Health Region (SHR)   www.RxFiles.ca 



																																																																																																																																																																																																																																																																																								
8 Canadian Optimal Medication Prescribing & Utilization Service (COMPUS), 2008; Current Topics, Diabetes: http://cadth.ca/index.php/en/compus/current-topics/-dm1  (www.cadth.ca) 
 {Long-acting IAs: Metaanalysis of Clinical Outcomes: http://cadth.ca/media/compus/reports/compus_Long-Acting-Insulin-Analogs-Report_Clinical-Outcomes.pdf } 
 {Rapid Acting IAs: Metaanalysis of Clinical Outcomes: http://cadth.ca/media/compus/reports/compus_Rapid-Acting-Insulin-Analogues-Report_Clinical=Outcomes.pdf }  
 {Optimal Therapy Recommendations for Prescribing and Use of Insulin Analogues: http://cadth.ca/media/pdf/compus_IA_OT_rec_report.pdf  Final Report: January 2009} 
 {Grade Evidence Profiles of Long and Rapid Acting Insulin Analogues: http://cadth.ca/media/compus/reports/compus_GRADE-REPORT.pdf } 
9 Schooff MD, Gupta L. Are long-acting insulin analogues better than isophane insulin? Am Fam Physician. 2008;15:447-9. 
10 Rolla A.  Pharmacokinetic and pharmacodynamic advantages of insulin analogues and premixed insulin analogues over human insulins: impact on efficacy and safety. Am J Med. 2008 Jun;121(6 Suppl):S9-S19. 
11 Pieber TR, Treichel HC, Hompesch B, Philotheou A, Mordhorst L, Gall MA, Robertson LI.   Comparison of insulin detemir and insulin glargine in subjects with Type 1 diabetes using intensive insulin therapy. Diabet Med. 2007 Jun;24(6):635-42.  
12 Rosenstock J, Davies M, Home PD, Larsen J, Koenen C, Schernthaner G.  A randomised, 52-week, treat-to-target trial comparing insulin detemir with insulin glargine when administered as add-on to glucose-lowering drugs in insulin-naive people with 

type 2 diabetes. Diabetologia. 2008 Mar;51(3):408-16. {582 patients were randomly assigned to supplemental OD detemir (55% went on to require BID dosing) or OD glargine. Improvement in A1C and rates of hypoglycaemia were similar, but OD 
detemir had less weight gain than glargine (1.6kg difference).  In those patients who required BID detemir: the benefit of decreased weight gain was lost and a higher daily dose was required.   Average daily dose required was: glargine od 0.4 unit/kg, 
detemir od 0.52 unit/kg &  detemir bid 1 unit/kg (Overall average detemir dose 0.78 unit/kg).  More discontinuations occurred due to injection site reactions with detemir (4.5% vs 1.4%.} 

13 Derived from CADTH HTA reports: http://cadth.ca/media/compus/reports/compus_Rapid-Acting-Insulin-Analogues-Report_Clinical=Outcomes.pdf ; http://cadth.ca/media/compus/reports/compus_Long-Acting-Insulin-Analogs-Report_Clinical-Outcomes.pdf  
14 COMPUS An economic evaluation of insulin analogues for the treatment of patients with Type1 and Type 2 diabetes Mellitus in Canada. Optimal therapy report 2008;2(4).:  http://cadth.ca/media/compus/reports/compus_Economic_IA_Report.pdf  
15 DECODE; Lancet 1999; 354(9179) 617-21. 
16 Tibaldi J.  Initiating and intensifying insulin therapy in type 2 diabetes mellitus. Am J Med. 2008 Jun;121(6 Suppl):S20-9. 
17 Odeh M. Oliven A. Bassan H. Transient atrial fibrillation precipitated by hypoglycemia. [Case Reports. Journal Article] Annals of Emergency Medicine. 19(5):565-7, 1990 May. 
18 O'Kane MJ, Bunting B, Copeland M, Coates VE, for the ESMON study group. Efficacy of self monitoring of blood glucose in patients with newly diagnosed type 2 diabetes (ESMON study): randomized controlled trial. BMJ 2008;336:1174-1177. 
19 Welschen, LMC; Bloemendal, E; Nijpels, G; Dekker, JM; Heine, RJ; Stalman, WAB; Bouter, LM; Welschen, Laura. Self-monitoring of blood glucose in patients with type 2 diabetes mellitus who are not using insulin (Cochrane Review). In: The 

Cochrane Library 2007 Issue 1. Chichester, UK: John Wiley and Sons, Ltd. 
20 Farmer A, Wade A, Goyder E, et al. Impact of self monitoring of blood glucose in the management of patients with non-insulin treated diabetes: open parallel group randomised trial. BMJ 2007;335:132. 
   Gomes, Tara, Juurlink, David N, Shah, Baiju R, et al. Blood glucose test strips: options to reduce usage. CMAJ 2009 0: cmaj.091017. 
   Cameron, Chris, Coyle, Doug, Ur, Ehud, Klarenbach, Scott. Cost-effectiveness of self-monitoring of blood glucose in patients with type 2 diabetes mellitus managed without insulin. CMAJ 2009 0: cmaj.090765.  
21 Rohlfing CL, Wiedmeyer HM, Little RR, et al. Defining the relationship between plasma glucose and HbA(1c): analysis of glucose profiles and HbA(1c) in the Diabetes Control and Complications Trial. Diabetes Care 2002;25(2):275-8. 
    Kuenen JC, Borg R, Kuik DJ, et al. ADAG Study Group. Does glucose variability influence the relationship between mean plasma glucose and HbA1C levels in type 1 and type 2 diabetic patients? Diabetes Care. 2011 Aug;34(8):1843-7. 
22 Manley SE. Estimated average glucose derived from HbA1C eAG: report from European Association for the Study of Diabetes (EASD), Amsterdam 2007. [Consensus Development Conference. Journal Article] Diabetic Medicine. 25(2):126-8, 2008 

Feb. 
23Seltzer HS.  Drug-induced hypoglycemia. A review of 1418 cases. Endocrinol Metab Clin North Am. 1989 Mar;18(1):163-83. 
   Cryer PE, Axelrod L, Grossman AB, et al.; Endocrine Society. Evaluation and management of adult hypoglycemic disorders: an Endocrine Society Clinical Practice Guideline. J Clin  Endocrinol Metab. 2009 Mar;94(3):709-28.   
24 Wiener RS, Wiener DC, Larson RJ. Benefits and risks of tight glucose control in critically ill adults: a meta-analysis. JAMA. 2008 Aug 27;300(8):933-44. In critically ill adult patients, tight glucose control is not associated with significantly reduced  
    hospital mortality but is associated with an increased risk of hypoglycemia. 
    Arabi YM, Dabbagh OC, Tamim HM, et al. Intensive versus conventional insulin therapy: a randomized controlled trial in medical and surgical critically ill patients. Crit Care Med. 2008 Dec;36(12):3190-7. 
    NICE-SUGAR Study Investigators, Finfer S, Chittock DR, Su SY, Blair D, et al. Intensive versus conventional glucose control in critically ill patients. N Engl J Med. 2009 Mar 26;360(13):1283-97. Epub 2009 Mar 24. In this large, international,  
    randomized trial, we found that intensive glucose control increased mortality among adults in the ICU: a blood glucose target of 180 mg or less per deciliter resulted in lower mortality than did a target of 81 to 108 mg per deciliter.     
   Griesdale DE, de Souza RJ, van Dam RM, et al. Intensive insulin therapy and mortality among critically ill patients: a meta-analysis including NICE-SUGAR study data. CMAJ. 2009 Apr 14;180(8):821-7. Epub 2009 Mar 24. 
   Turchin A, Matheny ME, Shubina M, Scanlon JV, Greenwood B, Pendergrass ML. Hypoglycemia and clinical outcomes in patients with diabetes hospitalized in the general ward. Diabetes Care. 2009 Jul;32(7):1153-7. Hypoglycemia is common in  
   diabetic patients hospitalized in the general ward. Patients with hypoglycemia have increased LOS and higher mortality both during and after admission. Measures should be undertaken to decrease the frequency of hypoglycemia in this high-risk  
   patient population. 
   Van den Berghe G, Mesotten D, Vanhorebeek I. Intensive insulin therapy in the intensive care unit. CMAJ. 2009 Apr 14;180(8):799-800. Epub 2009 Mar 24. 
   COIITSS Study Investigators, Annane D, Cariou A, Maxime V, et al. Corticosteroid treatment and intensive insulin therapy for septic shock in adults: a randomized controlled trial. JAMA. 2010 Jan 27;303(4):341-8. 
   Marik PE, Preiser JC. Toward understanding tight glycemic control in the ICU: a systematic review and metaanalysis. Chest. 2010 Mar;137(3):544-51. Epub 2009 Dec 16.   
   Zhao YT, Weng CL, Chen ML, et al. Comparison of glucose-insulin-potassium and insulin-glucose as adjunctive therapy in acute myocardial infarction: a contemporary meta-analysis of randomised controlled trials. Heart. 2010 Oct;96(20):1622-6. 

Kavanagh Brian P, McCowen Karen C, Glycemic Control in the ICU. N Engl J Med 2010; 363:2540-2546. 
    Kansagara Devan, Fu Rongwei, Freeman Michele, et al. Intensive Insulin Therapy in Hospitalized Patients: A Systematic Review. Ann Intern Med February 15, 2011 154:268-282. 
   ADA- American Diabetes Association. Standards of Medical Care in Diabetes—2011 Diabetes Care January 2011 34:S11-S61; doi:10.2337/dc11-S011. http://care.diabetesjournals.org/content/34/Supplement_1/S11.full.pdf+html  
   Qaseem Amir, Humphrey Linda L., Chou Roger, et al. and for the Clinical Guidelines Committee of the American College of Physicians. Use of Intensive Insulin Therapy for the Management of Glycemic Control in Hospitalized Patients: A Clinical  
   Practice Guideline From the American College of Physicians. Ann Intern Med February 15, 2011 154:260-267. 
   Egi M, Finfer S, Bellomo R. Glycemic control in the ICU. Chest. 2011 Jul;140(1):212-20.  
   Umpierrez GE, Hellman R, Korytkowski MT, et al. Management of hyperglycemia in hospitalized patients in non-critical care setting: an endocrine society clinical practice guideline. J Clin Endocrinol Metabol 2012; 97:16-38.   
   Senthinathan A, Kelly V, Dzingina M et al. Hyperglycaemia in acute coronary syndromes: summary of NICE guidance. BMJ. 2011 Oct 26;343:d6646.  
   Agus MSD, Steil GM, Wypij D, et al. Tight glycemic control  versus standard care after pediatric cardiac surgery. (SPECS) N Engl J Med 2012. 
   Nice-Sugar. Hypoglycemia and risk of death in critically ill patients. N Engl J Med 2012;367:1108-18. 
   Mesotten D, Gielen M, Sterken C, et al. Neurocognitive development of children 4 years after critical illness and treatment with tight glucose control: a randomized controlled trial [published online October 17, 2012]. JAMA. doi:10.1001/jama.201212424. 
   Canadian Diabetes 20013 Guidelines (April 2013): http://guidelines.diabetes.ca/ 
   Qaseem A, Chou R, Humphrey LL, Shekelle P; for the Clinical Guidelines Committee of the American College of Physicians. Inpatient Glycemic Control: Best Practice Advice From the Clinical Guidelines Committee of the American College of  
   Physicians. Am J Med Qual. 2013 May 24.  



																																																																																																																																																																																																																																																																																								
   Seaquist ER, Anderson J, Childs B, et al. Hypoglycemia and diabetes: a report of a workgroup of the American Diabetes Association (ADA)  and the Endocrine Society. Diabetes Care. 2013 May;36(5):1384-95.  
  Jacobi J, Bircher N, Krinsley J, Agus M, et al. Guidelines for the use of an insulin infusion for the management of hyperglycemia in critically ill patients.  Crit Care Med. 2012 Dec;40(12):3251-76. 

   Macrae D, Grieve R, Allen E, et al. A randomized trial of hyperglycemic control in pediatric intensive care. (CHiP) N Engl J Med 2014;370:107-18. 

25 Dr. H. Gerstein, oral presentation to family physicians, nurse practitioners, nurses, and pharmacists, Burlington, Ontario, May 2008. (see also CPS: Avandia & Actos) 
26 Building Competency in Diabetes Education: Advancing Practice 
27 Addapted in part from: http://www.calgaryhealthregion.ca/healthinfo/library/pdf/ProceduresTreatments/606288_Diet_and_Insulin_Adjustment_For_Medical_Procedures_2004-08.pdf; http://findarticles.com/p/articles/mi_m0MDR/is_4_9/ai_n13784023 ; 

http://www.massgeneral.org/GASTROENTEROLOGY/docs/Prep_Colon_Fleet.pdf ;  http://www.med.umich.edu/1libr/aha/umegd.htm 
    Pharmacist’s Letter. Fasting in the Patient with Diabetes. July 2011. 
28 Wilson RD, Johnson JA, Wyatt P, Allen V, Gagnon A, Langlois S, Genetics Committee of the Society of Obstetricians and Gynaecologists of Canada and The Motherrisk Program.  Pre-conceptional vitamin/folic acid supplementation 2007: the use of 

folic acid in combination with a multivitamin supplement for the prevention of neural tube defects and other congenital anomalies. J Obstet Gynaecol Can. 2007 Dec;29(12):1003-26.  
 
CKS-NHS-UK – Link: http://www.cks.library.nhs.uk/diabetes_type_2  
 

Additional references (Post Nov 2008): 
 
29 Nicholson W, Bolen S, Witkop CT, Neale D, Wilson L, Bass E.  Benefits and Risks of Oral Diabetes Agents Compared With Insulin in Women With Gestational Diabetes: A Systematic Review. Obstet Gynecol. 2009  
         Jan;113(1):193-205. No substantial maternal or neonatal outcome differences were found with the use of glyburide or metformin compared with use of insulin in women with GDM. 
30 Rowan JA, Hague WM, Gao W, Battin MR, Moore MP; MiG Trial Investigators.  Metformin versus insulin for the treatment of gestational diabetes. N Engl J Med. 2008 May 8;358(19):2003-15. In women with gestational  
         diabetes mellitus, metformin (alone or with supplemental insulin) is not associated with increased perinatal complications as compared with insulin. The women preferred metformin to insulin treatment. 
31 BWH: Managing Diabetes in Hospitalized Patients: http://www.brighamandwomens.org/pharmacoepid/Research/EduMaterials/Diabetes%20Management%20in%20Hospitalized%20Pts%20May%202003%20(5).pdf  
32 Insulin Analogues Systematic Review (COMPUS) Jan 2009: http://cadth.ca/media/pdf/compus_IA_OT_rec_report.pdf; http://www.cadth.ca/media/pdf/C1109-Gaps-and-KM-Report-final.pdf;  
 Economic Review Draft: http://www.cadth.ca/media/pdf/compus_Draft_BGTS_Consolidated_Econ_Report.pdf  
33 Hirsch IB. Sliding scale insulin--time to stop sliding. JAMA. 2009 Jan 14;301(2):213-4. 
34 Singh SR, Ahmad F, Lal A, et al. Efficacy and safety of insulin analogues for the management of diabetes mellitus: a meta-analysis. CMAJ 2009;180(4):385-97.  Online at:  http://www.cmaj.ca/cgi/reprint/180/4/385   
35 Cameron CG, Bennett HA. Cost-effectiveness of insulin analogues for diabetes mellitis. CMAJ 2009;180(4):400-7.   http://www.cmaj.ca/cgi/reprint/180/4/400 .    
36 Siebenhofer-Kroitzsch A, Horvath K, Plank J. Insulin analogues: too much noise about small benefits. CMAJ. 2009 Feb 17;180(4):369-70. http://www.cmaj.ca/cgi/reprint/180/4/369  
37 CDR / CEDAC Final Recommendation for Insulin Glulisine (Apidra) – Feb 19, 2009:  http://www.cadth.ca/media/cdr/complete/cdr_complete_Apidra_February-19-2009.pdf  
 

 
 ADA-American Diabetes Association Guidelines- Standards of Medical Care in Diabetes—2010  http://care.diabetesjournals.org/content/33/Supplement_1/S11.full.pdf+html  
ADA- American Diabetes Association. Standards of Medical Care in Diabetes—2011 Diabetes Care January 2011 34:S11-S61; doi:10.2337/dc11-S011. http://care.diabetesjournals.org/content/34/Supplement_1/S11.full.pdf+html  
ACCORD Riddle MC, Ambrosius WT, Brillon DJ, et al. Epidemiologic relationships between A1C and all-cause mortality during a median 3.4 year follow up of glycemic treatment in the ACCORD. Diabetes Care 2010; 33:983-990.  
Alwan N, Tuffnell DJ, West J. Treatments for gestational diabetes. Cochrane Database Syst Rev. 2009 Jul 8;(3):CD003395. 
Bazerbachi F, Nazarian S, Alraiyes AH, et al. Q: Is hemoglobin A1C an accurate measure of glycemic control in all diabetic patients? Cleve Clin J Med.  2014 Mar;81(3):146-9. 
Bellamy L, Casas JP, Hingorani AD, et al. Type 2 diabetes mellitus after gestational diabetes: a systematic review and meta-analysis. Lancet. 2009 May 23;373(9677):1773-1779.  
Bihan H, Fysekidis M, Harbuz V, Reach G, Cohen R. False-positive blood glucose and ketone values with lightening cream. Ann Intern Med. 2011 Nov 1;155(9):649. 
Bonds DE, Miller ME, Bergenstal RM, et al. The association between symptomatic, severe hypoglycaemia and mortality in type 2 diabetes: retrospective epidemiological analysis of the ACCORD study. BMJ  2010;340:b4909, (Published 8 Jan 2010)  
Buchleitner AM, Martínez-Alonso M, Hernández M, Solà I, Mauricio D. Perioperative glycaemic control for diabetic patients undergoing surgery. Cochrane Database Syst Rev. 2012 Sep 12;9:CD007315. The included trials did not demonstrate  
      significant differences for most of the outcomes when targeting intensive perioperative glycaemic control compared with conventional glycaemic control in patients with diabetes mellitus. However, posthoc analysis indicated that  
      intensive glycaemic control was associated with an increased number of patients experiencing hypoglycaemic episodes.  
Cooke D, Hurel SJ, Casbard A, et al. Randomized controlled trial to assess the impact of continuous glucose monitoring on HbA1C in insulin-treated diabetes (MITRE Study). . Diabet. Med. 2009 May;26:540–7.  
Donner T, Muñoz M. Update on insulin therapy for type 2 diabetes. J Clin Endocrinol Metab. 2012 May;97(5):1405-13.  
Donovan L, Hartling L, Muise M, et al. Screening tests for gestational diabetes: a systematic review for the u.s. Preventive services task force. (USPSTF) Ann Intern Med. 2013 Jul 16;159(2):115-22. 
Farmer A. Use of HbA1C in the diagnosis of diabetes. BMJ. 2012 Nov 1;345:e7293.  
FDA Aug/09 Patients with diabetes who take therapeutic products containing nonglucose sugars (e.g., peritoneal dialysis solution and some immunoglobulins) can have falsely elevated readings from blood glucose test strips that use glucose         
   dehydrogenase pyrroloquinoline quinone (GDH-PQQ) technology, according to an FDA public health notification. The strips are in wide use, and we have provided a link to a listing of the affected products. The FDA cites 13 deaths associated with         
   hypoglycemia not detected by the test strips, which cannot distinguish between lucose and other sugars such as maltose and xylose. Ten patients were receiving icodextrin peritoneal dialysis solution.  The FDA advises physicians to avoid using       
  GDH-PQQ test strips in health care facilities and to rely, instead, on laboratory assays of glucose — especially in patients taking the therapeutic products listed in the alert. Interfering products containing nonglucose sugars include icodextrin                 
   peritoneal dialysis solution, certain immunoglobulins, abatacept (Orencia, Bristol-Myers Squibb), tositumomab (Bexxar, GlaxoSmithKline), and any product containing or metabolized into maltose, galactose, or xylose. Several test strips and  
   associated monitors use GDH-PQQ methodology: ACCU-CHEK (Roche), FreeStyle (Abbott Diabetes Care), TRUEtest (Home Diagnostics), CoZmonitor blood glucose module (for use with the Deltec Cozmo insulin pump, Smiths Medical MD), and  
   OmniPod insulin management system (Insulet). 
 Frid A, Hirsch L, Gaspar R, et al. Scientific Advisory Board for the Third Injection Technique Workshop. New injection recommendations for patients with diabetes. Diabetes Metab. 2010 Sep;36 Suppl 1:S3-18. 
Gale E. Newer insulins in type 2 diabetes. BMJ 2012;345:e4611  
Geller AI, Shehab N, Lovegrove MC, et al. National estimates of insulin-related hypoglycaemia and errors leading to emergency department visits and hospitalizations [online March 10, 2014]. JAMA Intern Med. 2013.  
Gibney MA, Arce CH, Byron KJ, Hirsch LJ. Skin and subcutaneous adipose layer thickness in adults with diabetes at sites used for insulin injections: implications for needle length recommendations. Curr Med Res Opin. 2010 Jun;26(6):1519-30 
Giovannucci, Edward, Harlan, David M., Archer, Michael C., et al. Diabetes and Cancer: A Consensus Report. CA Cancer J Clin 2010 0: caac.20078. 
Goldenberg RM, Cheng AYY, Punthakee Z, Clement M. CDA Position statement: use of glycated hemoglobin (A1C) in the diagnosis of type 2 diabetes mellitus in adults. Can J Diabetes 2011;35:247-9.  



																																																																																																																																																																																																																																																																																								
Hamaty M. Insulin treatment for type 2 diabetes: When to start, which to use. Cleveland Clinic Journal of Medicine 2011; 78(5):332-342; doi:10.3949/ccjm.78a.10051. 
Hardikar PS, Joshi SM, Bhat DS, et al. Spuriously high prevalence of prediabetes diagnosed by HbA(1c) in young indians partly explained by hematological factors and iron deficiency anemia. Diabetes Care. 2012 Apr;35(4):797-802.   
Harris DL, Weston PJ, Signal M, Chase JG, Harding JE. Dextrose gel for neonatal hypoglycaemia (the Sugar Babies Study): a randomised, double-blind, placebo-controlled trial. Lancet 2013; published online Sept 25.  
Hofman PL, Behrensdorf Derraik JG, et al. Defining the ideal injection techniques when using 5-mm needles in children and adults. Diabetes Care. 2010 Jun 28.  
Holman RR, Thorne KI, Farmer AJ, Davies MJ, Keenan JF, Paul S, et al.; the 4-T Study Group. Addition of Biphasic, Prandial, or Basal Insulin to Oral Therapy in Type 2 Diabetes. (4T) N Engl J Med. 2007 Sep 21; [Epub ahead of print] A single  
   analogue-insulin formulation added to metformin and sulfonylurea resulted in a glycated hemoglobin level of 6.5% or less in a minority of patients at 1 year. The addition of biphasic or prandial insulin aspart reduced levels more than the addition of basal  
   insulin detemir but were associated with greater risks of hypoglycemia and weight gain. (InfoPOEMs: Patients choosing biphasic or prandial insulin regiments should be prepared to gain approximately 10 pounds to 12 pounds and expect 4 to 8  
   moderate or severe episodes of  hypoglycemia per year. Basal insulin was a bit less effective as measured by the change in glycated hemoglobin (Hb A1C), but resulted in less weight gain & much less hypoglycemia. Of course, we don't know  
   whether any of these regiments improve long-term clinical outcomes in these patients. If you are going to add insulin for a patient with poorly controlled Type 2 diabetes, it makes sense to start with a single dose of basal insulin for most patients, and to  
   focus primarily on those patients with an initial Hb A1C of more than 8.5%. (LOE = 1b))  

   Holman, Rury R., Farmer, Andrew J., Davies, Melanie J., et al. the 4-T Study Group, Three-Year Efficacy of Complex Insulin Regimens in Type 2 Diabetes.N Engl J Med 2009 0: NEJMoa0905479. Patients who added a basal or prandial insulin-based   
    regimen to oral therapy had better glycated hemoglobin control than patients who added a biphasic insulin-based regimen. Fewer hypoglycemic episodes and less weight gain occurred in patients adding basal insulin. 

    Hovorka R, Kumareswaran K, Harris J, Allen JM, Elleri D, Xing D, et al. Overnight closed loop insulin delivery (artificial pancreas) in adults with type 1 diabetes: crossover randomised controlled studies. BMJ 2011;342:1855. 
    Ijas H, Vaarasmaki M, Morin-Papunen L, et al. Metformin should be considered in the treatment of gestational diabetes: a prospective randomised study. BJOG. 2011 Jun;118(7):880-5.  
   Juvenile Diabetes Research Foundation Continuous Glucose Monitoring Study JDRF Group, Tamborlane WV, Beck RW, Bode BW, et al. Continuous glucose monitoring and intensive treatment of type 1 diabetes. N Engl J Med. 2008 Oct  

    2;359(14):1464-76. Epub 2008 Sep 8. 
    Kilpatrick ES, Atkin SL. Using haemoglobin A1C to diagnose type 2 diabetes or to identify people at high risk of diabetes. BMJ. 2014 Apr 25;348:g2867. 
    Korownyk C, Ivers N, Allan GM. Strategies for initiating insulin in type 2 diabetes. Can Fam Physician. 2011 May;57(5):562. 

Lee JM, Wu EL, Tarini B, et al. Diagnosis of diabetes using hemoglobin A1C: should recommendations in adults be extrapolated to adolescents?. J Pediatr. 2011 Jun;158(6):947-952.e1-3.  
Lu ZX, Walker KZ, O'Dea K, Sikaris KA, Shaw JE. A1C for screening and diagnosis of type 2 diabetes in routine clinical practice. Diabetes Care. 2010 Apr;33(4):817-9. Epub 2010 Jan 12. 
Malanda UL, Welschen LM, Riphagen II, et al.   Self-monitoring of blood glucose in patients with type 2 diabetes mellitus who are not using insulin. Cochrane Database Syst Rev. 2012 Jan 18;1:CD005060.  From this review, we conclude that when  
     diabetes duration is over one year, the overall effect of self-monitoring of blood glucose on glycaemic control in patients with type 2 diabetes who are not using insulin is small up to six months after initiation and subsides after 12 months. Furthermore, based on a best-evidence  
     synthesis, there is no evidence that SMBG affects patient satisfaction, general well-being or general health-related quality of life. More research is needed to explore the psychological impact of SMBG and its impact on diabetes specific quality of life and well-being, as well as the  
     impact of SMBG on hypoglycaemia and diabetic complications. 
Mann DM, Carson AP, Shimbo D, Fonseca V, Fox CS, Muntner P. Impact of A1C screening criterion on the diagnosis of pre-diabetes among U.S. adults. Diabetes Care. 2010 Oct;33(10):2190-5.   
Miller ME, Bonds DE, Gerstein HC, et al. ACCORD Investigators. The effects of baseline characteristics, glycaemia treatment approach, and glycated haemoglobin concentration on the risk of severe hypoglycaemia: post hoc epidemiological analysis    
      of the ACCORD study. BMJ. 2010 Jan 8;340:b5444. doi: 10.1136/bmj.b5444.  
Montori VM, Fernández-Balsells M. Glycemic Control in Type 2 Diabetes: Time for an Evidence-Based About-Face?. Ann Intern Med. 2009 Apr 20.  
Nau KC. Lorenzetti RC, Cucuzzela M et al. Glycemic control in Hospitalized Patents not in Intensive Care: Beyond Sliding Scale. American Family Pysician. May 1, 2010. 
Newman SP, Cooke D, Casbard A, et al. A randomised controlled trial to compare minimally invasive glucose monitoring devices with conventional monitoring in the management of insulin-treated diabetes mellitus (MITRE). Health Technol Assess.  
   2009 May;13(28):iii-iv, ix-xi, 1-194. 
Nowicka P, Santoro N, Liu H, et al. Utility of hemoglobin A1C for diagnosing prediabetes and diabetes in obese children and adolescents. Diabetes Care. 2011 Jun;34(6):1306-11.  
Olson DE, Rhee MK, Herrick K, et al. Screening for diabetes and pre-diabetes with proposed A1C-based diagnostic criteria. Diabetes Care. 2010 Oct;33(10):2184-9.  
Petznick A. Insulin management of type 2 diabetes mellitus. Am Fam Physician. 2011 Jul 15;84(2):183-90. 
Ramachandran A, Riddle MC, et al. Relationship between A1C and fasting plasma glucose in dysglycemia or type 2 diabetes: an analysis of baseline data from the ORIGIN trial. Diabetes Care. 2012 Apr;35(4):749-53. 

    Ray KK, Seshasai SR, Wijesuriya S, et al. Effect of intensive control of glucose on cardiovascular outcomes and death in patients with diabetes mellitus: a meta-analysis of randomized controlled trials. Lancet 2009; 373: 1765-72. 
   Sacks DB, JohnWG. Interpretation of hemoglobin A1C values. JAMA. doi:10.1001 /jama.2014.6342.     
   Sawin G, Shaughnessy AF. Glucose control in Hospitalized Patients. American Family Pysician. May 1, 2010. 
   Selvin E, Steffes MW, Gregg E, et al. Performance of A1C for the classification and prediction of diabetes. Diabetes Care. 2011 Jan;34(1):84-9.  
   Serlin D., et al. Diagnosis and Management of Gestational Diabetes Mellitus. Am Fam Physician. 2009; 80 (1):57-62. 
  Silverman RA, Thakker U, Ellman T, et al. Hemoglobin A1C as a screen for previously undiagnosed prediabetes and diabetes in an acute-care setting. Diabetes Care. 2011 Sep;34(9):1908-12.  
  Spaulonci CP, Bernardes LS, Trindade TC, et al. Randomized trial of metformin vs insulin in the management of gestational diabetes. Am J Obstet Gynecol. 2013 Jul;209(1):34.e1-34.e7.  
  Testa MA et al. Comparative effectiveness of basal-bolus versus premix analog insulin on glycemic variability and patient-centered outcomes during insulin intensification in type 1 and type 2 diabetes: A randomized, controlled, crossover trial.  
        J Clin Endocrinol Metab 2012 Oct; 97:3504.  
  Tsugawa Y, Mukamal KJ, Davis RB, et al. Should the Hemoglobin A1C Diagnostic Cutoff Differ Between Blacks and Whites?: A Cross-sectional Study. Ann Intern Med. 2012 Aug 7;157(3):153-9.  
  Umpierez GE, How to manage type 2 diabetes in medical and surgical patients in the hospital. Cleveland Clinic Journal of Medicine 2011; 78(6):379-384; doi:10.3949/ccjm.78gr.11001. 
  Waugh N, Royle P, Clar C, et al. Screening for hyperglycaemia in pregnancy: a rapid update for the National Screening Committee. Health Technol Assess. 2010 Sep;14(45):1-183. The evidence base has improved since the last HTA review in  
    2002. There is now good evidence for treatment of oral drugs instead of insulin and it looks increasingly as if FPG could be the test of choice.  
 Wilson Jennifer F. In the Clinic: Diabetic Ketoacidosis. Ann Intern Med January 5, 2010 152:ITC1-1; doi:10.1059/0003-4819-152-1-201001050-01001.  
 Yau CK, Eng C, Cenzer IS, Boscardin WJ, Rice-Trumble K, Lee SJ. Glycosylated hemoglobin and functional decline in community-dwelling nursing home-eligible elderly adults with diabetes mellitus. J Am Geriatr Soc. 2012 Jul;60(7):1215-21.  
 Yeh HC, Brown TT, et al. Comparative Effectiveness and Safety of Methods of Insulin Delivery and Glucose Monitoring for Diabetes Mellitus: A Systematic Review and Meta-analysis. Ann Intern Med. 2012 Jul 10:E-508.  
 Yu CH. "Safety" technology: a hidden cause of diabetic ketoacidosis. CMAJ. 2012 Mar 20;184(5):557-8. 
 Yuqian Bao, Xiaojing Ma, Huating Li et al. Glycated haemoglobin A1C for diagnosing diabetes in Chinese population: cross sectional epidemiological survey; BMJ  2010;340. 
 



																																																																																																																																																																																																																																																																																								
     Zhou X, Pang Z, Gao W, et al. Performance of an A1C and Fasting Capillary Blood Glucose Test for Screening Newly Diagnosed Diabetes and Pre-Diabetes Defined by an Oral Glucose Tolerance Test in Qingdao, China. Diabetes Care. 2010  

      Mar;33(3):545-50. Epub 2009 Dec 10. 
Ziemer David C., Kolm Paul, Weintraub William S. et al.  Glucose-Independent, Black–White Differences in Hemoglobin A1C Levels: A Cross-sectional Analysis of 2 Studies. Ann Intern Med June 15, 2010 152:770-777.  

 
 
 
Glargine (Lantus) & Cancer: FDA evaluating possible association with increased cancer (July 2009). {based on data from 3 of 4 observational trials.} http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/DrugSafetyInformationforHeathcareProfessionals/ucm169722.htm; 

Related links: http://www.medscape.com/viewarticle/705198?src=mp&spon=34&uac=93517FV ; http://www.nationalpost.com/life/health/story.html?id=4578946f-1f50-426e-b92a-bc0f7dd86eed ; http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_2009/2009_115-eng.php ;  
                             http://www.endo-society.org/advocacy/policy/upload/Statement-for-Patients-on-Insulin-Glargine.pdf  
                            Currie CJ, Poole CD, Gale EA. The influence of glucose-lowering therapies on cancer risk in type 2 diabetes. Diabetologia. 2009 Jul 2. [Epub ahead of print] 
                            Giovannucci, Edward, Harlan, David M., Archer, Michael C., et al. Diabetes and Cancer: A Consensus Report. CA Cancer J Clin 2010 0: caac.20078. 
                  Hemkens LG, Grouven U, Bender R, Günster C, Gutschmidt S, Selke GW, Sawicki PT. Risk of malignancies in patients with diabetes treated with human insulin or  insulin analogues: a cohort study. Diabetologia. 2009 Jun 30. [Epub ahead of print] 
                            Jonasson JM, Ljung R, Talbäck M, Haglund B, Gudbjörnsdòttir S, Steineck G. Insulin glargine use and short-term incidence of malignancies-a population-based  follow-up study in Sweden. Diabetologia. 2009 Jul 9. [Epub ahead of print] 

 

 
 
www.RxFiles.ca  



not assume a net benefit for all A1C lowering interventions in all Type 2 diabetes patients.  {Let the target serve the 
patient, and not the patient the target.}   See also: Yudkin JS, Lipska KJ, Montori VM. The idolatry of the surrogate. BMJ. 2011 Dec 28;343:d7995. http://www.bmj.com/content/343/bmj.d7995 

 

Multfactorial intervention - blood pressure, lipids, possibly ASA, lifestyle – in addition to glucose control, is essential in reducing macrovascular endpoints! 

See also RxFiles Landmark Trials Chart: Summary of Lipid, BP & ASA diabetes related trials: http://www.rxfiles.ca/rxfiles/uploads/documents/members/CHT-DIABETES-Landmark-Trials-Non-Glucose.pdf 

 
References - Diabetes Trials: Landmark Outcome and Prevention (www.RxFiles.ca) 
                                                           
1 DCCT Reasearch Group.  The effect of intensive treatment of diabetes on the development and progression of long-term complications in insulin-dependent diabetes mellitus.  N Engl J Med. 1993 Sep 30;329(14):977-86. 
2 Nathan DM, Cleary PA, Backlund JY, Genuth SM, Lachin JM, Orchard TJ, Raskin P, Zinman B; Diabetes Control and Complications Trial/Epidemiology of Diabetes Interventions and Complications (DCCT/EDIC) Study Research Group.  Intensive 

diabetes treatment and cardiovascular disease in patients with type 1 diabetes. N Engl J Med. 2005 Dec 22;353(25):2643-53. 
 de Boer IH, Kestenbaum B, Rue TC, et al. Diabetes Control and Complications Trial (DCCT)/Epidemiology of Diabetes Interventions and Complications (EDIC) Study Research Group. Insulin therapy, hyperglycemia, and hypertension in type 1  
   diabetes mellitus. Arch Intern Med. 2008 Sep 22;168(17):1867-73. Hyperglycemia is a risk factor for incident hypertension in type 1 diabetes, and intensive insulin therapy reduces the long-term risk of developing hypertension. 
   {Diabetes Control and Complications Trial/Epidemiology of Diabetes Interventions and Complications (DCCT/EDIC) Research Group. Modern-Day Clinical Course of Type 1 Diabetes Mellitus After 30 Years' Duration: The Diabetes Control and  
   Complications Trial/Epidemiology of Diabetes Interventions and Complications and Pittsburgh Epidemiology of Diabetes Complications Experience (1983-2005). Arch Intern Med. 2009;169(14):1307-1316.} 
   White NH, Sun W, Cleary PA, et al. Effect of Prior Intensive Therapy in Type 1 Diabetes Mellitus on 10-year Progression of Retinopathy in the DCCT/EDIC: Comparison of Adults and Adolescents. Diabetes. 2010 Feb 11.   
   Albers JW, Herman WH, Pop-Busui R, et al. for the DCCT/EDIC Research Group. Effect Of Prior Intensive Insulin Treatment During The Diabetes Control And Complications Trial (DCCT) On Peripheral Neuropathy In Type 1 Diabetes During The  
   Epidemiology Of Diabetes Interventions, And Complications (EDIC) Study. Diabetes Care. 2010 Feb 11. 
   de Boer Ian H.; Rue Tessa C.; Cleary Patricia A.; et al.; for the Diabetes Control and Complications Trial/Epidemiology of Diabetes Interventions and Complications Study Research Group. Long-term Renal Outcomes of Patients With Type 1  
   Diabetes Mellitus and Microalbuminuria: An Analysis of the Diabetes Control and Complications Trial/Epidemiology of Diabetes Interventions and Complications Cohort DCCT/EDIC. Arch Intern Med. 2011;171(5):412-420.  
   DCCT/EDIC Research Group. Intensive Diabetes Therapy and Glomerular Filtration Rate in Type 1 Diabetes. N Engl J Med. 2011; 365:2366.  
   Purnell JQ, Hokanson JE, Cleary PA, et al. The effect of excess weight gain with intensive diabetes mellitus treatment on cardiovascular disease risk factors and atherosclerosis in type 1 diabetes mellitus: results from the Diabetes Control and  
   Complications Trial/Epidemiology of Diabetes Interventions and Complications Study (DCCT/EDIC) Study. Circulation. 2013;127:180–187. 
3  Intensive blood-glucose control with sulphonylureas or insulin compared with conventional treatment and risk of complications in patients with type 2 diabetes (UKPDS 33). (UKPDS) Group. Lancet. 1998 Sep 12;352(9131):837-53.  
4 Effect of intensive blood-glucose control with metformin on complications in overweight patients with type 2 diabetes (UKPDS 34). UK Prospective Diabetes Study (UKPDS) Group. Lancet. 1998 Sep 12;352(9131):854-65. Erratum. 
5 Ohkubo Y, Kishikawa H, Araki E, Miyata T,et al. Intensive insulin therapy prevents the progression of diabetic microvascular complications in Japanese patients with non-insulin-dependent diabetes mellitus: a randomized prospective 6-year study. 

Diabetes Res Clin Pract. 1995 May;28(2):103-17.  (Kumamoto study) 
6 Dormandy JA,  et al. Secondary prevention of macrovascular events in patients with type 2 diabetes in the PROactive Study. (PROspective pioglitAzone Clinical Trial in macroVascular Events): a RCT. Lancet. 2005; 366: 1279-1289. {InfoPOEMs Aug 

2008: Pioglitazone (Actos), unlike its chemical cousin rosiglitazone (Avandia), does not seem to increase the likelihood of cardiovascular events (N Engl J Med. 2007;356:2457-2471). The researchers conducting this study stretched -- and broke -- 
the scientific method when claiming benefit, but any claims of benefit are specious. (LOE = 1a-)} 

7 Action to Control Cardiovascular Risk in Diabetes Study Group, Gerstein HC, Miller ME, Byington RP, et al.  Effects of intensive glucose lowering in type 2 diabetes. N Engl J Med. 2008 Jun 12;358(24):2545-59.  {RxFiles Trial Summary: ACCORD } 
  Miller ME, Bonds DE, Gerstein HC, et al. ACCORD Investigators. The effects of baseline characteristics, glycaemia treatment approach, and glycated haemoglobin concentration on the risk of severe hypoglycaemia: post hoc epidemiological analysis  
  of the ACCORD study. BMJ. 2010 Jan 8;340:b5444. doi: 10.1136/bmj.b5444.  
  ACCORD Study Group and ACCORD Eye Study Group, Effects of Medical Therapies on Retinopathy Progression in Type 2 Diabetes. N Engl J Med 2010 0: NEJMoa1001288. 
  Ismail-Beigi F, Craven T, Banerji MA. Effect of intensive treatment of hyperglycaemia on microvascular outcomes in type 2 diabetes: analysis of ACCORD randomised trial.The Lancet, Early Online, 29June10 doi:10.1016/S0140-6736(10)60576-4. 
  7b: ACCORD Study Group. Long-term effects of intensive glucose lowering on cardiovascular outcomes. N Engl J Med 2011 Mar 3; 364:818. 
  ACCORD Anderson RT, Narayan KM, Feeney P, et al. Action to Control Cardiovascular Risk in Diabetes (ACCORD) Investigators. Effect of intensive glycemic lowering on health-related quality of life in type 2 diabetes: ACCORD trial. Diabetes  
  Care. 2011 Apr;34(4):807-12. 
  Launer LJ, Miller ME, Williamson JD, et al; ACCORD MIND. Effects of intensive glucose lowering on brain structure and function in people with type 2 diabetes: a randomised open-label substudy. Lancet Neurol. 2011 Nov;10(11):969-77.  
  ACCORD Fonseca V, McDuffie R, Calles J, et al. Determinants of weight gain in the Action to Control Cardiovascular Risk in Diabetes (Acord) trial.Diabetes Care 2013 . 
8 ADVANCE Collaborative Group, Patel A, MacMahon S, Chalmers J, Neal B, Billot L, Woodward M, Marre M, Cooper M, Glasziou P, Grobbee D, Hamet P, Harrap S, Heller S, Liu L, Mancia G, Mogensen CE, Pan C, Poulter N, Rodgers A, Williams 

B,  Bompoint S, de Galan BE, Joshi R, Travert F. Intensive blood glucose control and vascular outcomes in patients with type 2 diabetes. N Engl J Med. 2008 Jun 12;358(24):2560-72. 
    Patel A; ADVANCE Collaborative Group, MacMahon S, Chalmers J, Neal B, Woodward M, et al. Effects of a fixed combination of perindopril and indapamide on macrovascular and microvascular outcomes in patients with type 2 diabetes mellitus 

(the ADVANCE trial): a randomised controlled trial. Lancet. 2007 Sep 8;370(9590):829-40.     {RxFiles Trial Summary: ADVANCE http://www.rxfiles.ca/rxfiles/uploads/documents/Diabetes-ADVANCE-trial.pdf } 
         Zoungas S, de Galan BE, Ninomiya T, et al. the ADVANCE Collaborative Group. The combined effects of routine blood pressure lowering and intensive glucose control on macrovascular and microvascular outcomes in patients with type 2 diabetes; new results from ADVANCE. Diabetes Care. 2009 Aug 3. [Epub  
     ahead of print] The effects of routine blood pressure lowering and intensive glucose control were independent of one another and when combined produced additional reductions in clinically relevant outcomes. 
         Zoungas S et al. Severe hypoglycemia and risks of vascular events and death (Advance). N Engl J Med 2010 Oct 7; 363:1410. During a median follow-up period of 5 years, 231 patients (2.1%) had at least one severe hypoglycemic episode; 150 had been assigned to intensive glucose control (2.7% of the 5571 patients in  
         that group), and 81 had been assigned to standard glucose control (1.5% of the 5569 patients in that group). 
         Perkovic V, Heerspink HL, Chalmers J, et al. Intensive glucose control improves kidney outcomes in patients with type 2 diabetes. (Advance) Kidney Int. 2013 Jan 9. 
9 Gaede P, Lund-Andersen H, Parving HH, Pedersen O.  Effect of a multifactorial intervention on mortality in type 2 diabetes. (STENO-2) N Engl J Med. 2008 Feb 7;358(6):580-91. 
10 UGDP. 
11 Duckworth W, Abraira C, Moritz T, et al. Glucose Control and Vascular Complications in Veterans with Type 2 Diabetes. N Engl J Med. 2008 Dec 17. (VADT study) Intensive glucose control in patients with poorly controlled type 2 diabetes had no 

significant effect on the rates of major cardiovascular events, death, or microvascular complications.  {InfoPOEMs Mar09: Like the ACCORD and ADVANCE studies, this trial provides additional evidence that intensive glucose control does not improve 
outcomes in patients with type 2 diabetes mellitus. It is important to note that these patients had well-controlled hypertension (mean blood pressure = 126/68) and well-controlled hyperlipidemia (mean low-density lipoprotein = 80 mg/dL).} 

     Anderson RJ, Bahn GD, Moritz TE, et al.; for the VADT Study Group. Blood Pressure and Cardiovascular Disease risk in the Veterans Affairs Diabetes Trial (VADT) Diabetes Care. 2010 Nov 8. DBP <70 mmHg elevated CVD risk. 
12 Holman R, Sanjoy P, Bethel MA, Matthews D, Neil A.  10-Year Follow-up of Intensive Glucose Control in Type 2 Diabetes. (UKPDS-80). N Engl J Med 2008;359:1-13. {(SU/Insulin vs control:  MI 19.616.8 per 1000 patient-yrs RR=0.0.85 (CI: 0.74-0.97);  
 Death 30.326.8 per 1000 patient-yrs RR=0.87 (CI: 0.79-0.96)); (MF vs control:  MI, 21.114.8 per 1000 patient-yrs RR=0.67 (CI: 0.51-0.89);   Death 33.125.9 per 1000 patient-yrs RR=0.73 (CI: 0.59-0.89)).   {Daily POEM: “The advantages of tight blood sugar control seen in 



                                                                                                                                                                                                                                                                                                
the United Kingdom Prospective Diabetes Study (UKPDS) trial were maintained and to some extent extended during a 10-year nonrandomized follow-up period, even though all patients quickly had similar glycohemoglobin levels. The benefit was most pronounced with metformin. Note that patients in 
the "intensive therapy" group had a mean glycohemoglobin of approximately 8% at the end of the randomized portion of the study, and the recent ACCORD study found that more aggressive control offered no benefit and may be harmful (N Engl J Med 2008;358:2545-59, POEM #100825). (LOE = 2b)”} 

13 Lindstrom J, Ilanne-Parikka P, et al. Sustained reduction in the incidence of type 2 diabetes by lifestyle intervention: follow-up of the Finnish Diabetes Prevention Study.  The Lancet. 2006; 368:1673-1679. 
   Uusitupa M, Peltonen M, Lindström J, et al. 2009 Ten-Year Mortality and Cardiovascular Morbidity in the Finnish Diabetes Prevention Study—Secondary Analysis of the Randomized Trial. PLoS ONE 4(5): e5656. doi:10.1371/journal.pone.0005656. 
14 Salpeter SR, Buckley NS, Kahn JA, Salpeter EE. Meta-analysis: metformin treatment in persons at risk for diabetes mellitus. Am J Med 2008;121:149-157.e2. {InfoPOEMS: Using metformin to treat patients at risk for diabetes decreases their 

likelihood of developing diabetes over a 3-year period. Longer studies are needed to determine whether the likelihood of diabetes is truly decreased or simply delayed. We have no research to tell us whether, in the long run, patients live longer or 
live better if they are treated at this stage of (pre)diabetes. (LOE = 1a)} 

15 Nissen SE, Wolski K. Effect of Rosiglitazone on the Risk of Myocardial Infarction and Death from Cardiovascular Causes. N Engl J Med. 2007 May 21; [Epub ahead of print] http://content.nejm.org/cgi/content/full/NEJMoa072761 
16 DeFronzo Ralph A., Tripathy Devjit, Schwenke Dawn C., et al. for the ACT NOW Study. Pioglitazone for Diabetes Prevention in Impaired Glucose Tolerance. N Engl J Med 2011; 364:1104-1115.   
   ACT-NOW: progression to T2DM (annual incidence of diabetes was 2.1 vs 7.6%/yr; NNT=19/yr) but weight (3.9kg vs 0.77kg) & edema (12.9 vs 6.4%). 
   Loke Yoon Kong, Kwok Chun Shing, Singh Sonal. Comparative cardiovascular effects of thiazolidinediones: systematic review and meta-analysis of observational studies. BMJ 342:doi:10.1136/bmj.d1309 
17 Montori VM, Isley WL, Guyatt GH.  Waking up from the DREAM of preventing diabetes with drugs. BMJ 2007;28;334(7599):882-4. Accessed online: http://www.bmj.com/cgi/content/extract/334/7599/882  
18 Weng J et al. Effect of intensive insulin therapy on β-cell function and glycaemic control in patients with newly diagnosed type 2 diabetes: A multicentre randomised parallel-group trial. Lancet 2008 May 24; 371:1753. 
19 Knowler WC, Barret-Connor E, et al.  Reduction in the incidence of type 2 diabetes with lifestyle intervention or metformin. (DPP trial) N Engl J Med. 2002; 346: 393-403. 
   Diabetes Prevention Program Research Group, Knowler WC, Fowler SE, Hamman RF, et al. 10-year follow-up of diabetes incidence and weight loss in the Diabetes Prevention Program Outcomes Study. Lancet. 2009 Nov 14;374(9702):1677-86. 
  Goldberg R, Temprosa M, Otvos J, et al. Lifestyle and metformin treatment favorably influence lipoprotein subfraction distribution in the Diabetes Prevention Program. J Clin Endocrinol Metab 2013.   
20 Knowler WC, Hamman RF, Edelstein SL, et al. Prevention of type 2 diabetes with troglitazone in the diabetes prevention program. Diabetes. 2005; 54: 1150-1156. 
21 Ramachandran A, Snehalatha C, Mary S, Mukesh B, Bhaskar AD, Vijay V; Indian Diabetes Prevention Programme (IDPP).  Diabetologia. 2006 Feb;49(2):289-97. Epub 2006 Jan 4. n=531 over 2.5yrs 
   Ramachandran A, Snehalatha C, Mary S, Selvam S, Kumar CK, Seeli AC, Shetty AS.  Pioglitazone does not enhance the effectiveness of lifestyle modification in preventing conversion of impaired glucose tolerance to diabetes in Asian Indians: 
    results of the Indian Diabetes Prevention Programme-2 (IDPP-2). Diabetologia. 2009 Mar 10. [Epub ahead of print] 
22 Chiasson JL, Josse RG, et al. Acarbose for prevention of type 2 diabetes mellitus: the STOP-NIDDM randomized trial. The Lancet.  2002; 359: 2072-2077. 
23 Chiasson JL, Josse RG, Gomis R, et al.  Acarbose Treatment and the Risk of Cardiovascular Disease and Hypertension in Patients with Impaired Glucose Tolerance: The STOP-NIDDM Trial.  JAMA 2003; 290(4): 486-494. 
24 Torgerson JS, Boldrin MN, et al. XENical in the Prevention of Diabetes in Obese Subjects (XENDOS) Study.  Diabetes Care.  2004; 27: 155-161. 
25 DREAM (Diabetes REduction Assessment with ramipril and rosiglitazone Medication) Trial Investigators; Gerstein HC, Yusuf S, Bosch J, et al. Effect of rosiglitazone on the frequency of diabetes in patients with impaired glucose tolerance or 

impaired fasting glucose: a randomised controlled trial. Lancet. 2006 Sep 23;368(9541):1096-105. Erratum in: Lancet 2006;18;368:1770.  
    DREAM On (Diabetes Reduction Assessment with Ramipril and Rosiglitazone Medication Ongoing Follow-up) Investigators. Long-term effect of rosiglitazone and/or ramipril on the incidence of diabetes. Diabetologia. 2010 Nov. 
    Holman RR, Zinman B, Yusuf S, Sheridan PM, Anand SS, Bosch JJ, Conget I, et al. Incidence of Diabetes Following Ramipril or Rosiglitazone Withdrawal. (DREAM) trial. Diabetes Care. 2011 Apr 22.   
26 DREAM Trial Investigators; Bosch J, Yusuf S, Gerstein HC, et al.Effect of ramipril on the incidence of diabetes. N Engl J Med. 2006 Oct 12;355(15):1551-62. Epub 2006 Sep 15. 
    Holman RR, Zinman B, Yusuf S, Sheridan PM, Anand SS, Bosch JJ, Conget I, et al. Incidence of Diabetes Following Ramipril or Rosiglitazone Withdrawal. (DREAM) trial. Diabetes Care. 2011 Apr 22.   
27 NAVIGATOR Study Group, Effect of Nateglinide on the Incidence of Diabetes and Cardiovascular Events. N Engl J Med 2010 0: NEJMoa1001122.  NAVIGATOR Study Group, Effect of Valsartan on the Incidence of Diabetes and Cardiovascular 

Events. N Engl J Med 2010 0: NEJMoa1001121.  
28 AACE: THE DIAGNOSIS AND MANAGEMENT OF PRE-DIABETES IN THE CONTINUUM OF HYPERGLYCEMIA. July 2008. Accessed online at: http://www.aace.com/meetings/consensus/hyperglycemia/hyperglycemia.pdf  
29 Canadian Optimal Medication Prescribing & Utilization Service (COMPUS), Current Topics, Diabetes: http://cadth.ca/index.php/en/compus/current-topics/-dm1  (www.cadth.ca)  
30 Montori V, Fernandez-Balsells M. Glycemic Control in Type 2 Diabetes: Time for an Evidence-Based About Face? Ann Int Med 2009; 150(11).  Available at: http://www.annals.org/cgi/content/full/0000605-200906020-00118v1   on 2009 Apr 21. 
31 Wiener RS, Wiener DC, Larson RJ. Benefits and risks of tight glucose control in critically ill adults: a meta-analysis. JAMA. 2008 Aug 27;300(8):933-44. In critically ill adult patients, tight glucose control is not associated with significantly reduced  
    hospital mortality but is associated with an increased risk of hypoglycemia. 
    Arabi YM, Dabbagh OC, Tamim HM, et al. Intensive versus conventional insulin therapy: a randomized controlled trial in medical and surgical critically ill patients. Crit Care Med. 2008 Dec;36(12):3190-7. 
    NICE-SUGAR Study Investigators, Finfer S, Chittock DR, Su SY, Blair D, et al. Intensive versus conventional glucose control in critically ill patients. N Engl J Med. 2009 Mar 26;360(13):1283-97. Epub 2009 Mar 24. In this large, international,  
    randomized trial, we found that intensive glucose control increased mortality among adults in the ICU: a blood glucose target of 180 mg or less per deciliter resulted in lower mortality than did a target of 81 to 108 mg per deciliter.     
31 Home PD, Pocock SJ, Beck-Nielsen H, Curtis PS, Gomis R, Hanefeld M, Jones NP, Komajda M, McMurray JJ; RECORD Study Team. Rosiglitazone evaluated for cardiovascular outcomes in oral agent combination therapy for type 2 diabetes 

(RECORD): a multicentre, randomised, open-label trial. Lancet. 2009 Jun 20;373(9681):2125-35.   {Commentary & limitations: http://www.medscape.com/viewarticle/704038 } 
   Komajda M, McMurray JJ, Beck-Nielsen H, et al. Heart failure events with rosiglitazone in type 2 diabetes: data from the RECORD clinical trial. Eur Heart J 2010; DOI: 10.1093/eurheartj/ehp604. 
   Home PD, Pocock SJ, Beck-Nielsen H, et al. Rosiglitazone evaluated for cardiovascular outcomes in oral agent combination therapy for type 2 diabetes (RECORD): a multicentre, randomised, open-label trial. Lancet 2009;373:2125-2135. 
   Avenell A, Cook JA, MacLennan GS, McPherson GC; RECORD trial group. Vitamin D supplementation and type 2 diabetes. Age Ageing. 2009;38(5):606-609. 
32 Griffin SJ, Borch-Johnsen K, Davies MJ, et al. Eff ect of early intensive multifactorial therapy on 5-year cardiovascular outcomes in individuals with type 2 diabetes detected by screening (ADDITION-Europe):a cluster-randomised  
           trial. Lancet 2011; published online June 25 
 
Additional References 
ADA-American Diabetes Association Guidelines- Standards of Medical Care in Diabetes—2010  http://care.diabetesjournals.org/content/33/Supplement_1/S11.full.pdf+html  
ADA, ACC & AHA Position Statement - Intensive Glycemic Control & the prevention of CV Events - Jan/2009 Implications of ACCORD, ADVANCE & VA Diabetes Trials (ePublished - accessed Dec 30, 2008)  
                http://care.diabetesjournals.org/misc/finaldc9026.pdf  
American College of Sports Medicine, American Diabetes Association. Exercise and type 2 diabetes: American College of Sports Medicine and the American Diabetes Association: joint position statement. Med Sci Sports  
               Exerc 2010 Dec;42(12):2282-303.  
Andrews RC, Cooper AR, Montgomery AA, et al. Diet or diet plus physical activity versus usual care in patients with newly diagnosed type 2 diabetes: the Early ACTID randomised controlled trial. Lancet 2011; June 25. 
Avery L, Flynn D, van Wersch A, et al.   Changing Physical Activity Behavior in Type 2 Diabetes: A systematic review and meta-analysis of behavioral interventions.  Diabetes Care. 2012 Dec;35(12):2681-9.   
BMJ 2009;338:b800.  Mar 2009. Editorials: Tight control of blood glucose in long standing type 2 diabetes.  Accessed at http://www.bmj.com/cgi/content/full/338/mar05_2/b800?ct  
Boussageon R, Bejan-Angoulvant T, Saadatian-Elahi M, et al. Effect of intensive glucose lowering treatment on all cause mortality, cardiovascular death, and microvascular events in type 2 diabetes: meta-analysis 
                  of randomised controlled trials.  BMJ 2011;343:d4169.  
Bulugahapitiya U, Siyambalapitiya S, Sithole J, Idris I. Is diabetes a coronary risk equivalent? Systematic review and meta-analysis. Diabet Med. 2009;26:142-8. {InfoPOEMs Apr09: This meta-analysis found no evidence to support the 

contention that diabetes alone is a coronary heart disease (CHD) risk equivalent to a history of prior myocardial infarction (MI). The blanket use of aspirin and statins for patients with type 2 diabetes, regardless of their lipid levels, is not supported by the evidence. (LOE = 2a)} 



                                                                                                                                                                                                                                                                                                
Burr J, Shephard R, Riddell M. Prediabetes and type 2 diabetes mellitus: Assessing risks for physical activity clearance and prescription.  Can Fam Physician March 2012 58: 280-284.   
Chatterton H, Younger T, Fischer A, Khunti K; on behalf of the Programme Development Group. Risk identification and interventions to prevent type 2 diabetes in adults at high risk: summary of NICE guidance.  
             BMJ. 2012 Jul 12;345:e4624. 
Coca SG, Ismail-Beigi F, Haq N, Krumholz HM, Parikh CR. Role of intensive glucose control in development of renal end points in type 2 diabetes mellitus: systematic review & meta-analysis.  
            Arch Intern Med. 2012;172 (10):761-769 
Collins GS, Altman DG. External validation of QDSCORE((R)) for predicting the 10-year risk of developing Type 2 diabetes. Diabet Med. 2011 May;28(5):599-607. doi: 10.1111/j.1464-5491.2011.03237.x  
Coppell KJ, Kataoka M, Williams SM, et al. Nutritional intervention in patients with type 2 diabetes who are hyperglycaemic despite optimised drug treatment—Lifestyle Over and Above Drugs in Diabetes (LOADD) study: randomised  
           controlled trial. BMJ  2010;341:c3337. 
Defronzo RA, Banerji M, Bray GA, et al. Actos Now for the prevention of diabetes (ACT NOW) study. BMC Endocr Disord. 2009 Jul 29;9:17. (pioglitazone) 
DeFronzo Ralph A., Tripathy Devjit, Schwenke Dawn C., et al. for the ACT NOW Study. Pioglitazone for Diabetes Prevention in Impaired Glucose Tolerance. N Engl J Med 2011; 364:1104-1115.   
Dipietro L, Gribok A, Stevens MS, et al. Three 15-min Bouts of Moderate Postmeal Walking Significantly Improves 24-h Glycemic Control in Older People at Risk for Impaired Glucose Tolerance. Diabetes Care. 2013 Jun 11.  
Elhayany A, Lustman A, Abel R, et al. A low carbohydrate Mediterranean diet improves cardiovascular risk factors and diabetes control among overweight patients with type 2 diabetes mellitus: a 1-year prospective randomized intervention study.  
           Diabetes Obes Metab. 2010 Mar;12(3):204-9.  
Esposito K, Maiorino MI, Petrizzo M, et al. The Effects of a Mediterranean Diet on Need for Diabetes Drugs and Remission of Newly Diagnosed Type 2 Diabetes: Follow-up of a Randomized Trial. Diabetes Care. 2014 Apr 10. 
Franks, Paul W., Hanson, Robert L., Knowler, William C., et al. Childhood Obesity, Other Cardiovascular Risk Factors, and Premature Death. N Engl J Med 2010 362: 485-493. 
Gillett M, Royle P, Snaith A, et al.   Non-pharmacological interventions to reduce the risk of diabetes in people with impaired glucose regulation: a systematic review and economic evaluation. Health Technol Assess. 2012  
           Aug;16(33):1-236, iii-iv.  
Gregg EW, Chen H, Wagenknecht LE, et al. Association of an intensive lifestyle intervention with remission of type 2 diabetes. (Look Ahead) JAMA. 2012;308(23): 2489-2496.      
Haynes RB, Haynes GA. What does it take to put an ugly fact through the heart of a beautiful hypothesis? Evid Based Med. 2009 Jun;14(3):68-9. http://ebm.bmj.com/cgi/content/full/14/3/68?linkType=FULL&journalCode=ebmed&resid=14/3/68  
Heianza Y, Hara S, Arase Y, et al.   HbA(1c) 5.7-6.4% and impaired fasting plasma glucose for diagnosis of prediabetes and risk of progression to diabetes in Japan (TOPICS 3): a longitudinal cohort study. Lancet. 2011 Jun 24.  
Hemmingsen B, Lund SS, Gluud C, et al. Targeting intensive glycaemic control versus targeting conventional glycaemic control for type 2 diabetes mellitus. Cochrane Database of Systematic Reviews 2011, Issue 6. Art. No.: CD008143. DOI:  
          10.1002/14651858.CD008143.pub2.  The included trials did not show significant differences for all-cause mortality and cardiovascular mortality when targeting intensive glycaemic control compared with conventional glycaemic control.  
          Targeting intensive glycaemic control reduced the risk of microvascular complications while increasing the risk of hypoglycaemia. Furthermore, intensive glycaemic control might reduce the risk of non-fatal myocardial infarction in trials  
          exclusively dealing with glycaemic control in usual care settings. 
Hemmingsen B, Lund SS, Gluud C, et al.   Intensive glycaemic control for patients with type 2 diabetes: systematic review with meta-analysis and trial sequential analysis of randomised clinical trials.  BMJ. 2011 Nov 24;343:d6898.  
Hippisley-Cox J, Coupland C, Robson J, Sheikh A, Brindle P. Predicting risk of type 2 diabetes in England and Wales: prospective derivation and validation of QDScore. BMJ. 2009 Mar 17;338:b880. doi: 10.1136/bmj.b880. 
Holman, Rury R., Farmer, Andrew J., Davies, Melanie J., et al. the 4-T Study Group, Three-Year Efficacy of Complex Insulin Regimens in Type 2 Diabetes.N Engl J Med 2009 0: NEJMoa0905479. 
Holman RR, Sourij H, Califf RM. Cardiovascular outcome trials of glucose-lowering drugs or strategies in type 2 diabetes. Lancet. 2014 Jun 7;383(9933):2008-2017. 
Ismail-Beigi Faramarz, Moghissi Etie, Tiktin Margaret, et al. Individualizing Glycemic Targets in Type 2 Diabetes Mellitus: Implications of Recent Clinical Trials. Ann Intern Med April 19, 2011 154:554-559. 
Johnston Stephen S., Conner Christopher, Aagren Mark, et al. Evidence Linking Hypoglycemic Events to an Increased Risk of Acute Cardiovascular Events in Patients With Type 2 Diabetes. Diabetes Care May 2011 34:1164-1170.  
Kahn HS, Cheng YJ, Thompson TJ, Imperatore G, Gregg EW. Two risk-scoring systems for predicting incident diabetes mellitus in U.S. adults age 45 to 64 years. Ann Intern Med. 2009 Jun 2;150(11):741-51.  Basic information identified adults at  
            high risk for diabetes. Additional data from fasting blood tests better identified those at extreme risk. 
Karagiannis T, Paschos P, Paletas K, Matthews DR, Tsapas A. Dipeptidyl peptidase-4 inhibitors (DPP-4) for treatment of type 2 diabetes mellitus in the clinical setting: systematic review and meta-analysis. BMJ 2012;344:e1369. 
Kawamori R, Tajima N, et al. Voglibose Ph-3 Study Group. Voglibose for prevention of type 2 diabetes mellitus: a randomised, double-blind trial in Japanese individuals with impaired glucose tolerance. Lancet. 2009 May 9;373(9675):1607-14.  
Li G, Zhang P, Wang J, et al. Cardiovascular mortality, all-cause mortality, and diabetes incidence after lifestyle intervention for people with impaired glucose tolerance in the Da Qing Diabetes Prevention Study: a 23-year follow-up  
            study. Lancet Diabetes Endocrinol 2014. 
Li R, Zhang P, Barker LE, et al.   Cost-effectiveness of interventions to prevent and control diabetes mellitus: a systematic review. Diabetes Care. 2010 Aug;33(8):1872-94.   
Lilly M, Godwin M. Treating prediabetes with metformin: systematic review and  meta-analysis. Can Fam Physician. 2009 Apr;55(4):363-9. Metformin decreases the rate of conversion from prediabetes to diabetes. This was true at higher dosage  
            (850 mg twice daily) & lower dosage (250 mg twice or 3 times daily); in people of varied ethnicity; & even when a sensitivity analysis was applied to the data. The number needed to treat was between 7 & 14 for treatment over a 3-year period. 
Lind M, Bounias I, Olsson M, Gudbjörnsdottir S, et al. Glycaemic control and incidence of heart failure in 20 985 patients with type 1 diabetes: an observational study. Lancet 2011; published online June 25.  
Loke Yoon Kong, Kwok Chun Shing, Singh Sonal. Comparative cardiovascular effects of thiazolidinediones: systematic review and meta-analysis of observational studies. BMJ 342:doi:10.1136/bmj.d1309  
Long GH, Cooper AJ, Wareham NJ, et al. Healthy Behavior Change and Cardiovascular Outcomes in Newly Diagnosed Type 2 Diabetes Patients: A Cohort Analysis of The ADDITION-Cambridge Study. Diabetes Care. 2014 Mar 21. 
Look AHEAD Group. Long-term Effects of a Lifestyle Intervention on Weight and Cardiovascular Risk Factors in Individuals With Type 2 Diabetes Mellitus: Four-Year Results of the Look AHEAD Trial. Arch Intern Med. 2010;170(17):1566-1575.  
Look AHEAD Research Group. Cardiovascular effects of intensive lifestyle intervention in type 2 diabetes. N Engl J Med 2013. DOI: 10.1056/NEJMoa1212914. 
Look AHEAD Research Group.   Eight-year weight losses with an intensive lifestyle intervention: the look AHEAD study. Obesity (Silver Spring). 2014 Jan;22(1):5-13. 
Luoto R, Kinnunen TI, Aittasalo M, Kolu P, Raitanen J, et al. (2011) Primary Prevention of Gestational Diabetes Mellitus and Large-for-Gestational-Age Newborns by Lifestyle Counseling: A Cluster-Randomized Controlled Trial.  
             PLoS Med 8(5): e1001036. doi:10.1371/journal.pmed.1001036 
Maruthur NM, Ma Y, Delahanty LM, et al; for the Diabetes Prevention Program Research Group. Early Response to Preventive Strategies in the Diabetes Prevention Program (DPP). J Gen Intern Med. 2013 Jul 17.  
Montori V, Fernandez-Balsells M. Glycemic Control in Type 2 Diabetes: Time for an Evidence-Based About Face? Ann Int Med 2009; 150(11). Available at: http://www.annals.org/cgi/content/full/0000605-200906020-00118v1  on 2009 Apr 21.
Mozaffarian D, Kamineni A, Carnethon M, et al. Lifestyle risk factors and new-onset diabetes mellitus in older adults. Arch Intern Med 2009; 169:798-807. 
NICE: National Institute for Health and Clinical Excellence. Preventing type 2 diabetes: risk identification and interventions for individuals at high risk. PHG38. 2012. http://guidance.nice.org.uk/PH38 . 
Orozco LJ, Buchleitner AM, Gimenez-Perez G, Roqué i Figuls M, Richter B, Mauricio D. Exercise or exercise and diet for preventing type 2 diabetes mellitus. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD003054.  
             DOI:10.1002/14651858.CD003054.pub3.  Interventions aimed at increasing exercise combined with diet are able to decrease the incidence of type 2 diabetes mellitus in high risk groups (people with impaired glucose tolerance or the metabolic syndrome). There is a  
             need for studies exploring exercise only interventions and studies exploring the effect of exercise and diet on quality of life, morbidity and mortality, with special focus on cardiovascular outcomes. 
Perreault L, Pan Q, Mather KJ, et al., for the  Diabetes Prevention Program Research Group. Effect of regression from prediabetes to normal glucose regulation on long-term reduction in diabetes risk: results from the Diabetes Prevention  
              Program Outcomes Study. Lancet 2012; online June 9.   
Ray KK, Seshasai SR, Wijesuriya S, et al. Effect of intensive control of glucose on cardiovascular outcomes and death in patients with diabetes mellitus: a meta-analysis of randomized controlled trials. Lancet 2009; 373: 1765-72. 
Reis JP, Loria CM, Sorlie PD, et al. Lifestyle factors and risk for new-onset diabetes: a population-based cohort study. Ann Intern Med. 2011 Sep 6;155(5):292-9. 
Rock CL, Flatt SW, et al.   Weight Loss, Glycemic Control, and Cardiovascular Disease Risk Factors in Response to Differential Diet Composition in a Weight Loss Program in Type 2 Diabetes: A Randomized Controlled Trial.   
              Diabetes Care. 2014 Apr 23. 



                                                                                                                                                                                                                                                                                                
Rosenstock J, Klaff LJ, Schwartz S, et al. Effects of Exenatide and Lifestyle Modification on Body Weight and Glucose Tolerance in Obese Subjects With and Without Prediabetes. Diabetes Care.  2010 Mar 23. n=152 over 24weeks. 
Saito T, Watanabe M, Nishida J, et al; Zensharen Study for Prevention of Lifestyle Diseases Group. Lifestyle modification and prevention of type 2 diabetes in overweight Japanese with impaired fasting glucose levels: a randomized controlled  
             trial. Arch Intern Med. 2011;171(15):1352-1360. 
Saitz R. How Much Evidence Do We Need to Change Practices in Which We Firmly Believe? Enough already! Randomized trials show that tight glucose control in patients with long-standing type 2 diabetes isn't beneficial. http://general-medicine.jwatch.org/cgi/content/full/2009/730/1#R9  
Salas-Salvadó J, Bulló M, Estruch R, et al. Prevention of diabetes with Mediterranean diets: a subgroup analysis of a randomized trial. Ann Intern Med. 2014 Jan 7;160(1):1-10. 
Schellenberg ES, Dryden DM, Vandermeer B, et al. Lifestyle Interventions for Patients With and at Risk for Type 2 Diabetes: A Systematic Review and Meta-analysis. Ann Intern Med. 2013 Oct 15;159(8):543-51. 
Scirica BM, Bhatt DL, Braunwald E, et al. Saxagliptin and cardiovascular outcomes in patients with type 2 diabetes mellitus. (Savor-Timi 53) N Engl J Med 2013; DOI:10.1056/NEJMoa1307684. Available here. 
Shurraw S, Hemmelgarn B, Lin M, et al; for the Alberta Kidney Disease Network. Association between glycemic control and adverse outcomes in people with diabetes mellitus and chronic kidney disease: a population-based cohort study.  
             Arch Intern Med. 2011;171(21):1920-1927. 
Tocci G, Paneni F, Palano F, et al. Angiotensin-Converting Enzyme Inhibitors, Angiotensin II Receptor Blockers and Diabetes: A Meta-Analysis of Placebo-Controlled Clinical Trials. Am J Hypertens. 2011 May;24(5):582-90.  
TODAY Study Group. A clinical trial to maintain glycemic control in youth with type 2 diabetes. N Engl J Med 2012.  
Yates T, Haff ner SM, Schulte PJ, et al. Association between change in daily ambulatory activity and cardiovascular events in people with impaired glucose tolerance (NAVIGATOR trial): a cohort analysis. Lancet 2014; online Dec 20.  
Zhang H, Gao C, Fang L, Zhao HC, Yao SK. Metformin and reduced risk of hepatocellular carcinoma in diabetic patients: a meta-analysis. Scand J Gastroenterol. 2012 Nov 9.   
Zinman B, Harris SB, Gerstein HC, Young TK, Raboud JM, Neuman J, Hanley AJ. Preventing type 2 diabetes using combination therapy: design and methods of the CAnadian Normoglycaemia Outcomes Evaluation (CANOE) trial. Diabetes Obes  
            Metab. 2006 Sep;8(5):531-7.  
Zinman B, Harris SB, Neuman J, et al. Low-dose combination therapy with rosiglitazone & metformin to prevent type 2 diabetes mellitus (CANOE): A double-blind randomised controlled study. Lancet 2010; DOI: 10.1016/S0140-6736(10)60746-5. 
 
 



References 
1) Colhoun HM, Betteridge DJ, Durrington PN, et al.  Primary prevention of cardiovascular disease with atorvastatin in type 2 diabetes in the Collaborative Atorvastatin Diabetes Study (CARDS): multicentre randomised placebo-controlled trial.  Lancet 2004; 364 (9435): 685-96. 
2)  Collins R, Armitage J, Parish S, Sleigh P, Peto R.  Heart Protection Study Collaborative Group: MRC/BHF Heart Protection Study of cholesterol-lowering with simvastatin in 5,963 people with diabetes: a randomised placebo-controlled trial.  Lancet 2003; 361: 2005–2016. 
3)  Sever PS, Poulter NR, Dahlöf B, et al.  Reduction in cardiovascular events with atorvastatin in 2,532 patients with Type 2 Diabetes.  Anglo-Scandinavian Cardiac Outcomes Trial – Lipid Lowering Arm. (ASCOT-LLA) Diabetes Care 2005; 28: 1151-1157. 
4)  Knopp RH, d’Emden M, Smilde JG, Pocock SJ. Efficacy and safety of atorvastatin in the prevention of cardiovascular end points in subjects with type 2 diabetes: the Atorvastatin Study for Prevention of Coronary Heart Disease Endpoints in non-insulin-dependent diabetes mellitus (ASPEN). Diabetes Care 2006;29:1478-85. 
5)  The ALLHAT Officers & Coordinators for the ALLHAT Collaborative Research Group. Major Outcomes in Moderately Hypercholesterolemic, Hypertensive Patients Randomized to Pravastatin vs Usual Care.  The Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT-LLT).  JAMA 2002; 288: 2998-3007. 
6) Shepherd J, Cobbe SM, Ford I, et al.  Prevention of Coronary Heart Disease with Pravastatin in Men with Hypercholesterolemia.  NEJM 1995; 333 (20): 1301-7. 
7)  Downs JR, Clearfield M, Weis S, et al.  Primary prevention of acute coronary events with lovastatin in men and women with average cholesterol levels: results of AFCAPS/TexCAPS.  Air Force/Texas Coronary Atherosclerosis Prevention Study.  JAMA 1998; 279: 1615-22. 
8) Shepherd J, Blauw GJ, Murphy MB, et al.  Pravastatin in elderly individuals at risk of vascular disease (PROSPER): a randomised controlled trial.  Lancet 2002; 360: 1623-30.  
9) Nakamura H, Arakawa K, Itakura H, et al.  Primary prevention of cardiovascular disease with pravastatin in Japan (MEGA study): a prospective randomised controlled trial.  Lancet 2006; 368: 1155-63.   
10) Cholesterol Treatment Trialists’ (CTT) Collaborators.  Efficacy of cholesterol-lowering therapy in 18,686 people with diabetes in 14 randomised trials of statins: a meta-analysis.  Lancet 2008; 371: 117-125.  
11)  Vijan S, Hayward RA.  Pharmacologic lipid-lowering therapy in type 2 diabetes mellitus: background paper for the American College of Physicians.  Ann Intern Med 2004; 140: 650-658. 
12)  Dalhousie University - Academic Detailing Service.  Statins and Cardiovascular Disease.  April 2005. Available from: http://cme.medicine.dal.ca/files/statins.pdf.  Accessed on: June 11, 2011. 
13) Atorvastatin reduced major cardiovascular disease events in type 2 diabetes mellitus.  ACP Journal Club 2005; 142(2): 29. 
14)  Hackam DG.  Should a statin be routinely prescribed for primary prevention of cardiovascular disease in diabetes mellitus?  CMAJ 2004; 171(8): 857.  
15)  Garg A. Statins for all patients with type 2 diabetes: not so soon.  Lancet 2004; 364 (9435): 641-642. 
16) Costa J, Borges M, David C, Carneiro AV.  Efficacy of lipid lowering drug treatment for diabetic and non-diabetic patients: meta-analysis of randomised controlled trials.  BMJ 2006; doi: 10.1136/bmj.38793.468449.AE. 
17) Koskinen P, Manttari M, Manninen V, et al.  Coronary Heart Disease Incidence in NIDDM Patients in the Helsinki Heart Study.  Diabetes Care 1992; 15(7): 820-825. 
18) DeBerardis G, Sacco M, Strippoli GFM, et al.  Aspirin for primary prevention  of cardiovascular events in people with diabetes: meta-analysis of randomized controlled trials.  BMJ 2009; doi:10.1136/bmjb4531. 
19) NHS.  Regional Drug and Therapeutics Centre – Drug Update.  Aspirin for primary prevention of cardiovascular disease.  July 2010, No. 65.  Available from: http://www.nyrdtc.nhs.uk/docs/dud/DU_65_Aspirin.pdf  Accessed on: June 12, 2011.  
20)  Zhang C, Sun A, Zhang P, et al.  Aspirin for primary prevention of cardiovascular events in patients with diabetes: A meta-analysis.  Diabetes Research and Clinical Practice 2010; 87: 211-218. 
21) Sattar N, Preiss D, Murray HM, et al.  Statins and risk of incident diabetes: a collaborative meta-analysis of randomised statin trials.  Lancet 2010; 375: 735-42. 
22) Statin use increases risk for diabetes.  ACP Journal Club 2010; 152(6): JC6-7. 
23) Coleman CI, Reinhart K, Kluger J, White CM.  The effect of statins on the development of new-onset type 2 diabetes: a meta-analysis of randomised controlled trials.  Curr Med Res Opin 2008; 24: 1359-62. 
24) Ogawa H, Nakayama M, Morimoto T, et al. Low dose aspirin for primary prevention of atherosclerotic events in patients with type 2 diabetes. JAMA 2008;300:2134-41. 
25) Belch J, MacCuish A, Campbell I, et al. The prevention of progression of arterial disease and diabetes (POPADAD) trial: factorial randomised placebo controlled trial of aspirin and antioxidants in patients with diabetes and asymptomatic peripheral arterial disease. BMJ. 2008; 337:a1840. 
26) Fitchett D and Kraw M.  Vascular Protection in People with Diabetes. Canadian Diabetes Association Clinical Practice Guidelines Expert Committee. Can J Diabetes 2008; 32(Suppl 1):S102–S106. 
27) Bell AD, Roussin A, Cartier R, et al.  The Use of Antiplatelet Therapy in the Outpatient Setting: Canadian Cardiovascular Society Guidelines.  Canadian Journal of Cardiology 2011; 27: S1-S59. 
28) ADA- American Diabetes Association. Standards of Medical Care in Diabetes—2011 Diabetes Care.  January 2011 34:S11-S61; doi:10.2337/dc11-S011. http://care.diabetesjournals.org/content/34/Supplement_1/S11.full.pdf+html 
29) Pignone M, Alberts MJ, Colwell JA, et al.  Aspirin for primary prevention of cardiovascular events in people with diabetes.  A position statement of the American Diabetes Association, American Heart Association, and an expert consensus document of the American College of Cardiology Foundation.  Circulation 2010; 121: 
2694-2701. 
30) Preiss D, Seshasai SR, Welsh P, et al. Risk of incident diabetes with intensive-dose compared with moderate-dose statin therapy: a meta-analysis. JAMA. 2011 Jun 22;305(24):2556-64. 
31) Mogensen CE, Neldam S, Tikkanen I, Oren S, et al.  Randomised controlled trial of dual blockade of renin-angiotensin system in patients with hypertension, microalbuminuria, and non-insulin dependent diabetes: the candesartan and lisinopril microalbuminuria (CALM) study. BMJ 2000;321:1440-4.  
32) Patel A; ADVANCE Collaborative Group, MacMahon S, Chalmers J, Neal B, et al. Effects of a fixed combination of perindopril and indapamide on macrovascular and microvascular outcomes in patients with type 2 diabetes mellitus (the ADVANCE trial): a randomised controlled trial. Lancet 2007 Sep 8;370(9590):829-40. 
33) Weber MA, Bakris GL, Jamerson K, et al. Cardiovascular events during differing hypertension therapies in patients with diabetes.  J Am Coll Cardiol 2010; 56: 77-85. 
34) Whelton PK, Barzilay J, Cushman WC, et al. ALLHAT Collaborative Research Group. Clinical outcomes in antihypertensive treatment of type 2 diabetes, impaired fasting glucose concentration, and normoglycemia:Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT). Arch Intern Med 
2005;165:1401-1409. 
35) Antithrombotic Trialists’ Collaboration.  Collaborative meta-analysis of randomized trials of antiplatelet therapy for prevention of death, myocardial infarction, and stroke in high-risk patients.  BMJ 2002; 324: 71-86. 
36)Antithrombotic Trialists’ Collaboration. Aspirin in the primary and secondary prevention of vascular disease: collaborative meta-analysis of individual participant data from randomised trials. Lancet 2009; 373: 1849-60. 
37) Benazepril plus amlodipine reduced cardiovascular events more than benazepril plus hydrochlorothiazide with or without diabetes.  ACP Journal Club 2010; 153(4).  
38) ACCORD Study Group. Effects of Intensive Blood-Pressure Control in Type 2 Diabetes Mellitus. N Engl J Med. 2010 Mar 14. 
39) ACCORD Study Group. Effects of Combination Lipid Therapy in Type 2 Diabetes Mellitus. N Engl J Med. 2010 Mar 18. Supplement App: http://www.nejm.org/doi/suppl/10.1056/NEJMoa1001282/suppl_file/nejm_accord_1563sa1.pdf 
40)  Allan GM, Ivers N, and McCormack J.  Type 2 diabetes and ASA.  Tools for Practice.  Canadian Family Physician.  2010; 56: 664. 
41) Vijan S and Hayward R.  Treatment of Hypertension in Type 2 Diabetes Mellitus: Blood pressure goals, choice of agents and setting priorities in diabetes care.  Ann Intern Med.  2003;138:593-602. 
42) Hansson L, Zanchetti A, Carruthers SG, et al. Effects of intensive blood-pressure lowering and low-dose aspirin in patients with hypertension: principal results of the Hypertension Optimal Treatment (HOT) randomised trial. HOT Study Group. Lancet. 1998;351:1755-62. 
43)  UK Prospective Diabetes Study Group. Tight blood pressure control and risk of macrovascular and microvascular complications in type 2 diabetes: UKPDS 38. BMJ 1998;317:703-13.  
44)  UK Prospective Diabetes Study Group. Efficacy of atenolol and captopril in reducing risk of macrovascular and microvascular complications in type 2 diabetes: UKPDS 39. BMJ 1998;317:713-20. 
45) Cooper-DeHoff RM, Gong Y, Handberg EM et al.  Tight blood pressure control and cardiovascular outcomes among hypertensive patients with diabetes and coronary heart disease.  JAMA. 2010; Jul 7; 304(1): 61-8. 
46) Issues in Hypertension 2011, Dalhousie CME Academic Detailing Service, June 2011, http://cme.medicine.dal.ca/ad_resources.htm 
47) Grossman E, Messerli FH, Goldbourt U.  High blood pressure and DM: are all antihypertensives created equal?  Arch Intern Med. 2000; 160(16): 2447-52. 
48) Turnbull F, Neal B, Algert C, et al.  Effects of different blood pressure-lowering regimens on major cardiovascular events in individuals with and without diabetes mellitus: results of prospectively designed overviews of randomized trials.  Arch Intern Med. 2005; 165(12): 1410-9. 
49) Balamuthusamy S, Molnar J, Adigopula S, Arora R.  Comparative analysis of beta-blockers with other antihypertensive agents on cardiovascular outcomes in hypertensive patients with diabetes mellitus: a systematic review and meta-analysis.  Am J Ther. 2009; 16(2): 133-142. 
50) Yusuf S, Teo KK, Pogue J, et al for the ONTARGET investigators. Telmisartan, ramipril, or both in patients at high risk for vascular events. N Engl J Med 2008: 358:1547-155. 
      Mancia G, Schumacher H, Redon J, et al. Blood pressure targets recommended by guidelines and incidence of cardiovascular and renal events in the Ongoing Telmisartan Alone and in Combination With Ramipril Global Endpoint Trial (ONTARGET). Circulation. 2011;124:1727–1736. 
51) Mancia G, Laurent S, Agabiti-Rosei E, Ambrosioni E, Burnier M, Caulfield MJ, et al. Reappraisal of European guidelines on hypertension management: a European Society of Hypertension Task Force document. J Hypertens 2009 Nov;27(11):2121-58. 
52) Messerli FH, Mancia G, Conti CR, Hewkin AC, Kupfer S, Champion A, et al. Dogma disputed: can aggressively lowering blood pressure in hypertensive patients with coronary artery disease be dangerous? Ann Intern Med 2006 Jun 20;144(12):884-93. 
53) Reboldi G, Gentile G, Angeli F, Ambrosio G, Mancia G, Verdecchia P. Effects of intensive blood pressure reduction on myocardial infarction and stroke in diabetes: a meta-analysis in 73,913 patients. J Hypertens. 2011 Jul;29(7):1253-69. 
54) Coca SG, Ismail-Beigi F, Haq N, Krumholz HM, Parikh CR. Role of intensive glucose control in development of renal end points in type 2 diabetes mellitus: systematic review and meta-analysis. Arch Intern Med. 2012;172 (10):761-769. 
 
 

Other Resources 
Aspirin and/or antioxidants did not prevent CV events in diabetes and peripheral arterial disease.  ACP Journal Club 2009; 150(1). 
Canadian Hypertension Education Program. 2011 CHEP recommendations for the management of hypertension. http://hypertension.ca/chep/wp-content/uploads/2011/05/FullCHEPRecommendations_EN_2011.pdf.  Accessed August 28, 2011. 
Cheng J, Zhang W, Zhang X, et al. Effect of Angiotensin-Converting Enzyme Inhibitors and Angiotensin II Receptor Blockers on  All-Cause Mortality, Cardiovascular Deaths, and Cardiovascular Events in Patients  
             With Diabetes Mellitus: A Meta-analysis. JAMA Intern Med. 2014 Mar 31. 
Current evidence shows no overall benefit of aspirin for primary prevention of cardiovascular disease in diabetes.  ACP Journal Club 2010; 152(4).  
Do statins cause diabetes? Pharmacist’s Letter/Prescriber’s Letter 2009; 25(1):250110. 
Hypertension treatment in patients with diabetes. In DynaMed [database online]. EBSCO Publishing.http://search.ebscohost.com/login.aspx?direct=true&site=dynamed&id=113862. Updated June 10, 2011. Accessed August 21, 2011. 
Ismail-Beigi F, Craven TE, O`Connor PJ, et al.   Combined intensive blood pressure and glycemic control does not produce an additive benefit on microvascular outcomes in type 2 diabetic patients.  (ACCORD) Kidney Int. 2012 Mar;81(6):586-94.  
Kerr E, Lucatorto MA, Holleman R, et al. Monitoring performance for blood pressure management among patients with diabetes mellitus. Arch Intern Med 2012. 
Leiter L, Genest J, Harris SB, et al. Dyslipidemia. Canadian Diabetes Association Clinical Practice Guidelines Expert Committee. Can J Diabetes 2008; 32(Suppl 1):S107–S114. 
Lv J, Perkovic V, Foote CV, et al.   Antihypertensive agents for preventing diabetic kidney disease.  Cochrane Database Syst Rev. 2012 Dec 12;12:CD004136. doi: 10.1002/14651858.CD004136.pub3.    
       ACEi were found to prevent new onset DKD and death in normoalbuminuric people with diabetes, and could therefore be used in this population. More data are needed to clarify the role of ARB and other drug classes in preventing DKD. 
Nicolucci A.  Aspirin for primary prevention of cardiovascular events in diabetes.  Still an open question.  JAMA 2008; 300: 2180-1. 
Richie DM and McClendon KS.  Role of statins for the primary prevention of cardiovascular disease in patients with Type 2 Diabetes Mellitus.  Am J Health-Syst Pharm. 2007; 64: 1603-10. 
Sampson UK, Linton MF, and Fazio S.  Are statins diabetogenic?  Current Opinion in Cardiology. 2011; 26: 342-347. 
Snow V, Aronson MD, Hornbake R, et al.  Lipid control in the management of Type 2 Diabetes Mellitus: A clinical practice guideline from the American College of Physicians.  Ann Intern Med 2004; 140: 644-649. 
Vamos EP, Harris M, Millett C, et al. Association of systolic and diastolic blood pressure and all cause mortality in people with newly diagnosed type 2 diabetes: retrospective cohort study. BMJ. 2012 Aug 30;345:e5567.  
Zhao W, Katzmarzyk PT, Horswell R, et al. Aggressive blood pressure control increases coronary heart disease risk among diabetic patients. Diabetes Care 2013.  
 
 
 

Extras 



 ASCEND (A Study of Cardiovascular Events iN Diabetes) and ACCEPT-D (Aspirin and Simvastatin Combination for Cardiovascular Events Prevention Trial in Diabetes). These are large, ongoing studies that will enrol up to 15,000 participants 
with anticipated completion dates of 2011 and 2013, respectively. 

ETDRS  
     5 yrs, n=3,711 
 

T1DM & T2DM plus diabetic 
retinopathy; ~50% of pts with hx of 
CV disease <10% hx of MI or stroke 

aspirin 2 x 325mg/day vs placebo  1◦: all-cause mortality, 12.1 vs 14.9, RR 0.91 [99% CI, 0.75 to 1.11, p=0.24] 
 2◦: cardiovascular mortality, 9.3 vs 11.2, RR 0.87  [99% CI, 0.7 to 1.1, p=0.12] 

 2◦: fatal or non-fatal MI, 9.1 vs 12.3, RR 0.83  [99% CI, 0.66 to 1.04] 

 2◦: fatal or non-fatal stroke, 4.5 vs 3.8, RR 1.17  [99% CI, 0.79 to 1.28] 

-no evidence of harmful effects of aspirin  

ETDRS Investigators.  Aspirin effects on mortality and morbidity in patients with diabetes mellitus.  Early Treatment Diabetic Retinopathy Study Report 14.  JAMA 1992; 268(10); 1292-1300.  
 From Circulation 2010: Intervention patients experienced a decreased risk of nonfatal or fatal MI (RR 0.85, 95% CI 0.73–1.00). In contrast, stroke occurred more frequently with aspirin, although the difference was not statistically 

significant (RR 1.18, 99% CI 0.88 –1.58). Men appeared to derive more benefit from aspirin than women for prevention of MI (RR for men 0.74, 99% CI 0.54 –1.00; RR for women 0.91, 99% CI 0.65–1.28), but this difference was not 
statistically significant and could represent a chance finding. 

 From CCS 2011: For the predetermined secondary endpoint of fatal or nonfatal MI, the difference was significant at 5 years (RR 0.72, 99% CI 0.55-0.95) but not at 7 years (RR 0.83, 99% CI 0.66-1.04). 



 
 
 
 

Extras 
 

NNTs in T2DM ‐ (Standardized for 5 yrs) 
 Mortality: Metformin 2550mg/d in obese NNT=7/5yrs 

UKPDS‐34 

 Mortality: intensive blood glucose control (A1C target=6); NNH=66/5yrs 
ACCORD 

Blood pressure control: ?HOT trial??  
Major CHD Event: Atorvastatin 10mg daily; NNT=26/5yrs 

CARDS 

 
Type 2 Diabetes Mellitus (T2DM): An Approach to Drug Treatment & Overview 
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              for weight loss. http://www.fda.gov/oc/po/firmrecalls/universalabc04_09.html  (34 products listed) 
FDA July/09 notified healthcare professionals that four weight loss dietary supplements sold and marketed by the firm (Slimbionic, One Weight Loss Pill, SlimDemand Capsules, Botanical Weight Loss) contain sibutramine. 
FDA Aug/09 notified healthcare professionals and patients that it is reviewing new safety information regarding reports of liver-related adverse events in patients taking orlistat. Orlistat is marketed in the United States as a prescription product,  
              Xenical, and as an over-the-counter (OTC) product, Alli. Between 1999 and October 2008, 32 reports of serious liver injury, including 6 cases of liver failure, in patients using orlistat were submitted to FDA’s Adverse Event Reporting  
              System. The most commonly reported adverse events described in the 32 reports of serious liver injury were jaundice, weakness, and abdominal pain. 
FDA Nov/09 & GMP Herbal Products notified consumers and healthcare professionals of a recall of Pai You Guo, a weight loss dietary supplement, due to the presence sibutramine & phenolphthalein. 
FDA Jan/10 notified consumers and healthcare professionals about a counterfeit and potentially harmful version of Alli 60 mg capsules (120 count refill kit). The counterfeit version contained the controlled substance sibutramine and did not  
               contain orlistat, the active ingredient.  
FDA July/10 analysis of Que She found that it contains:  fenfluramine – a stimulant drug withdrawn from the U.S. market in 1997 after studies demonstrated that it caused serious heart valve damage, propranolol – a prescription beta blocker drug  
               that can pose a risk to people with bronchial asthma and certain heart conditions, sibutramine – a controlled substance and prescription weight loss drug, sibutramine was the subject of a recent study whose preliminary findings showed  
               an association between sibutramine use and increased risk of heart attack and stroke in patients who have a history of heart disease, & ephedrine – a stimulant drug that is legally marketed over-the-counter for temporary relief of asthma  
               but can pose a risk to people with certain cardiovascular conditions.  
FDA Aug/10 lab analysis of Solo Slim was found to contain the undeclared drug ingredient Didesmethyl Sibutramine.  
FDA July/10 lab analysis of Slim-30 Herb Supplement distributed by the company was found to contain undeclared N-Desmethyl Sibutramine and traces of Sibutramine.  
FDA July/10 lab analysis of this herb supplement, Joyful Slim Herb Supplement, was found to contain the undeclared drug, desmethyl sibutramine. 
FDA Oct/10 notified consumers that Slimming Beauty Bitter Orange Slimming Capsules contain the active pharmaceutical ingredient sibutramine, a prescription-only drug which is a stimulant.  
FDA Oct/10 Abbott Laboratories notified healthcare professionals and patients about the voluntary withdrawal of Meridia (sibutramine), from the U.S. market because of clinical trial data indicating an increased risk of heart attack and stroke. 
FDA Dec/10 has received multiple reports of adverse events associated with the use of Fruta Planta, including several cardiac events and one death. FDA laboratory analysis confirmed that Fruta Planta contains sibutramine. 
FDA Jan/11  laboratory analysis confirmed that Celerite Slimming Capsules contain sibutramine 
FDA Mar/11 lab analysis of Svelte 30 orange & gray capsules determined that the product contains Sibutramine. 
FDA Mar/11 notified Biotab Nutraceuticals, Inc. that two lots of counterfeit product purporting to be Extenze contain undeclared drug ingredients. Specifically, lot 0709241 contains tadalafil and sildenafil, and lot 0509075 contains tadalafil and  
                  sibutramine. 
FDA Mar/11 laboratory analyses of Celerite Slimming Tea: Recall - were found to contain undeclared Sibutramine. 
FDA May/11 laboratory analysis confirmed that “Slim Xtreme Herbal Slimming Capsule” contains sibutramine. 
FDA July/11 is advising consumers not to purchase or use “Slim Forte Slimming Capsules,” “Slim Forte Slimming Coffee,” and “Botanical Slimming Soft Gel & Slim Forte Double Power Slimming Capsules.  
               FDA laboratory analysis confirmed that these products contain sibutramine.  
FDA Dec/11 took joint action against several companies selling over-the-counter hCG products that falsely and illegally claim to promote weight loss. Labeled "homeopathic" by the seven companies who received the letters, the products contain  
                human chorionic gonadotropin (hCG), a hormone produced during pregnancy by cells that form the placenta. 1. HCG Diet Direct LLC- HCG Diet Homeopathic Drops, 2. The hCG Drops LLC- Homeopathic HCG,  3. HCG Platinum  
                LLC; RightWay Nutrition- HCG Platinum, HCG Platinum X-30, HCG Platinum X-14, 4. Nutri Fusion Systems LLC- HCG Fusion 30, HCG Fusion 43, 5. www.resetthebody.com; www.theoriginalhcgdrops.com-Homeopathic Original  
                HCG, Homeopathic HCG, 6. Hcg-miracleweightloss.com- HCG Extra Weight Loss Homeopathic Drops, 7. Natural Medical Supply- Alcohol Free hCG Weight Loss Formula. 
FDA Feb/12 Healthy People Co. notified the public of a recall of the company’s dietary supplements sold under the brand names Healthy People Co. FDA lab analysis confirmed the presence of Sibutramine and Tadalafil, making these products  
                unapproved new drugs. (Mince Belle Dietary Supplement, PERFECT Men Dietary Supplement , EVERLAX Dietary Supplement, EVER Slim Dietary Supplement, Herbal Drink Acai-man Mangosteen Dietary Supplement,  
                EVER SLIM Shake Mix Dietary Supplement) 
FDA Feb/12 is advising consumers not to purchase or use “Japan Weight Loss Blue,” a product for weight loss sold on various websites, laboratory analysis confirmed that “Japan Weight Loss Blue” contains sibutramine, analogs of sibutramine,  
                 and ephedrine alkaloids.  
FDA Apr/12 laboratory analysis confirmed that “Japan Rapid Weight Loss Diet Pills Yellow” contains sibutramine and phenolphthalein.   
FDA Oct/12 is advising consumers not to purchase or use “Ultimate Formula Bee Pollen Capsules (Ultimate Formula),” or  “Zi Xiu Tang Bee Pollen Capsules,” also referred to as “Zi Xiu Tang Beauty, Face & Figure Capsule,”   
                 products promoted and sold for weight loss because they contain sibutramine.  
FDA Dec/12 is advising consumers not to purchase or use “SLIMDIA Revolution,” a product promoted and sold for weight loss on various websites, including www.pinkfatty.com, and in some retail stores since it contains Sibutramine. 
FDA Jan/13 is advising consumers not to purchase or use “MAXILOSS Weight Advanced,” a product promoted and sold for weight loss on various websites, includingwww.dreamlifeweightloss.com, and in some retail stores since it contains  
                 sibutramine. 
FDA Feb/13 Olaax Corp announced a nationwide recall of the company's dietary supplement sold under the brand name Maxiloss Weight Advanced Softgels to the user level, because FDA testing found the Maxiloss Weight Advanced product  
                 to contain Sibutramine.  
FDA Jun/13 FDA laboratory analysis confirmed that “Bethel 30”, &  “XIYOUJI QINGZHI CAPSULE” & JaDera contains sibutramine. .  
FDA Jun/13 A sample of Extreme Body Slim, Fat Zero,  Fruit & Plant Slimming, & Paiyouji Plus all contains silbutramine. 
FDA Jun/13 Beta Labs has recalled certain lots of Oxyphen, Phentalene, Phen FX, and Red Vipers because they contain 1,3 dimethylamylamine (DMAA), the FDA announced over the weekend. The products are used as pre-workout stimulants  
              and for weight loss, but the agency has previously warned that DMAA can be dangerous: it can elevate blood pressure and lead to cardiovascular complications. One distributor, GNC, faces FDA seizure of over 3000 cases of two other  
              DMAA-containing products, Jack3d and OxyElitePro. Although the manufacturer of those supplements has ceased production, GNC continues to sell its remaining stocks, according to the New York Times. 
FDA July/13 Meizi Revolution, Strawberry Balance contains silbutramine. 
FDA Aug/13 Herbal Give Care LLC issued a voluntarily recall of all lots of Esbelin silouttete and Esbelin siloutte Herbal Blend with L-Carnitine (30 Capsules), to the consumer level. The products have been found to contain undeclared  
              Sibutramine, N-Desmethylsibutramine, and N-di-Desmethylsibutramine. 

 



 
FDA Aug/13 Bethel Nutritional Consulting, Inc., New York, NY, is voluntarily recalling Quick Thin and Bethel Advance to the consumer level. These products have been found to contain Sibutramine and Phenolphthalein, and may pose a  
               threat to consumers.   
FDA Aug/13 CTV Best Group announced that it is conducting a voluntary nationwide recall of all lots of a dietary supplement products distributed by the company under the names BEST SLIM 40 Pills  to the consumer level. Testing by FDA  
               revealed the presence of Sibutramine in Best Slim. 
FDA Aig/13 Herbal Give Care LLC is voluntarily recalling all lots of Esbelder man (30 capsules), Esbelder fem (30 capsules) and Esbelder siloutte (30 capsules) to the consumer level. The products have been found to contain undeclared  
               Sibutramine, N-Desmethylsibutramine, and N-di-Desmethylsibutramine.  
FDA Sep/13 laboratory analysis confirmed that Shou Fu Ti Tun Guo Xiang Xing Jian Fei Jiao Nang contains sibutramine. 
FDA Oct/13: B@B Trade, Inc., Florida is voluntarily recalling all lots of Slim Fortune, Lidiy, and Slim Expert to the consumer level. The FDA laboratory analysis of these dietary supplements found to contain undeclared Sibutramine. 
FDA Oct/13 is advising consumers not to purchase or use Perfect Body Solutions or Burn 7. FDA laboratory analyses confirmed that Perfect Body Solutions and Burn 7 contain sibutramine. 
FDA Oct/13 is advising consumers not to purchase or use Dr. Mao Slimming Capsules. FDA laboratory analysis confirmed that Dr. Mao Slimming Capsules contain sibutramine. 
FDA Oct/13 is advising consumers not to purchase or use Bella Vi Insane Amp’d or Bella Vi Amp’d Up. FDA laboratory analyses confirmed that Bella Vi Insane Amp’d and Bella Vi Amp’d Up contain sibutramine. 
FDA Nov/13 SlimExtra Herbal capsules contain silbutramine. 
FDA Dec/13 laboratory analysis found the Burn 7 Capsules to contain undeclared Sibutramine. 
FDA Jan/14 is advising consumers not to purchase or use Magic Slim or  Dream Body Slimming Capsule, products promoted and sold for weight loss and sold on various websites and in some stores, since FDA lab analysis  
                 confirmed they contains sibutramine.  
FDA Jan/14 Citrus Fit Gold, Hot Detox & Thinogenics contains sibutramine.  Tonic Life BP contains phenolphthalein. 
FDA Feb/14: MyNicKnaxs, LLC notified the public it is recalling all lots of "Reduce Weight Fruta Planta". FDA lab analysis of the product found Reduce Weight Fruta Planta to contain 10.2 mg of Phenolphthalein.  
FDA Mar/14 is advising consumers not to purchase or use Vitaccino Coffee, a product promoted and sold for weight loss. FDA laboratory analysis confirmed that Vitaccino Coffee contains sibutramine. 
FDA Mar/14: New Life Nutritional Center is recalling all lots of “Super Fat Burner capsules, Maxi Gold capsules and Esmeralda softgels” to the user level after FDA analysis revealed the products contain undeclared active pharmaceutical  
              ingredients: sibutramine, phenolphthalein or a combination of both sibutramine and phenolphthalein. 
FDA Mar/14: Bella Vi Insane Bee Pollen Capsules, Bella Vi BTrim Ultimate Boost, Bella Vi BTrim Max, Bella Vi Extreme Accelerator, Bella Vi Insane Amp’d, and Bella Vi Amp’d U, contain silbutramine with or without phenolphthalein. 
FDA Mar/14: GlaxoSmithKline (GSK) Consumer Healthcare is voluntarily recalling all alli weight loss products from U.S. and Puerto Rico retailers as the company believes that some packages of the product were tampered with and may  
               contain product that is not authentic Alli. 
FDA Apr/14: FDA analysis on New You contains silbutramine. 
FDA Apr/14 has tested multiple Zi Xiu Tang Bee Pollen products from various distributors in the United States (US). All products that have been tested, including those that claim to be “genuine” and “anti-counterfeit,” have been found to  
               contain one or both of the undeclared drug ingredients sibutramine and Phenolphthalein. 
FDA Apr/14 laboratory analysis confirmed that Infinity & Lite Fit USA contains sibutramine. 
FDA Apr/14: Nature’s Universe notified the public it is recalling all lots of Thinogenics product sold prior to February 6, 2014 to the user level after FDA analysis revealed that the affected product contained undeclared sibutramine. 
FDA May/14 laboratory analysis confirmed that Slim Trim U & Natural Body Solution contains sibutramine.  
FDA May/14 is advising consumers not to purchase or use Asset Bee Pollen, a product promoted and sold for weight loss because it contains sibutramine. 
FDA May/14 is advising consumers not to purchase or use Asset Bold, a product promoted and sold for weight loss. FDA laboratory analysis confirmed that Asset Bold contains sibutramine. 
FDA Jun/14  laboratory analysis confirmed that La Jiao Shou Shen contains sibutramine 
FDA Jun/14 laboratory analysis confirmed that Sliming Diet contains sibutramine. 
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Health Canada via July/07 Medsafe also advised the public not to use the product Dai Dai Hua Jiao Nang because it was found to contain sibutramine. 
Health Canada Aug/07 is advising Canadians of a recall in the United States of one lot of Metaboslim Apple Cider Vinegar, which is marketed as a dietary supplement, because it has been found to contain sibutramine, a prescription medication that  
              should only be taken under medical supervision. 
Health Canada Sept/07 is advising consumers not to use foreign health products due to concerns about possible side-effects: Jacaranda, Queenmer Fat Loss, Li Da Dai Dai Hua Jiao Nang, J-minus and Jelimel Slimming Capsules. These  
              products are promoted for weight loss and have been found to be adulterated with the prescription drug sibutramine. Sibutramine is used for treating obesity and should only be taken under the supervision of a health professional.  
             Junyu Jiaonanyihao has been found to contain the undeclared prescription drugs sibutramine and dexamethasone, as well as phenolphthalein, which is currently prohibited in Canada.. Heng Tong Jiangtangning Jiaonang was found to 
              contain the prohibited drug phenformin, and the prescription drug glibenclamide (glyburide) which should only be taken under the supervision of a health professional.  
Health Canada Jan/08 is warning Canadians not to use the unauthorized product Physio Care Lida Dai Dai Hua Jiao Nang Slimming Capsules (batch number 28012007 / expiration date: Jan 2009). This product is promoted for weight loss and has  
             been found to contain a derivative of the prescription drug sibutramine. 
Health Canada April/08 is advising consumers not to use Xian Zhi Wei II was found to contain sibutramine and phenolphthalein, which are not meant for self-care and may cause serious side effects. 
Health Canada Aug/08 is advising consumers not to use 9 foreign health products due to concerns about possible side-effects: Dan Bai Shou Shen Su was found to contain undeclared thyroid hormones and sibutramine. Karntien and Karntien  
             Easy to Slim were adulterated with sibutramine and a compound that is similar in structure to sibutramine (N-desmethylsibutramine). More Slim was found to contain the undeclared pharmaceutical ingredient sibutramine. Soloslim was  
             found to contain an undeclared substance similar in structure to the prescription drug sibutramine. It also contains the prescription drug L-carnitine, as well as synephrine, which is not authorized for sale in weight loss products in Canada. 
Health Canada Aug/08 is advising consumers not to use 8 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned against the use of Natural (Xin Yi Dai) and Lasmi because Natural (Xin Yi  
            Dai) was found to contain sibutramine and phenolphthalein, and Lasmi was found to contain sibutramine and spironolactone. The Hong Kong Department of Health warned against the use of AA Qu Feng Shu Jin Wan because it was found to  
            contain the undeclared pharmaceutical ingredient dexamethasone. Apisate contained fenfluramine and Energy ll contained sibutramine. Obat Asam Urat and Asam Urat both contained dexamethasone, phenylbutazone and piroxicam. The Hong  
            Kong Department of Health warned against the use of Slim 3in1 (Xiao Nan zhi Bao) because it was found to contain the undeclared pharmaceutical ingredients sibutramine and phenolphthalein. 
Health Canada Sep/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned against the use of Hanguo shoushen yihao (meiti xing) because it was  
           found to contain the undeclared pharmaceutical ingredient sibutramine. The Hong Kong Department of Health warned against the use of ARMA - Sin Gang San and New ARMA - Sin Gang San because they were found to contain the  
           undeclared pharmaceutical ingredients sibutramine and fenfluramine.  
Health Canada Nov/08 is advising that the Hong Kong Department of Health warned consumers not to buy or use Fat Killer, Carbohydrate Cut and Sugar-Carbohydrate Cut because they contain sibutramine and an  
          unauthorised substance similar in structure to sibutramine. 
Health Canada Jan 2009 is advising consumers not to use 4 foreign products: Zhuang Tjar Gere because it contains the undeclared prescription drugs sildenafil & tadalafil, Zhixhue Capsules manufactured by Vital Pharmaceutical  
          Holdings Ltd. due to concerns of serious side- effects including liver dysfunction, Tonik Warisan Banjar because it contains undeclared dexamethasone & Healthily Slim because it contains sibutramine. 
Health Canada Mar/09 Foreign Product:  68 Weight Loss Products; Best-life Fat Burning Capsules; Bevidan;Huiji Yin Chiao Chieh Tu Pien & Relacore. Plus Lami, Linglongquxian, Menergy M-Essence, Nyal Day &  

Night Cold & Flu Fighter (AUST L 146264), Nyal Cold & Flu Fighter (AUST L 146263), 999 Radix Notoginseng, Batch no. 0807021, Slim Pure, Carbohydrate, Kalomee, K Carbohydrate, K Tighten Slim, & K Slimming Pills. 
http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_fpa-ape_2009/index-eng.php  

Health Canada June/09 Foreign Product Alerts: Jia Yi Jian (undeclared sibutramine & tadalafil); Shan Dian Qiang Xiao Shou (undeclared sibutramine & phenolphthalein). 
Health Canada June/09 is warning consumers not to use the unauthorized product Slim Magic Herbal, which is promoted as a weight-loss product, as it was found to contain an undeclared pharmaceutical ingredient similar to the  
             prescription drug sibutramine. 
Health Canada is warning consumers not to use the unauthorized product Nutural Slim, which is promoted as a weight-loss product, as it was found to contain the undeclared pharmaceutical ingredient sibutramine and also an undeclared  
              pharmaceutical ingredient similar to sibutramine. 
Health Canada June/09 warns of foreign Product Alerts: Herbal Xenicol because it contains undeclared cetilistat. BioEmagrecim, which the FDA had previously warned contained sibutramine, was also found to contain fluoxetine, furosemide and  
              fenproporex. Products: Slimbionic, Xsvelten, 999 Fitness Essence, 24" ince, Light Some, Paiyouji, Pearl White Slimming, & Reducing Weight Easily contain undeclared pharmaceutical ingredients (sibutramine and/or phenolphthalein)  
              and/or excessive levels of lead, and may cause serious health effects.. 
Health Canada Aug/09 is advising via Singapore Health Sciences Authority (HSA) that Delima Raja Urat contains undeclared dexamethasone, chlorpheniramine, pheniramine and sibutramine. 
Health Canada Dec/09 is advising Canadians not to use certain Acai Berry products after a large number of shipments of adulterated products were stopped at the border.  The product names include:  Anti-Aging Acai Berry, Guarana Blast,  
               Brazillian Pure, Anti-aging Vital Rez V, Weight Loss VitalAcai, Dietary Supplement Acai Power Blast and Muscle Mass. These products for anti-aging and weight loss were found to contain undeclared sildenafil. 
Health Canada Dec/09 is warning consumers not to use "RevolutionDS Weight Loss", an unauthorized health product promoted for weight loss, because it contains benzylpiperazine (BZP), and may pose serious health risks. 
Health Canada Jan/10 informs that U.S. FDA: Pai You Guo contains sibutramine and phenolphthalein. Hong Kong Department of Health: Ku Xiu Ba Xiang Jian Fei Wan contains sibutramine and an unauthorized substance similar to sibutramine;  
              Super Slim (Yani)  contains sibutramine and phenolphthalein;  SHoufsy contains sibutramine & MIGAC (sic) FAT BURMING (sic) FACTOR contains sibutramine. 
Health Canada Jan/10 is warning consumers not to use the unauthorized product “The Slimming Coffee,” which was previously sold as “Lose Weight Coffee,” because it was found to contain sibutramine. 
Health Canada Mar/10 is warning Canadians that an unauthorized health product, “Herbal Diet Natural” has been found on the Canadian market and contains an undeclared pharmaceutical ingredient similar to the prescription  
             drug sibutramine. 
Health Canada is warning Canadians that an unauthorized health product, “West Pharm Therma Lean Fat Burner Energizer” was found on the Canadian market. West Pharm Therma Lean Fat Burner Energizer contains Ephedrine and caffeine,  
              which combined together, may cause serious and possibly fatal adverse effects.  
Health Canada Apr/10 is warning Canadians that an unauthorized health product, “Slim-30” distributed in Ontario and Quebec by Duxx Enterprises Inc., contains an undeclared pharmaceutical ingredient similar to the prescription drug, sibutramine. 
Health Canada May/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Ba Bao Xiao Ke Dan The Hong Kong Department of Health warned consumers not to buy or use Ba  
              Bao Xiao Ke Dan after it was found to contain undeclared glibenclamide. 2. Seven Slim 7 Seshou (Qingchun Shaonüxing, Jieshixing, Guifurenxing, Songchixing), Shoushen Jiaoguan-Tinei Yundong Wan (Jian Xiabanshen, Jian Quanshen  
              Feipang)  The Hong Kong Department of Health warned consumers not to buy or use the six products listed above after they were found to contain undeclared sibutramine and phenolphthalein. 
Health Canada May/10 is advising consumers not to use 1. Botanical Slimming 100% Natural Soft Gel, also sold as Meizitang The Australian Therapeutic Goods Administration warned consumers not to buy or use this product after it was found  
              to contain undeclared sibutramine.  2. Marsha Slim Plus  The Hong Kong Department of Health warned consumers not to buy or use Marsha Slim Plus after it was found to contain undeclared sibutramine, an unauthorized substance similar  
              to sibutramine and phenolphthalein.  3. S&S Super Slender The Hong Kong Department of Health warned consumers not to buy or use S&S Super Slender after two samples were found to contain agent similar to sibutramine. One of the  
              tested samples also contained undeclared sibutramine and phenolphthalein. 
Health Canada June/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. COMECOO, ZHONGCAOYAO-JIANKANGJIANFEI The Hong Kong Department of Health  
              warned consumers not to buy or consume these two products after they were found to contain undeclared phenolphthalein, sibutramine and two unauthorized substances similar to sibutramine. 2. Qingzhi Santian Shou The Hong Kong  
              Department of Health warned consumers not to buy or consume Qingzhi Santian Shou after it was found to contain undeclared sibutramine and an unauthorized substance similar to sibutramine.   
Health Canada July/10 is advising consumers not to use the following foreign health product(s) 1.. Po Chai Pills (capsule form) The Hong Kong Department of Health warned consumers not to buy or use this product after it was found to contain  
              undeclared sibutramine and phenolphthalein. Sibutramine is a prescription drug and should only be used under the supervision of a health care practitioner while phenolphthalein is no longer authorized for sale in Canada because it may cause  

 



 
              cancer. Po Chai Pills (capsule form) has been recalled by the manufacturer. 2.  LiPO-8 Cap and Glucomi 600 Cap  Hong Kong Department of Health warned consumers not to buy or use these products because they contain undeclared  
              sibutramine.  
Health Canada July/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1 Body Beautiful The Hong Kong Department of Health warned consumers not to buy or consume  
              1 Body Beautiful after it was found to contain undeclared phenolphthalein and sibutramine. 2. USA Yaku Cell Slimming Capsules, Dong Gua Pai You Su, Qing Gua Pai You Su, and Mu Gua Pai You Su The Hong Kong Department  
             of Health warned consumers not to buy or consume these four products after they were found to contain undeclared phenolphthalein, sibutramine and an unauthorized substance similar to sibutramine.  
Health Canada Aug/10 is advising consumers not to use the following foreign health product(s): Que She The U.S. FDA warned consumers not to buy or use Que She after it was found to contain undeclared fenfluramine, propranolol, sibutramine  
                                       and ephedrine. Sheng Yuan Fang The Hong Kong Department of Health (HKDH) warned consumers not to buy or use Sheng Yuan Fang after it was found to contain undeclared phenolphthalein and sibutramine. 
Health Canada Sep/10 is advising consumers not to use : Joyful Slim Herb Supplement The U.S. FDA informed consumers of a recall of one lot (#101408) of Joyful Slim Herb Supplement after FDA tests found it to contain undeclared desmethyl  
                                        sibutramine. The lot is being voluntarily recalled nationwide in the U.S. by the company J & H Besta Corp.   
Health Canada Oct/10 is informing healthcare practitioners and Canadians that Abbott Laboratories is voluntarily withdrawing the prescription weight-loss drug sibutramine, which is marketed as Meridia®, from the Canadian market. 
Health Canada Nov/10 Amana Care Seven Slim Herbal Capsules: The Israel Ministry of Health informed consumers that it found the product Amana Care Seven Slim  Herbal Capsules to contain undeclared sibutramine and residue of sildenafil.  
Health Canada Nov/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Goya–Bitter Melon - Miyura Fit'x Capsules  contained undeclared phenolphthalein and  
                                        sibutramine 2. Solo Slim Extra Strength - Revivexxx Extra Strength contained undeclared didesmethyl sibutramine.   
Health Canada Nov/10  “Fat Burner No. 1” (labelled in Chinese characters translated as “Qian Mei Yin Zi”, an unauthorized Chinese herbal weight loss medicine, is being voluntarily recalled by Ying Tai TCM Supplying Ltd. after Health  
                                        Canada lab tests revealed the product contains two pharmaceutical ingredients: a chemical similar to sibutramine (N,N- didesmethylsibutramine), and sildenafil. 
Health Canada Dec/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Slimming Beauty Bitter Orange Slimming Capsule (Slimming Beauty) The U.S. Food and Drug  
                                         Administration warned consumers not to buy or use Slimming Beauty after FDA lab tests revealed that this product contains undeclared sibutramine.   
Health Canada Jan/11 The product Synerate, manufactured for Strive and distributed by Upper 49th, is being voluntarily recalled from the Canadian market because of the risk of serious, potentially fatal adverse effects from the combination of the ingredients in  
                                           the product.  Synerate, a product used for weight loss or body building, contains caffeine and synephrine, which is similar to ephedrine. 
Health Canada Feb/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Fruta Planta, Reduce Weight Fruta Planta  The U.S. FDA warned consumers not to buy or use Fruta Planta and  
                                           Reduce Weight Fruta Planta after FDA lab tests revealed that this product contains undeclared sibutramine.  2. Slimming Factor  The Australian TGA warned consumers not to buy or use Slimming Factor after TGA lab tests confirmed  
                                           the presence of the undeclared substances sibutramine, fenfluramine and phenolphthalein. According to the TGA release, the product is sold over the Internet. 
Health Canada Mar/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Celerite Slimming Capsules: The U.S. FDA informed consumers of a company recall of CeleriteTM Slimming  
                                           Capsules after it was found to contain undeclared sibutramine. 2. Herbal Flos Lonicerae (Herbal Xenicol) Natural Weight Loss Formula: The product was found to contain undeclared sibutramine at more than twice the dose that was  
                                           normally prescribed before sibutramine was removed from the UK market in 2010.  
Health Canada May/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Dr.  Health Series CM Factor  The Hong Kong Department of Health warned consumers not to buy or use this  

                                            product after it was found to contain an unauthorized substance similar to sibutramine that may pose similar health risks.   
Health Canada July/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Slim Xtreme Herbal Slimming Capsules The U.S. Food and Drug Administration informed  

                                         consumers of a voluntary recall after Slim Xtreme Herbal Slimming Capsules was found to contain undeclared sibutramine.  
Health Canada Aug/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Celerite Slimming Tea The U.S. FDA informed consumers of a company recall of Celerite  
                                                 Slimming Tea after it was found to contain undeclared sibutramine. 2. Pink Lady for Women Capsules, St Nirvana Herbal Slimming Capsules The Australian TGA warned consumers not to use these products  
                                                 after Pink Lady for Women Capsules was found to contain undeclared tadalafil while St Nirvana Herbal Slimming Capsules was found to contain undeclared sibutramine and phenolphthalein. According to the TGA  
                                                 advisories, these products are sold over the Internet. 3. Fifteen products promoted for weight loss The Hong Kong Department of Health (HKDH) warned consumers not to buy or use these 15 products after they  
                                                 were found to contain at least one of the following undeclared substances: phenolphthalein, sibutramine, and/or an unauthorized substance similar to sibutramine. 
Health Canada Oct/11 is advising Canadians not to use these foreign health products as they may pose a health risk. Slim Forte Slimming Capsules, Slim Forte Double Power Slimming Capsules, Slim Forte Slimming Coffee and Meizitang Botanical  
                                                    Slimming Soft Gel-The U.S. Food and Drug Administration warned that these weight loss products contain an unauthorized drug (sibutramine). OxyELITE Pro capsules and Pure Fat Three Days Reduce Weight capsules-  
                                                   The Australian Therapeutic Goods Administration warned that these weight loss products contain an unauthorized drug (sibutramine), or a prescription drug (yohimbine).  
Health Canada Nov/11 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Metabolic Advantage The Singapore Health Sciences Authority warned that this weight-loss product contains prescription drugs (thyroid  
                                                    hormones). 2. Tian Ma Tu Chung Seven Leave Ginseng, Vall-Boon Tongkat Al, and Pao Ni Kang  The Singapore Health Sciences Authority warned that these traditional herbal products contain prescription and over-the- 
                                                    counter drugs (dexamethasone, ketoconazole, repaglinide, pheniramine, and chlorpheniramine). 3. Slimming Kapsul The Hong Kong Department of Health warned that this weight-loss product contains an unauthorized drug  
                                                   (sibutramine) and a prescription drug  (spironolactone). 4. Pancre-Plus The Hong Kong Department of Health warned that this counterfeit Chinese medicine contains an unauthorized drug (phenformin) and a prescription drug  
                                                   (glyburide). 
Health Canada Jan/12 advises:  1)17 weight loss products (see Alert for a complete list)  A-Slim 100% Natural Slimming Capsule, Acai Berry Soft Gel ABC, Advanced Slim 5 >DaiDaiHuaJiaoNang, Dream Body Slimming Capsule, Fruit Plant Lossing Fat  
                                                  Capsule, Health Slimming Coffee, Ja Dera 100% Natural Weight Loss Supplement, Leisure 18 Slimming Coffee, Lishou, Magic Slim Tea, Magic Slim Weight Reduction Capsule, P57 Hoodia, Pai You Guo Slim Tea, PhentraBurn  
                                                  Slimming Capsules, Slender Slim 11 Tengda. The U.S. Food and Drug Administration warned that these weight loss products contain unauthorized drugs (sibutramine, phenolphthalein).  2. Slimina weightloss capsules, S-shape  
                                                  slim capsules  The Australian Therapeutic Goods Administration warned that these weight loss products contain prescription drugs (propranolol, nifedipine) and/or unauthorized drugs (sibutramine, fenfluramine, phenolphthalein).   
                                                  3. Cardiotium, Paidusu, SlimEasy Herbs Capsule, Tianran Zuanshi Xianweisu  The Hong Kong Department of Health warned that these health products contain prescription drugs (losartan, atorvastatin, thyroxine) and/or  
                                                  unauthorized drugs (sibutramine, phenolphthalein).  
Health Canada May/12  1. CanSui; Lexscl Fat Rapid Loss Capsule; The Extreme-thin Fat Burning Bomb;  Xiu Zhi Su L-Carnitine Slimming Capsule  The Hong Kong Department of Health warned that these weight loss products contain  
                                              unauthorized drugs (sibutramine, phenolphthalein).  2. Lipro Diet Pills; Xiyouji Qingzhi weight loss capsules  The Australian Therapeutic Goods Administration warned that these weight loss products contain an  
                                              unauthorized drug (sibutramine).    
Health Canada June/12  1. Japan Weight Loss Blue, Japan Rapid Weight Loss Diet Pills Green; Japan Rapid Weight Loss Diet Pills Yellow: The U.S. Food and Drug Administration warned that these weight loss products contain  

                                     prescription drugs (sibutramine, ephedrine alkaloids) and unauthorized drugs (phenolphthalein, and substances similar to sibutramine).  2. Mince Belle; Everlax; Ever Slim; Ever Slim Shake Mix (Strawberry);  
                                     Ever Slim Shake Mix (Chocolate); Acai-Man Mangosteen Herbal Drink; Perfect Men: The U.S. Food and Drug Administration informed of a recall because these weight loss and sexual enhancement  
                                     products contain prescription drugs (sibutramine or tadalafil).   

Health Canada Jun/12 testing has identified that the weight loss product “ZXT Gold” bee pollen capsules contain hidden pharmaceutical ingredients (sibutramine and phenolphthlalein). 
Health Canada Aug/12: Burnaby, B.C. Store (U-Box) Selling Potentially Dangerous Weight Loss Products. Further to our previous communications, Health Canada is advising Canadians that four products promoted for weight loss have been  
                                             seized from “U-Box,” a store in Burnaby, B.C.  Health Canada testing has identified they contain hidden drug ingredients (sibutramine and phenolphthalein) that may pose serious health risks. Caffeine was also found  
                                             in some of the products and was not listed on the product label. 
Health Canada is advising Canadians that three unauthorized products "Goya Bittermelon", "S-organic Cocoa+L-carnitine", or "KaBaNa L-Carnitine 360 Slimming Coffee”, promoted for weight loss have been seized from “Cube Inc.”,  
                                             a box-store in Richmond, B.C. These products contain hidden drug ingredients (sibutramine and phenolphthalein) that may pose serious health risks. Caffeine was also found in two products and was not listed on the  
                                             product label. 
Health Canada Apr/13  1. Diet Garcinia Forte; Shan Dian Shou; Aulura Energy Dietary Supplement   The Hong Kong Department of Health has advised consumers not to use these products after they were found to contain sibutramine and  
                                             phenolphthalein, drug ingredients that were not declared on their product label.  

 



 
Health Canada Aug/13 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Brazilian Slimming Coffee, Leisure 18 Slimming Coffee, 7 Days Slimming Coffee, Brazilian 7 Days Slimming Coffee,  
                                            Beauty Secret Slimming Coffee, Body Beauty 5 Days Slimming Coffee, Leisure 18 Slimming Mango Juice, Leisure 18 Slimming Orange Juice, Authentic Leisure 18 Slimming Orange Juice, Super Slim  
                                           Orange Juice, Coffee Fashion Slimming The Hong Kong Department of Health has advised consumers not to use these products after they were found to contain the undeclared drug ingredients sibutramine and/or  
                                            phenolphthalein. http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34859a-eng.php 5. Best Slim capsules, Meizi Evolution Botanical Slimming soft gel capsules The Australian Therapeutic Goods  
                                           Administration warned consumers not to use these products after they were found to contain the undeclared drug sibutramine. 
Health Canada Nov/13 is advising Canadians not to use these foreign health products as they may pose a health risk. These products have been found by regulators in other countries to contain drug ingredients or soy milk allergens that are not  
                                           declared on the product labels, or a high level of microbial contamination. Prescription drugs should only be taken under the supervision of a healthcare professional.   These products are not authorized for sale in Canada  
                                           and have not been found on the Canadian market, but they may have been brought into the country by travellers or purchased over the Internet:   

                                   1. Aisiyuan V26 Slimming Granules,     AcaiBerry Living-XS, and 4C Cosmoslim , http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36269a-eng.php ;   
                                   2. MAXILOSS Weight Advanced  http://healthycanadians.gc.ca/recall-alert-     rappel-avis/hc-sc/2013/36197a-eng.php;  
                                   3. ESV Extra Strong Version, MSV Strong Version, RL Rapid Loss, My Slimmer Me (MSM) soft gel capsules, Natural Miaotiaoyishen capsules, and Paiyouji Natural Slimming Capsules  
                                       http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36521a-eng.php. 

Health Canada Feb/14: 1. Lightning 10.0+, LV Shou Reduces Fat, and STB Summit of the Thin Body S Woman Degreasing Burning Pill  The Hong Kong Department of Health warned consumers not to use this product after it was found to  
                                           contain sibutramine, phenolphthalein, and indomethacin. 
Health Canada Apr/14 has seized the unauthorized drug, “L-Showm Weight Loss Pills”, being sold at the U-Box store, located at 2809-4500 Kingsway, Burnaby, BC. Health Canada testing: contained an undisclosed ingredient, phenolphthalein. 
Health Canada Apr/14: Four unauthorized drugs being sold at two SVN FUEL stores - one in Burnaby and one in Coquitlam, B.C. - were seized by Health Canada as they contain ingredients that are potentially dangerous to the health of  
                                         consumers. The products, and the unapproved ingredients they contain, include Jack3d (DMAA (1, 3-dimethylamylamine), Red Rockets (ephedrine and caffeine), West Pharm Therma Lean (ephedrine and caffeine),  
                                         and OxyElite Pro (1, 3-dimethylamylamine HCl and Yohimbe Bark extract). They were being promoted for weight management. 
Health Canada May/14  Esbelin siloutte te, Esbelin Siloutte Herbal blend with L-Carnitine, Esbelder man, Esbelder fem, Esbelder siloutte contains Sibutramine, N-Desmethylsibutramine, and N-di-Desmethylsibutramine;  

                                 Instant Slim contains  sibutramine and phenolphthalein.  
Health Canada May/14 One lot of Lite Fit USA (Lot Number 13165, Exp. 05/17) is being voluntarily recalled in the U.S. after analysis by the U.S. Food and Drug Administration revealed the lot contains the undeclared prescription drug 
                                         sibutramine. 
Health Canada May/14: 1. Slim Fortune, Lidiy & Slim Expert: FDA found sibutramine; 2. Dr. Mao Slimming capsules, Perfect Body Solutions, Burn 7: FDA found sibutramine; Bella Vi Insane Amp’d Up, Be Inspired, Goodliness Fat 

Reducing capsules, Jimpness Beauty Fat Loss capsules: FDA found sibutramine and phenolphthalein.  
Health Canada June/14: Asset Extreme, Asset Extreme Plus, Meizitang Citrus, Slimming Diet Berry Plus, Citrus Fit Gold, Hot Detox, Thinogenics contains sibutramine. Tonic Life BP & Slimfast capsules contains phenolphthalein .   

Dr. Ming’s Chinese Capsule, Magic Slim and Apple’s Quick Impact Weight Loss contains sibutramine and phenolphthalein.  
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  Centers for Disease Control and Prevention: Overweight and Obesity www.cdc.gov/nccdphp/dnpa/obesity/index.htm  
Cochrane reviews www.cochrane.org  
Lifestyle changes week by week plan for patients taking sibutramine www.changeforlifeonline.com  

  Heart Healthy Diet(s): http://www.mayoclinic.com/health/mediterranean-diet/CL00011 ; http://www.cfp.ca/content/57/8/894.full#ref-20    
 



 
  National Heart, Lung, and Blood Institute: Aim for a Healthy Weight! www.nhlbi.nih.gov/health/public/heart/obesity/lose_wt/index.htm  
Obesity drug news www.obesity-news.com  

  Surgeon General: Physical activity and health: A report of the Surgeon General www.cdc.gov/nccdphp/sgr/sgr.htm  
Rimonabant support site www.itswhatyougain.co.uk  
UK multicentre obesity management project www.counterweight.org 



Extras (RxFiles Herbal Weight Loss 
Energy Drinks Health Canada: Safe Use of Energy Drinks. Accessed online at http://www.hc-sc.gc.ca/hl-vs/iyh-vsv/food-aliment/boissons-energ-drinks-eng.php.  {Excessive 

drinking of energy drinks or mixing them with alcohol can have serious health effects. Energy drinks are meant to supply mental and physical stimulation 
for a short period of time. They usually contain caffeine, taurine (an amino acid, one of the building blocks of protein), vitamins and glucuronolactone, a 
carbohydrate. Energy drinks should not be confused with sports drinks such as Gatorade® or Powerade®. Sports drinks re-hydrate the body and provide 
sugars, which the body burns to create energy and replenish electrolytes.} 

Glucomannan (in PGX PolyGlycopleX) Plant fibre water-soluble: unabsorbable polysaccharide (glucose + mannose).  May LDL, gastric emptying & improve BG control.  Conflicting evidence. SE: gas, bloating, etc. 
 
General References 7,8,9,10,11,12 
                                                           
WEIGHT LOSS – “HERBAL / NATURAL” PRODUCTS  
1 Stevens T, Qadri A, Zein NN. Two patients with acute liver injury associated with use of the herbal weight-loss supplement hydroxycut. Ann Intern Med. 2005 

Mar 15;142(6):477-8. 
2 Walsh DE, Yaghoubian V, Behforooz A. Effect of glucomannan on obese patients: a clinical study. Int J Obes. 1984;8(4):289-93.  
3 Copeland P.  How Successful are commercial weight-loss programs?  Nat Clin Pract Endocrinol Metab. 2006;2:658-659. 
4 Bui L, Nguyen D, Ambrose P. Blood pressure and heart rate effects following a single dose of bitter orange. Ann Pharmacother 2006;40:53-7. 
5 Nykamp D, Fackih M, Compton A.  Possible association of acute lateral-wall myocardial infarction and bitter orange supplement. Ann Pharmacother 

2004;38:812-6. 
6 Heymsfield S, Allison D, Vasselli J, et al. Garcinia cambogia (hydroxycitric acid) as a potential antiobesity agent: a randomized controlled trial. JAMA 

1988;280:1596-1600. 
7 Natural Medicines Comprehensive Database 2006. 
8 Pharmacists Letter. Problems with Weight Loss Products. Jan 2006 
9 Robinson R., Griffith J., Nahata M., et al. Herbal Weight-loss supplement misadventures per a regiona poison centre. Ann Pharmacother 2004;38:787-90. 
10 Pittler M, Ernst E. Dietary supplements for body weight reduction: a systematic review. Am J Clin Nutr 2004;79:529-36.  {InfoPOEMS July 14, 2004. Evidence weak 

that any commonly used alternative products are effective for reducing weight in moderately overweight individuals.  None of the products have been studied for longer than 3 months.} 
11 Dwyer J, Allison D, Coates P.  Dietary Supplements in Weight Reduction.  J Am Diet Assoc 2005;105:S80-S86. 
12 Micromedex 2012 
 
Additional references: 

     Berz JP, Singer MR, Guo X et al. use of a DASH food group score to predict excess weight gain in adolescent girls in the National Growth and Health Study.  
                       Arch Pediatr Adolesc Med 2011; 165:540-546.    
     Bliddal H, Leeds AR, Stigsgaard L, Astrup A, Christensen R. Weight loss as treatment for knee osteoarthritis symptoms in obese patients: 1-year results from a  
                       randomised controlled trial. Ann Rheum Dis. 2011 Oct;70(10):1798-803. 
     Canadian Physical Activity Guidelines-Jan 2011. Clinical Practice Guideline Development Report. Canadian Society for Exercise Physiology.   
                        http://www.csep.ca/CMFiles/Guidelines/CPAGuideline_Report_JAN2011.pdf  
     CARE Study Group. Maternal caffeine intake during pregnancy and risk of fetal growth restriction: a large prospective observational study. BMJ. 2008 Nov  
                       3;337:a2332. doi: 10.1136/bmj.a2332. Caffeine consumption during pregnancy was associated with an increased risk of fetal growth restriction and this  
                       association continued throughout pregnancy. Sensible advice would be to reduce caffeine intake before conception and throughout pregnancy. 
     Carter PJ, Taylor BJ, Williams SM, et al. Longitudinal analysis of sleep in relation to BMI and body fat in children: the FLAME study. BMJ 2011;342:d2712.   
     Cheng M, Hu Z, et al. Caffeine intake and atrial fibrillation incidence: Dose response meta-analysis of prospective cohort studies. Canadian J Cardiol 2014. 
     Davies GA, Maxwell C, McLeod L, et al., Society of Obstetricians and Gynaecologists of Canada. Obesity in pregnancy. (SOGC) J Obstet Gynaecol Can 2010  
                       Feb;32(2):165-73. 
  Dietary Guidelines for Americans (DGA) 2010. Full Guideline: http://www.health.gov/dietaryguidelines/dga2010/DietaryGuidelines2010.pdf ,   
                        Executive summary:  http://www.cnpp.usda.gov/Publications/DietaryGuidelines/2010/PolicyDoc/ExecSumm.pdf  
    Eisenberg MJ, Atallah R, Grandi SM, Windle SB, Berry EM. Legislative approaches to tackling the obesity epidemic. CMAJ. 2011 May 2.  
    FDA Dec/08 alerted consumers nationwide not to purchase or consume more than 25 different products marketed for weight loss because they contain undeclared,  
                       active pharmaceutical ingredients that may put consumers' health at risk. The undeclared active pharmaceutical ingredients in some of these products  
                       include sibutramine (a controlled substance), rimonabant ( a drug not approved for marketing in the United States), phenytoin ( an anti-seizure  
                       medication), and phenolphthalein (a solution used in chemical experiments and a suspected cancer causing agent). The weight loss products, some of  
                       which are marked as "dietary supplements," are promoted and sold on various web sites and in some retail stores.  FDA advises consumers who use the  



                                                                                                                                                                                                                                                                    
                       products to stop taking them and consult their healthcare professional immediately as the health risks posed by these products can be serious (for  
                      example, high blood pressure, seizures, tachycardia, palpitations, heart attack or stroke). FDA also encourages consumers to seek guidance from  
                      healthcare professional before purchasing weight loss products. See the FDA News Release for a listing of the names of the 25 referenced products.  Read  
                     the MedWatch 2008 safety summary, including links to  http://www.fda.gov/medwatch/safety/2008/safety08.htm#Weight  
     FDA May/09 warned consumers to immediately stop using Hydroxycut products by Iovate Health Sciences, Inc. Hydroxycut products are associated with a  
                     number of serious liver injuries. Hydroxycut products are dietary supplements that are marketed for weight-loss, as fat burners, as energy-enhancers, as  
                     low carb diet aids, and for water loss under the Iovate and MuscleTech brand names. FDA has received 23 reports of serious health problems ranging from  
                     jaundice and elevated liver enzymes, an indicator of potential liver injury, to liver damage requiring liver transplant. One death due to liver failure has been  
                     reported to FDA. Other health problems reported include seizures; cardiovascular disorders; and rhabdomyolysis, a type of muscle damage that can lead to  
                    other serious health problems such as kidney failure. 
     FDA Jan/10 notified consumers and healthcare professionals about a counterfeit and potentially harmful version of Alli 60 mg capsules (120 count refill kit). The  
                     counterfeit version contained the controlled substance sibutramine and did not contain orlistat, the active ingredient.  
     FDA July/10 analysis of Que She found that it contains:  fenfluramine – a stimulant drug withdrawn from the U.S. market in 1997 after studies demonstrated that it  
                     caused serious heart valve damage, propranolol – a prescription beta blocker drug that can pose a risk to people with bronchial asthma and certain heart  
                     conditions, sibutramine – a controlled substance and prescription weight loss drug, sibutramine was the subject of a recent study whose preliminary  
                     findings showed an association between sibutramine use and increased risk of heart attack and stroke in patients who have a history of heart disease, &  
                     ephedrine –a stimulant drug that is legally marketed over-the-counter for temporary asthma relief but can pose a risk to people with cardiovascular disease.        
     FDA Aug/10 lab analysis of Solo Slim was found to contain the undeclared drug ingredient Didesmethyl Sibutramine.  
  FDA July/10 lab analysis of Slim-30 Herb Supplement distributed by the company was found to contain undeclared N-Desmethyl Sibutramine & Sibutramine.  
  FDA July/10 lab analysis of this herb supplement, Joyful Slim Herb Supplement, was found to contain the undeclared drug, desmethyl sibutramine. 
     FDA Oct/10 notified consumers that Slimming Beauty Bitter Orange Slimming Capsules contain sibutramine, a prescription-only drug which is a stimulant.  
     FDA Dec/10 has received multiple reports of adverse events associated with the use of Fruta Planta, including several cardiac events and one death. FDA lab  
                     analysis confirmed that Fruta Planta contains sibutramine. 

FDA Jan/11  laboratory analysis confirmed that Celerite Slimming Capsules contain sibutramine 
     FDA Mar/11 lab analysis of Svelte 30 orange & gray capsules determined that the product contains Sibutramine. 
     FDA Mar/11 notified Biotab Nutraceuticals, Inc. that two lots of counterfeit product purporting to be Extenze contain undeclared drug ingredients. Specifically, lot  
                      0709241 contains tadalafil and sildenafil, and lot 0509075 contains tadalafil and sibutramine. 
     FDA Mar/11 laboratory analyses of Celerite Slimming Tea: Recall - were found to contain undeclared Sibutramine. 
     FDA May/11 laboratory analysis confirmed that “Slim Xtreme Herbal Slimming Capsule” contains sibutramine. 

FDA July/11 is advising consumers not to purchase or use “Slim Forte Slimming Capsules,” “Slim Forte Slimming Coffee,” and “Botanical Slimming Soft  
               Gel & Slim Forte Double Power Slimming Capsules. FDA laboratory analysis confirmed that these products contain sibutramine.  

     FDA Dec/11 took joint action against several companies selling over-the-counter hCG products that falsely and illegally claim to promote weight loss. Labeled  
                      "homeopathic" by the seven companies who received the letters, the products contain human chorionic gonadotropin (hCG), a hormone produced  
                      during pregnancy by cells that form the placenta. 1. HCG Diet Direct LLC- HCG Diet Homeopathic Drops, 2. The hCG Drops LLC- Homeopathic HCG,  3. HCG Platinum  
                              LLC; RightWay Nutrition- HCG Platinum, HCG Platinum X-30, HCG Platinum X-14, 4. Nutri Fusion Systems LLC- HCG Fusion 30, HCG Fusion 43, 5. www.resetthebody.com;  
                              www.theoriginalhcgdrops.com-Homeopathic Original HCG, Homeopathic HCG, 6. Hcg-miracleweightloss.com- HCG Extra Weight Loss Homeopathic Drops, 7. Natural Medical Supply- Alcohol Free  
                              hCG Weight Loss Formula. 
     FDA Feb/12 is advising consumers not to purchase or use “Japan Weight Loss Blue,” a product for weight loss sold on various websites, laboratory analysis  
                      confirmed that “Japan Weight Loss Blue” contains sibutramine, analogs of sibutramine, and ephedrine alkaloids.  
     FDA Apr/12 laboratory analysis confirmed that “Japan Rapid Weight Loss Diet Pills Yellow” contains sibutramine and phenolphthalein.   
     FDA Dec/12 is advising consumers not to purchase or use “SLIMDIA Revolution,” a product promoted and sold for weight loss on various websites,  
                      including www.pinkfatty.com, and in some retail stores since it contains Sibutramine. 
     FDA Jan/13 is advising consumers not to purchase or use “MAXILOSS Weight Advanced,” a product promoted and sold for weight loss on various websites,  
                       includingwww.dreamlifeweightloss.com, and in some retail stores since it contains sibutramine. 
     FDA Feb/13 Olaax Corp announced a nationwide recall of the company's dietary supplement sold under the brand name Maxiloss Weight Advanced Softgels to the  
                       user level, because FDA testing found the Maxiloss Weight Advanced product to contain Sibutramine.  
     FDA Jun/13 FDA laboratory analysis confirmed that “Bethel 30”, &  “XIYOUJI QINGZHI CAPSULE” & JaDera  contains sibutramine. .  
     FDA Jun/13 A sample of Extreme Body Slim, Fat Zero,  Fruit & Plant Slimming, & Paiyouji Plus all contains silbutramine. 
     FDA Jun/3 Beta Labs has recalled certain lots of Oxyphen, Phentalene, Phen FX, and Red Vipers because they contain 1,3 dimethylamylamine (DMAA), the  



                                                                                                                                                                                                                                                                    
                    FDA announced over the weekend. The products are used as pre-workout stimulants and for weight loss, but the agency has previously warned that DMAA  
                    can be dangerous: it can elevate blood pressure and lead to cardiovascular complications. One distributor, GNC, faces FDA seizure of over 3000 cases of  
                    two other DMAA-containing products, Jack3d and OxyElitePro. Although the manufacturer of those supplements has ceased production, GNC continues  
                    to sell its remaining stocks, according to the New York Times. 
    FDA July/13 Meizi Revolution, Strawberry Balance contains silbutramine. 
    FDA Aug/13 Herbal Give Care LLC issued a voluntarily recall of all lots of Esbelin silouttete and Esbelin siloutte Herbal Blend with L-Carnitine (30 Capsules),  
                    to the consumer level. The products have been found to contain undeclared Sibutramine, N-Desmethylsibutramine, and N-di-Desmethylsibutramine. 
    FDA Aug/13 Bethel Nutritional Consulting, Inc., New York, NY, is voluntarily recalling Quick Thin and Bethel Advance to the consumer level. These products  
                    have been found to contain Sibutramine and Phenolphthalein, and may pose a threat to consumers.   
    FDA Aug/13 CTV Best Group announced that it is conducting a voluntary nationwide recall of all lots of a dietary supplement products distributed by the company  
                     under the names BEST SLIM 40 Pills  to the consumer level. Testing by FDA revealed the presence of Sibutramine in Best Slim. 
    FDA Aig/13 Herbal Give Care LLC is voluntarily recalling all lots of Esbelder man (30 capsules), Esbelder fem (30 capsules) and Esbelder siloutte (30 capsules)  
                     to the consumer level. The products have been found to contain undeclared Sibutramine, N-Desmethylsibutramine, and N-di-Desmethylsibutramine.  
    FDA Sep/13 laboratory analysis confirmed that Shou Fu Ti Tun Guo Xiang Xing Jian Fei Jiao Nang contains sibutramine. 
    FDA Oct/13: B@B Trade, Inc., Florida is voluntarily recalling all lots of Slim Fortune, Lidiy, and Slim Expert to the consumer level. The FDA laboratory analysis  
                     of these dietary supplements found to contain undeclared Sibutramine. 
    FDA Oct/13 is advising consumers not to purchase or use Perfect Body Solutions or Burn 7. FDA laboratory analyses confirmed that Perfect Body Solutions and  
                     Burn 7 contain sibutramine. 

FDA Oct/13 is advising consumers not to purchase or use Dr. Mao Slimming Capsules. FDA laboratory analysis confirmed that Dr. Mao Slimming Capsules  
               contain sibutramine. 
FDA Oct/13 is advising consumers not to purchase or use Bella Vi Insane Amp’d or Bella Vi Amp’d Up. FDA laboratory analyses confirmed that Bella Vi  
                Insane Amp’d and Bella Vi Amp’d Up contain sibutramine. 
FDA Nov/13 SlimExtra Herbal capsules contain silbutramine. 

     FDA Dec/13 laboratory analysis found the Burn 7 Capsules to contain undeclared Sibutramine. 
     FDA Jan/14 is advising consumers not to purchase or use Magic Slim or  Dream Body Slimming Capsule, products promoted and sold for weight loss and sold on  
                       various websites and in some stores, since FDA lab analysis confirmed they contains sibutramine.  
     FDA Jan/14 Citrus Fit Gold, Hot Detox & Thinogenics contains sibutramine.  Tonic Life BP contains phenolphthalein. 
     FDA Mar/14 is advising consumers not to purchase or use Vitaccino Coffee, a product promoted and sold for weight loss. FDA laboratory analysis confirmed that  
                       Vitaccino Coffee contains sibutramine. 
     FDA Mar/14: New Life Nutritional Center is recalling all lots of “Super Fat Burner capsules, Maxi Gold capsules and Esmeralda softgels” to the user level after  
                       FDA analysis revealed the products contain undeclared active pharmaceutical ingredients: sibutramine, phenolphthalein or a combination of both  
                       sibutramine and phenolphthalein. 
     FDA Mar/14: Bella Vi Insane Bee Pollen Capsules, Bella Vi BTrim Ultimate Boost, Bella Vi BTrim Max, Bella Vi Extreme Accelerator, Bella Vi Insane  
                       Amp’d, and Bella Vi Amp’d U, contain silbutramine with or without phenolphthalein. 
     FDA Apr/14: FDA analysis on New You contains silbutramine. 
     FDA Apr/14 has tested multiple Zi Xiu Tang Bee Pollen products from various distributors in the United States (US). All products that have been tested, including  
                       those that claim to be “genuine” and “anti-counterfeit,” have been found to contain one or both of the undeclared drug ingredients sibutramine and  
                       Phenolphthalein. 
     FDA Apr/14 laboratory analysis confirmed that Infinity & Lite Fit USA contains sibutramine. 
     FDA Apr/14: Nature’s Universe notified the public it is recalling all lots of Thinogenics product sold prior to February 6, 2014 to the user level after FDA analysis  
                       revealed that the affected product contained undeclared sibutramine. 
     FDA May/14 laboratory analysis confirmed that Slim Trim U & Natural Body Solution contains sibutramine.  
     FDA May/14 is advising consumers not to purchase or use Asset Bee Pollen, a product promoted and sold for weight loss because it contains sibutramine. 
     FDA May/14 is advising consumers not to purchase or use Asset Bold, a product promoted and sold for weight loss. FDA laboratory analysis confirmed that  
                       Asset Bold contains sibutramine. 
       FDA Jun/14  laboratory analysis confirmed that La Jiao Shou Shen contains sibutramine. 
     FDA Jun/14 laboratory analysis confirmed that Sliming Diet contains sibutramine. 
       Finucane MM, Stevens GA, Cowan MJ. National, regional, and global trends in body-mass index since 1980: systematic analysis of health examination surveys  



                                                                                                                                                                                                                                                                    
                     and epidemiological studies with 960 country-years and 9.1 million participants. Lancet 2011; DOI: 10.1016/S0140-6736(10)62035-5.  
      Folkvord F, Anschütz DJ, Nederkoorn C, et al. Impulsivity, "Advergames," and Food Intake. Pediatrics. 2014 May 5. 
    Health Canada April 2007:  The Safe Use of Health Products for Weight Loss. http://www.hc-sc.gc.ca/iyh-vsv/med/weight-amaigr_e.html  
     Health Canada Apr/07 is warning consumers about Bitter orange & cardiovascular reactions in the Canadian Adverse Reactions April 2007 Newsletter.  
     Health Canada Apr/07 is warning consumers from the Hong Kong Department of Health found Lexscl Fat Rapid Loss capsules to be adulterated with 
                    sibutramine and thyroid hormones.   
     Health Canada via July/07 Medsafe also advised the public not to use the product Dai Dai Hua Jiao Nang because it was found to contain sibutramine. 
     Health Canada Aug/07 is advising Canadians of a recall in the United States of one lot of Metaboslim Apple Cider Vinegar, which is marketed as a dietary  
                    supplement, because it has been found to contain sibutramine, a prescription medication that should only be taken under medical supervision. 
     Health Canada Sept/07 is advising consumers not to use foreign health products due to concerns about possible side-effects: Jacaranda, Queenmer Fat Loss, Li Da  
                    Dai Dai Hua Jiao Nang, J-minus and Jelimel Slimming Capsules. These products are promoted for weight loss and have been found to be adulterated  
                 with the prescription drug sibutramine. Sibutramine is used for treating obesity and should only be taken under the supervision of a health professional.  
                Junyu Jiaonanyihao has been found to contain the undeclared prescription drugs sibutramine and dexamethasone, as well as phenolphthalein, which is  
                 currently prohibited in Canada.. Heng Tong Jiangtangning Jiaonang was found to contain the prohibited drug phenformin, and the prescription drug  
                 glibenclamide (glyburide) which should only be taken under the supervision of a health professional.  
       Health Canada Jan/08 is warning Canadians not to use the unauthorized product Physio Care Lida Dai Dai Hua Jiao Nang Slimming Capsules (batch number  
                 28012007 / expiration date: Jan 2009). This product is promoted for weight loss and has been found to contain a derivative of the prescription drug  
                 sibutramine. 
       Health Canada April/08 is advising consumers not to use Xian Zhi Wei II was found to contain sibutramine and phenolphthalein, which are not meant for self-care  
                  and may cause serious side effects. 
       Health Canada Aug/08 is advising consumers not to use 9 foreign health products due to concerns about possible side-effects: Dan Bai Shou Shen Su was found to  
                   contain undeclared thyroid hormones and sibutramine. Karntien and Karntien Easy to Slim were adulterated with sibutramine and a compound that is  
                   similar in structure to sibutramine (N-desmethylsibutramine). More Slim was found to contain the undeclared pharmaceutical ingredient sibutramine.  
                   Soloslim was found to contain an undeclared substance similar in structure to the prescription drug sibutramine. It also contains the prescription drug L- 
                   carnitine, as well as synephrine, which is not authorized for sale in weight loss products in Canada. 
       Health Canada Aug/08 is advising consumers not to use 8 foreign health products due to concerns about possible side-effects: The Hong Kong Department of  
                   Health warned against the use of Natural (Xin Yi Dai) and Lasmi because Natural (Xin Yi Dai) was found to contain sibutramine and phenolphthalein, and  
                   Lasmi was found to contain sibutramine and spironolactone. The Hong Kong Department of Health warned against the use of AA Qu Feng Shu Jin Wan  
                   because it was found to contain the undeclared pharmaceutical ingredient dexamethasone. Apisate contained fenfluramine and Energy ll contained  
                   sibutramine. Obat Asam Urat and Asam Urat both contained dexamethasone, phenylbutazone and piroxicam. The Hong Kong Department of Health warned  
                   against the use of Slim 3in1 (Xiao Nan zhi Bao) because it was found to contain the undeclared pharmaceutical ingredients sibutramine and  
                   phenolphthalein. 
       Health Canada Sep/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: The Hong Kong Department of  
                    Health warned against the use of Hanguo shoushen yihao (meiti xing) because it was found to contain the undeclared pharmaceutical ingredient  
                    sibutramine. The Hong Kong Department of Health warned against the use of ARMA - Sin Gang San and New ARMA - Sin Gang San because they were  
                    found to contain the undeclared pharmaceutical ingredients sibutramine and fenfluramine.  
       Health Canada Nov/08 is advising that the Hong Kong Department of Health warned consumers not to buy or use Fat Killer, Carbohydrate Cut and Sugar- 
                    Carbohydrate Cut because they contain sibutramine and an unauthorised substance similar in structure to sibutramine. 
       Health Canada Jan 2009 is advising consumers not to use 4 foreign products: Zhuang Tjar Gere because it contains the undeclared prescription drugs sildenafil  
                     & tadalafil, Zhixhue Capsules manufactured by Vital Pharmaceutical Holdings Ltd. due to concerns of serious side- effects including liver dysfunction,  
                     Tonik Warisan Banjar because it contains undeclared dexamethasone & Healthily Slim because it contains sibutramine. 
       Health Canada Mar/09 Foreign Product:  68 Weight Loss Products; Best-life Fat Burning Capsules; Bevidan;Huiji Yin Chiao Chieh Tu Pien & Relacore. Plus  
                       Lami, Linglongquxian, Menergy M-Essence, Nyal Day & Night Cold & Flu Fighter (AUST L 146264), Nyal Cold & Flu Fighter (AUST L 146263), 999  
                       Radix Notoginseng, Batch no. 0807021, Slim Pure, Carbohydrate, Kalomee, K Carbohydrate, K Tighten Slim, & K Slimming Pills. 

                 http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_fpa-ape_2009/index-eng.php  
       Health Canada June/09 Foreign Product Alerts: Jia Yi Jian (undeclared sibutramine & tadalafil); Shan Dian Qiang Xiao Shou (undeclared sibutramine &  
                       phenolphthalein). 
       Health Canada June/09 is warning consumers not to use the unauthorized product Slim Magic Herbal, which is promoted as a weight-loss product, as it was  



                                                                                                                                                                                                                                                                    
                       found to contain an undeclared pharmaceutical ingredient similar to the prescription drug sibutramine. 
       Health Canada is warning consumers not to use the unauthorized product Nutural Slim, which is promoted as a weight-loss product, as it was found to contain  
                       the undeclared pharmaceutical ingredient sibutramine and also an undeclared pharmaceutical ingredient similar to sibutramine. 
       Health Canada June/09 warns of foreign Product Alerts: Herbal Xenicol because it contains undeclared cetilistat. BioEmagrecim, which the FDA had previously  
                       warned contained sibutramine, was also found to contain fluoxetine, furosemide and fenproporex. Products: Slimbionic, Xsvelten, 999 Fitness Essence,  
                       24" ince, Light Some, Paiyouji, Pearl White Slimming, & Reducing Weight Easily contain undeclared pharmaceutical ingredients (sibutramine and/or  
                       phenolphthalein) and/or excessive levels of lead, and may cause serious health effects.. 
     Health Canada Aug/09 is advising via Singapore Health Sciences Authority (HSA) that Delima Raja Urat contains undeclared dexamethasone,  
                       chlorpheniramine, pheniramine and sibutramine. 
     Health Canada Dec/09 is advising Canadians not to use certain Acai Berry products after a large number of shipments of adulterated products were stopped at the  
                        border.  The product names include:  Anti-Aging Acai Berry, Guarana Blast, Brazillian Pure, Anti-aging Vital Rez V, Weight Loss VitalAcai,  
                        Dietary Supplement Acai Power Blast and Muscle Mass. These products for anti-aging and weight loss were found to contain undeclared sildenafil. 

Health Canada Dec/09 is warning consumers not to use "RevolutionDS Weight Loss", an unauthorized health product promoted for weight loss, because it  
                   contains benzylpiperazine (BZP), and may pose serious health risks. 
Health Canada Dec/09 is advising consumers not to use Show Party: Hong Kong Department of Health warned consumers not to buy or consume  
                   [shou-shen pai] after it was found to contain undeclared sibutramine and phenolphthalein.  
Health Canada Jan/10 informs that U.S. FDA: Pai You Guo contains sibutramine and phenolphthalein. Hong Kong Department of Health: Ku Xiu Ba Xiang  
                   Jian Fei Wan contains sibutramine and an unauthorized substance similar to sibutramine; Super Slim (Yani)  contains sibutramine and  
                   phenolphthalein;  SHoufsy contains sibutramine & MIGAC (sic) FAT BURMING (sic) FACTOR contains sibutramine. 
Health Canada Jan/10 is warning consumers not to use the unauthorized product “The Slimming Coffee,” which was previously sold as “Lose Weight Coffee,”  
                   because it was found to contain sibutramine. 
Health Canada Mar/10 is warning Canadians that an unauthorized health product, “Herbal Diet Natural” has been found on the Canadian market and contains an  
                   undeclared pharmaceutical ingredient similar to the prescription drug sibutramine. 
Health Canada is warning Canadians that an unauthorized health product, “West Pharm Therma Lean Fat Burner Energizer” was found on the Canadian  
                    market. West Pharm Therma Lean Fat Burner Energizer contains Ephedrine and caffeine, which combined together, may cause serious and possibly  
                    fatal adverse effects.  
Health Canada Apr/10 is warning Canadians that an unauthorized health product, “Slim-30” distributed in Ontario and Quebec by Duxx Enterprises Inc., contains  
                    an undeclared pharmaceutical ingredient similar to the prescription drug, sibutramine. 
Health Canada May/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Ba Bao Xiao  
                    Ke Dan The Hong Kong Department of Health warned consumers not to buy or use Ba Bao Xiao Ke Dan after it was found to contain undeclared  
                    glibenclamide. 2. Seven Slim 7 Seshou (Qingchun Shaonüxing, Jieshixing, Guifurenxing, Songchixing), Shoushen Jiaoguan-Tinei Yundong Wan  
                   (Jian Xiabanshen, Jian Quanshen Feipang)  The Hong Kong Department of Health warned consumers not to buy or use the six products listed above  
                   after they were found to contain undeclared sibutramine and phenolphthalein. 
Health Canada May/10 is advising consumers not to use 1. Botanical Slimming 100% Natural Soft Gel, also sold as Meizitang Australian Therapeutic Goods  
                  Administration warned consumers not to buy or use this product after it was found to contain undeclared sibutramine.  2. Marsha Slim Plus  Hong  
                  Kong Department of Health warned consumers not to buy or use Marsha Slim Plus after it was found to contain undeclared sibutramine, an  
                  unauthorized substance similar to sibutramine and phenolphthalein.  3. S&S Super Slender The Hong Kong Department of Health warned consumers  
                  not to buy or use S&S Super Slender after two samples were found to contain agent similar to sibutramine. One of the tested samples also contained  
                  undeclared sibutramine and phenolphthalein. 
Health Canada June/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. COMECOO,  
                  ZHONGCAOYAO-JIANKANGJIANFEI The Hong Kong Department of Health warned consumers not to buy or consume these two products after  
                  they were found to contain undeclared phenolphthalein, sibutramine and two unauthorized substances similar to sibutramine. 2. Qingzhi Santian  
                  Shou The Hong Kong Department of Health warned consumers not to buy or consume Qingzhi Santian Shou after it was found to contain undeclared  
                  sibutramine and an unauthorized substance similar to sibutramine.   
Health Canada July/10 is advising consumers not to use the following foreign health product(s) 1. Po Chai Pills (capsule form) The Hong Kong Department of  
                  Health warned consumers not to buy or use this product after it was found to contain undeclared sibutramine and phenolphthalein. Sibutramine is a  
                  prescription drug and should only be used under the supervision of a health care practitioner while phenolphthalein is no longer authorized for sale in  
                  Canada because it may cause cancer. Po Chai Pills (capsule form) has been recalled by the manufacturer. 2.  LiPO-8 Cap and Glucomi 600 Cap   



                                                                                                                                                                                                                                                                    
                  The Hong Kong Department of Health warned consumers not to buy or use these products because they contain undeclared sibutramine.  

      Health Canada July/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:   
                     1 Body Beautiful The Hong Kong Department of Health warned consumers not to buy or consume 1 Body Beautiful after it was found to contain  
                     undeclared phenolphthalein and sibutramine. 2. USA Yaku Cell Slimming Capsules, Dong Gua Pai You Su, Qing Gua Pai You Su, and Mu Gua  
                     Pai You Su The Hong Kong Department of Health warned consumers not to buy or consume these four products after they were found to contain  
                     undeclared phenolphthalein, sibutramine and an unauthorized substance similar to sibutramine.  
      Health Canada Aug/10 is advising consumers not to use the following foreign health product(s): Que She The U.S. FDA warned consumers not to buy or use Que  
                    She after it was found to contain undeclared fenfluramine, propranolol, sibutramine and ephedrine. Sheng Yuan Fang The Hong Kong Department of  
                    Health (HKDH) warned consumers not to buy or use Sheng Yuan Fang after it was found to contain undeclared phenolphthalein and sibutramine. 
      Health Canada Sep/10 is advising consumers not to use : Joyful Slim Herb Supplement The U.S. FDA informed consumers of a recall of one lot (#101408) of  
                    Joyful Slim Herb Supplement after FDA tests found it to contain undeclared desmethyl sibutramine. The lot is being voluntarily recalled nationwide in the  
                    U.S. by the company J & H Besta Corp.   
      Health Canada Nov/10 Amana Care Seven Slim Herbal Capsules: The Israel Ministry of Health informed consumers that it found the product Amana Care Seven  
                    Slim  Herbal Capsules to contain undeclared sibutramine and residue of sildenafil.  

Health Canada Nov/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Goya–Bitter  
             Melon - Miyura Fit'x Capsules  contained undeclared phenolphthalein and sibutramine 2. Solo Slim Extra Strength - Revivexxx Extra Strength  
             contained undeclared didesmethyl sibutramine   
Health Canada Nov/10  “Fat Burner No. 1” (labelled in Chinese characters translated as “Qian Mei Yin Zi”, an unauthorized Chinese herbal weight loss  
             medicine, is being voluntarily recalled by Ying Tai TCM Supplying Ltd. after Health Canada lab tests revealed the product contains two pharmaceutical  
             ingredients: a chemical similar to sibutramine (N,N- didesmethylsibutramine), and sildenafil. 
Health Canada Dec/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Slimming  
            Beauty Bitter Orange Slimming Capsule (Slimming Beauty) The U.S. Food and Drug Administration warned consumers not to buy or use Slimming  
            Beauty after FDA lab tests revealed that this product contains undeclared sibutramine.   

     Health Canada Jan/11 The product Synerate, manufactured for Strive and distributed by Upper 49th, is being voluntarily recalled from the Canadian market  
                 because of the risk of serious, potentially fatal adverse effects from the combination of the ingredients in the product.  Synerate, a product used for weight  
                 loss or body building, contains caffeine and synephrine, which is similar to ephedrine. 
     Health Canada Feb/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Fruta Planta,  
                 Reduce Weight Fruta Planta  The U.S. FDA warned consumers not to buy or use Fruta Planta and Reduce Weight Fruta Planta after FDA lab tests  
                 revealed that this product contains undeclared sibutramine.  2. Slimming Factor  The Australian TGA warned consumers not to buy or use Slimming  
                 Factor after TGA lab tests confirmed the presence of the undeclared substances sibutramine, fenfluramine and phenolphthalein. According to the TGA  
                 release, the product is sold over the Internet. 

Health Canada Mar/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  
           1. Celerite Slimming Capsules: The U.S. FDA informed consumers of a company recall of CeleriteTM Slimming Capsules after it was found to contain  
            undeclared sibutramine. 2. Herbal Flos Lonicerae (Herbal Xenicol) Natural Weight Loss Formula: The product was found to contain undeclared  
            sibutramine at more than twice the dose that was normally prescribed before sibutramine was removed from the UK market in 2010.  
Health Canada May/11 is advising consumers not to use: 1. Dr.  Health Series CM Factor  The Hong Kong Department of Health warned consumers not to buy  
           or use this product after found to contain substance similar to sibutramine.  
Health Canada July/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:   
            1. Slim Xtreme Herbal Slimming Capsules The U.S. Food and Drug Administration informed consumers of a voluntary recall after Slim Xtreme Herbal  
             Slimming Capsules was found to contain undeclared sibutramine.  
Health Canada Aug/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  
            1. Celerite Slimming Tea The U.S. FDA informed consumers of a company recall of Celerite Slimming Tea after it was found to contain undeclared  
            sibutramine. 2. Pink Lady for Women Capsules, St Nirvana Herbal Slimming Capsules The Australian TGA warned consumers not to use these  
            products after Pink Lady for Women Capsules was found to contain undeclared tadalafil while St Nirvana Herbal Slimming Capsules was found to  
            contain undeclared sibutramine and phenolphthalein. According to the TGA advisories, these products are sold over the Internet. 3. Fifteen products  
            promoted for weight loss The Hong Kong Department of Health (HKDH) warned consumers not to buy or use these 15 products after they were found to  
            contain at least one of the following undeclared substances: phenolphthalein, sibutramine, and/or an unauthorized substance similar to sibutramine. 
Health Canada Oct/11 is advising Canadians not to use these foreign health products as they may pose a health risk. Slim Forte Slimming Capsules, Slim Forte  



                                                                                                                                                                                                                                                                    
            Double Power Slimming Capsules, Slim Forte Slimming Coffee and Meizitang Botanical Slimming Soft Gel-The U.S. Food and Drug  
            Administration warned that these weight loss products contain an unauthorized drug (sibutramine). OxyELITE Pro capsules and Pure Fat Three Days  
            Reduce Weight capsules- The Australian Therapeutic Goods Administration warned that these weight loss products contain an unauthorized drug  
            (sibutramine), or a prescription drug (yohimbine).  

      Health Canada Nov/11 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Metabolic Advantage The Singapore  
                 Health Sciences Authority warned that this weight-loss product contains prescription drugs (thyroid hormones). 2. Tian Ma Tu Chung Seven Leave  
                 Ginseng, Vall-Boon Tongkat Al, and Pao Ni Kang  The Singapore Health Sciences Authority warned that these traditional herbal products contain  
                 prescription and over-the-counter drugs (dexamethasone, ketoconazole, repaglinide, pheniramine, and chlorpheniramine). 3. Slimming Kapsul The Hong  
                 Kong Department of Health warned that this weight-loss product contains an unauthorized drug (sibutramine) and a prescription drug  (spironolactone). 4.  
                 Pancre-Plus The Hong Kong Department of Health warned that this counterfeit Chinese medicine contains an unauthorized drug (phenformin) and a  
                 prescription drug (glyburide).  

 Health Canada Jan/12 advises:  1)17 weight loss products (see Alert for a complete list)  A-Slim 100% Natural Slimming Capsule, Acai Berry Soft Gel ABC,  
           Advanced Slim 5 >DaiDaiHuaJiaoNang, Dream Body Slimming Capsule, Fruit Plant Lossing Fat Capsule, Health Slimming Coffee, Ja Dera 100%  
         Natural Weight Loss Supplement, Leisure 18 Slimming Coffee, Lishou, Magic Slim Tea, Magic Slim Weight Reduction Capsule, P57 Hoodia, Pai You Guo  
         Slim Tea, PhentraBurn Slimming Capsules, Slender Slim 11 Tengda. The U.S. Food and Drug Administration warned that these weight loss products  
         contain unauthorized drugs (sibutramine, phenolphthalein).  2. Slimina weightloss capsules, S-shape slim capsules  The Australian Therapeutic Goods  
         Administration warned that these weight loss products contain prescription drugs (propranolol, nifedipine) and/or unauthorized drugs (sibutramine,  
         fenfluramine, phenolphthalein).  3. Cardiotium, Paidusu, SlimEasy Herbs Capsule, Tianran Zuanshi Xianweisu  The Hong Kong Department of Health  
         warned that these health products contain prescription drugs (losartan, atorvastatin, thyroxine) and/or unauthorized drugs (sibutramine, phenolphthalein). 
Health Canada May/12  1. CanSui; Lexscl Fat Rapid Loss Capsule; The Extreme-thin Fat Burning Bomb;  Xiu Zhi Su L-Carnitine Slimming Capsule   
         The Hong Kong Department of Health warned that these weight loss products contain unauthorized drugs (sibutramine, phenolphthalein).  2. Lipro Diet  
         Pills; Xiyouji Qingzhi weight loss capsules  The Australian Therapeutic Goods Administration warned that these weight loss products contain an  
         unauthorized drug (sibutramine).    
Health Canada June/12  1. Mince Belle; Everlax; Ever Slim; Ever Slim Shake Mix (Strawberry); Ever Slim Shake Mix (Chocolate); Acai-Man  
          Mangosteen Herbal Drink; Perfect Men: The U.S. Food and Drug Administration informed of a recall because these weight loss and sexual enhancement  
          products contain prescription drugs (sibutramine or tadalafil).  2. Japan Weight Loss Blue, Japan Rapid Weight Loss Diet Pills Green; Japan Rapid  
          Weight Loss Diet Pills Yellow: The U.S. Food and Drug Administration warned that these weight loss products contain prescription drugs (sibutramine,  
          ephedrine alkaloids) and unauthorized drugs (phenolphthalein, and substances similar to sibutramine).   
Health Canada Jun/12 testing has identified that the weight loss product “ZXT Gold” bee pollen capsules contain sibutramine and phenolphthlalein. 
Health Canada is advising Canadians that three unauthorized products "Goya Bittermelon", "S-organic Cocoa+L-carnitine", or  
          "KaBaNa L-Carnitine 360 Slimming Coffee”, promoted for weight loss have been seized from “Cube Inc.”, a box-store in Richmond, B.C. These  
          products contain hidden drug ingredients (sibutramine and phenolphthalein) that may pose serious health risks. Caffeine was also found in two products and  
          was not listed on the product label. 
Health Canada Aug/13 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Brazilian Slimming Coffee, Leisure 18  
          Slimming Coffee, 7 Days Slimming Coffee, Brazilian 7 Days Slimming Coffee, Beauty Secret Slimming Coffee, Body Beauty 5 Days Slimming  
         Coffee, Leisure 18 Slimming Mango Juice, Leisure 18 Slimming Orange Juice, Authentic Leisure 18 Slimming Orange Juice, Super Slim Orange  
         Juice, Coffee Fashion Slimming The Hong Kong Department of Health has advised consumers not to use these products after they were found to contain  
         the undeclared drug ingredients sibutramine and/or phenolphthalein. http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34859a-eng.php  
         5. Best Slim capsules, Meizi Evolution Botanical Slimming soft gel capsules The Australian Therapeutic Goods Administration warned consumers not to  
        use these products after they were found to contain the undeclared drug sibutramine. 
Health Canada Nov/13 is advising Canadians not to use these foreign health products as they may pose a health risk. These products have been found by  
        regulators in other countries to contain drug ingredients or soy milk allergens that are not declared on the product labels, or a high level of microbial  
        contamination. Prescription drugs should only be taken under the supervision of a healthcare professional.   These products are not authorized for sale in  
        Canada and have not been found on the Canadian market, but they may have been brought into the country by travellers or purchased over the Internet:   
        1. Aisiyuan V26 Slimming Granules, AcaiBerry Living-XS, and 4C Cosmoslim , http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36269a-eng.php ;   
        2. MAXILOSS Weight Advanced  http://healthycanadians.gc.ca/recall-alert-     rappel-avis/hc-sc/2013/36197a-eng.php;  
        3. ESV Extra Strong Version, MSV Strong Version, RL Rapid Loss, My Slimmer Me (MSM) soft gel capsules, Natural Miaotiaoyishen capsules,  
            and Paiyouji Natural Slimming Capsules http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36521a-eng.php. 



                                                                                                                                                                                                                                                                    
Health Canada Feb/14: 1. Lightning 10.0+, LV Shou Reduces Fat, and STB Summit of the Thin Body S Woman Degreasing Burning Pill  The Hong Kong  
        Department of Health warned consumers not to use this product after it was found to contain sibutramine, phenolphthalein, and indomethacin. 
Health Canada Apr/14 has seized the unauthorized drug, “L-Showm Weight Loss Pills”, being sold at the U-Box store, located at 2809-4500 Kingsway,  
         Burnaby, BC. Health Canada testing found that it contained an undisclosed ingredient, phenolphthalein. 
Health Canada Apr/14: Four unauthorized drugs being sold at two SVN FUEL stores - one in Burnaby and one in Coquitlam, B.C. - were seized by Health  
         Canada as they contain ingredients that are potentially dangerous to the health of consumers. The products, and the unapproved ingredients they contain,  
         include Jack3d (DMAA (1, 3-dimethylamylamine), Red Rockets (ephedrine and caffeine), West Pharm Therma Lean (ephedrine and caffeine), and  
         OxyElite Pro (1, 3-dimethylamylamine HCl and Yohimbe Bark extract). They were being promoted for weight management. 

      Health Canada May/14  Esbelin siloutte te, Esbelin Siloutte Herbal blend with L-Carnitine, Esbelder man, Esbelder fem, Esbelder siloutte contains  
               Sibutramine, N-Desmethylsibutramine, and N-di-Desmethylsibutramine; Instant Slim contains  sibutramine and phenolphthalein.  

Health Canada May/14 One lot of Lite Fit USA (Lot Number 13165, Exp. 05/17) is being voluntarily recalled in the U.S. after analysis by the U.S. Food and  
         Drug Administration revealed the lot contains the undeclared prescription drug sibutramine. 
Health Canada May/14: 1. Slim Fortune, Lidiy & Slim Expert: FDA found sibutramine; 2. Dr. Mao Slimming capsules, Perfect Body Solutions, Burn 7:  
         FDA found sibutramine; Bella Vi Insane Amp’d Up, Be Inspired, Goodliness Fat Reducing capsules, Jimpness Beauty Fat Loss capsules:  
         FDA found sibutramine and phenolphthalein.  
Health Canada June/14: Asset Extreme, Asset Extreme Plus, Meizitang Citrus, Slimming Diet Berry Plus, Citrus Fit Gold, Hot Detox, Thinogenics  
        contains sibutramine. Tonic Life BP & Slimfast capsules contains phenolphthalein .  Dr. Ming’s Chinese Capsule, Magic Slim and Apple’s Quick  
        Impact Weight Loss contains sibutramine and phenolphthalein.  
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Additional: 
FDA Jan/14 is warning that the over‐the‐counter constipation drug sodium phosphate (marketed as Fleet, and generics) has been tied to heart and kidney damage and even death when patients exceed 
the recommended dose. The agency has identified over 50 serious adverse events related to dehydration and electrolyte disturbances (sodium, calcium, and phosphate) with both the oral and rectal 
formulations. Most cases occurred in older adults and children younger than 5 years.   



 
Cochrane reviews CD: 
 TNF-a for induction: data not combined.  One RCT indicates single infusion may induce remission. CDP571 may induce remission; no evidence for etanercept. Need longer f/u to assess SE such as TB & lymphoma. 
 MTX for induction: data not combined.  Evidence from a single large trial suggests benefit of MTX 25 mg IM weekly for induction of remission & complete withdrawal from steroids in refractory disease.  No evidence 

supports lower dose PO MTX. 
 CsA for induction: low dose PO CsA does not induce remission.  Higher PO or IV doses not adequately evaluated, but risk SE such as nephrotoxicity.  One study found clinical improvement on unvalidated scale, but 

remission not assessed. 
 AZA and 6-MP effective for inducing remission (NNT=5); OR increases after 17 weeks of tx; NNT=3 for steroid sparing effect; NNT for SE=14. 
 Budesonide: superior to placebo for induction & superior to mesalamine; budesonide was inferior to prednisone/prednisolone, but fewer SE.  Note: in disease limited to ileum or ascending colon. 
 Natalizumab: superior to placebo for induction, but trials halted after 2 cases fatal progressive multifocal leukoencephalopathy in MS. 
 Corticosteroids superior to enteral nutrition therapy for induction. 
 5-ASA not superior to placebo in maintaining remission in CD.     
 PO budesonide 6 mg/day not effective in maintaining remission. 
 Anti-tubercular tx for maintaining remission: may be effective when remission induced by corticosteroids combined with anti-TB tx; however, this is based on subgroup analyses of 2 trials with small numbers 
 Corticosteroids (maintenance): not effective and increased AE. 
 Probiotics (maintenance): Lactobacilli GC, E. coli strain Nissle 1917, VSL#3, Saccharomyces boulardii-all not effective, but may be due to small sample size 
 AZA (maintenance): effective NNT=7 for maintenance; NNT=3 for steroid sparing; NNH=19. 
 

Cochrane reviews UC: 
 5-ASA superior to placebo to induce remission in UC & trended towards benefit over sulfasalazine (SSZ).  However, cost an issue, therefore SSZ generally preferred. 5-ASA has fewer SE than SSZ.  5-ASA not associated 

with male infertility, but SSZ is.  
 5-ASA superior to placebo in maintaining remission for UC (NNT=6).  5-ASA NOT superior to SSZ (NNT= -19), indicating SSZ superior.  HOWEVER, many trials required tolerance of SSZ as part of inclusion criteria 

(Bergman 2006) 
 Transdermal nicotine superior to placebo for inducing remission in UC, however no benefit was seen when compared to standard therapy (oral prednisone or mesalamine).  More patients on transdermal nicotine withdrew 

due to AE then placebo or standard therapy. 
 Only 2 small trials identified for CsA; could not be pooled as major differences in design & patients involved.  Quick response rates in severe disease appear beneficial, but long-term effects unknown. 
 In moderate-severe, refractory disease, infliximab induces remission.  NNT=5 at 8 weeks (based on ACT studies alone) 
 Systematic review: Combination topical & oral 5ASA superior to oral 5ASA for induction of remission of mild-mod UC.  Intermittent topical 5ASA superior to oral for prevention of relapse of quiescent UC.Ford et al.   
 
Contributors and Reviewers: Dr. G. Bruce (SHR-Gastroent-Peds), Dr. L.J. Worobetz (SHR-Gastroent), Dr. P.C. Ganguli (SHR-Gastroent), Dr. P. Thomson (Winnipeg Health Sciences Centre – Pharmacy-
GI) 
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EXTRAs 

Sample NG Tube admin instructions for giving a MUPS formulation of a PPI: administering via feeding tube is as follows: "Pre-flush tube with 20 mL SW. Prepare & 
give immediately:  put tab in catheter tip syringe.  Draw up 25 mL SW for 14 French tubes or 50 mL SW for 8-13 French.  Shake to disperse tab.  Hold syringe tip up & 
check tip for clogging.  Attach syringe keeping tip up.  Point tip down & give 5-10 mLs.  Remove, shake again & give remaining susp.  Refill syringe with 25 mL SW, shake 
to suspend any remaining sediment & give.  Post-flush with 40 mL SW for ND, NJ, PGJ and PG tubes and 20-30 mL for all other tube types." 
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Extras: 
 

Discontinued Drugs: Alosetron LOTRONEX (2000 ‐severe constipation & ischemic colitis) avail. in USA  special access 5HT3 antagonist.  Not avail. in Canada. 
 

Tegaserod  ZELNORM: Mar07‐ suspended due to CV ischemic events; but Apr08‐FDA for Emergency IND situations only use in IBS‐constipation & chronic idiopathic constipation in <55yr with no hx of heart problems. 6 mg po bid $160 (NNT=14) 5HT4 agonist 

Not avail in Canada.   
 
 

Acupuncture: no difference in IBS symptom severity or IBS‐related quality of life when compared to shame‐acupuncture.81 
 

Patient Handout http://www.nice.org.uk/nicemedia/live/11927/40608/40608.pdf  
 

Notes: 
 Children with IBS or functional abdominal pain: probiotic Lactobacillus rhamnosus GG 3 billion colony forming units twice daily reduced # of pain episodes & pain 
intensity by 50% more in Tx vs Pl group (8wks; ave age 6).53 

 A high‐fibre diet and increased frequency of bowel movements may not protect against diverticulosis.72 
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N/V EXTRAS:  
 

Alarm signs - “Red Flags” for more severe GI disease:  
- age >55, unintended  weight, progressive dysphasia, persistent vomiting, evidence for GI bleed, family hx of GI cancer, altered mental status, abdom pain, feculent vomiting, hematochezia, melena, focal neurologic deficit. 
 

Links:  
NHS – CKS: Nausea and Vomiting in Pregnancy - management: http://www.cks.library.nhs.uk/nausea_vomiting_in_pregnancy ;   NGC: ACCC Netherlands: http://www.guideline.gov/summary/summary.aspx?doc_id=11793  
CINV Guidelines:  1) MASCC:  http://www.mascc.org/content/1.html   ;    2) ASCO: http://www.asco.org/portal/site/ASCO/    
BWH-Overtreatment of PONV:  1) low doses of ondansetron, 1mg iv q6h, adequate ;  2) allow for onset, 30 minutes http://www.brighamandwomens.org/pharmacoepid/Research/EduMaterials/antiemetics3.05.04-web.pdf  

 
Other:  

 Fosapreitant: Injectible form of EMEND, 150mg vial in Canada. 
 
Hyperemesis gravidarum 

 N/V in pregnancy common, but hperemesis gravidarum likely affects <1% 
Tx: fluids & electrolytes, thiamine (or IV if prolonged & unable to take po), antiemetics. 
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FDA May 2007 FDA chemical analysis revealed that Energy Max contains thione analog of sildenafil, a substance with a structure similar to sildenafil, the active ingredient in Viagra, an FDA-approved drug for ED.Substances  
             like this are called analogs because they have a structure similar to another drug and may cause similar side effects and drug interactions. True Man contains a thione analog of sildenafil or piperadino vardenafil, an  
            analog of vardenafil, the active ingredient in Levitra, another FDA-approved prescription drug for ED. Neither the thione analog of sildenafil nor piperadino vardenafil are components of approved drug products.  
FDA: Sept 21, 2007 -- TWC Global LLC, Inc., issued nationwide recall of Axcil and Desirin, both marketed as dietary supplements, because they contain potentially harmful, undeclared ingredients. FDA laboratory analysis of Axcil and Desirin found that  
             the lot of 02B07 contained 3mg/g of sildenafil, the active ingredient of a FDA approved drug used for erectile dysfunction (ED). 
FDA Feb/08 Palo Alto Labs and FDA notified consumers and healthcare professionals of a voluntary nationwide recall of two dietary supplements, Aspire36 and Aspire Lite. The products were  
             recalled because they were found to contain Aildenafil in trace amounts and Dimethyl sildenafil thione, an analog of Sildenafil, a drug used to treat erectile dysfunction.  
FDA May/08 The U.S. Food and Drug Administration is advising consumers not to purchase or use "Blue Steel" or "Hero" products, marketed nationally as dietary supplements, because these products contain undeclared ingredients similar to sildenafil. 
FDA May/08 is requesting that the manufacturer of Xiadafil — an "all natural" dietary supplement sold to treat erectile dysfunction — recall all its stock from natural food stores & discontinue marketing it on the Web since it contains an analog of sildenafil. 
FDA May/08 notified consumers and healthcare professionals that supplement products sold under the brand name of Viril-ity Power (VIP) Tablets is being recalled because one lot was found to contain a potentially harmful undeclared ingredient,  
             hydroxyhomosildenafil, an analog of sildenafil. 
FDA July/08 Jack Distribution, LLC issued a voluntary nationwide recall of selected lots of Rize 2 The Occasion Capsules and Rose 4 Her Capsules, marketed as dietary supplements. The products were recalled because certain lots contained  
               thiomethisosildenafil, an undeclared analog of sildenafil, a FDA-approved drug used for Erectile Dysfunction. 
FDA July/08 not to buy or use Viapro 375mg Capsules because one lot of the product was found to contain a potentially harmful undeclared ingredient, thio-methisosildenafil, an analog of sildenafil. 
FDA Aug/08 chemical analysis of Xiadafil VIP tablet lots 6K029 and 6K029-SEI found that the product contained an undeclared ingredient, hydroxyhomosildenafil 
FDA Mar/09- Bodee LLC and FDA notified consumers and healthcare professionals of a nationwide recall of all the company's supplement product sold under the name Zencore Plus. FDA lab analysis of Zencore Plus samples found the product contains  
               benzamidenafil, an undeclared drug product and a PDE5 inhibitor. 
FDA Apr/09 Nature & Health Co. and FDA notified healthcare professionals of a recall of a supplement product, Libimax. FDA analysis found the product contains tadalafil. 
FDA July/09 and  Haloteco notified healthcare professionals and consumers of a nationwide voluntary recall of Libipower Plus. Lab analysis of Libipower Plus samples were found to contain undeclared Tadalalafil. 
FDA July/09 found Steam (Nutracoastal Trading LLC’s dietary supplement) product contains sulfoaildenafil, an analog of sildenafil. 
FDA Nov/09 notified consumers that Stiff Nights, a product sold as a dietary supplement, contains sulfoaildenafil, a chemical similar to sildenafil (Viagra). 
FDA Nov/09  & RockHard Laboratories notified consumers that RockHard Weekend, a product sold as a dietary supplement, contains sulfoaildenafil, an analogue of sildenafil. 
FDA Dec/09 warned that Atlas Operations, Inc. notified consumers of a nationwide recall of the company's dietary supplements for sexual enhancement. These products are sold as dietary supplements throughout the USA. FDA lab analyses found that the  
                products tested from certain batches contain Sulfoaildenafil. 
FDA Mar/10 & Natural Wellness notified consumers that MasXtreme, a product sold as a dietary supplement contains aildenafil close in structure to sildenafil and is expected to possess a similar pharmacological and adverse event profile as well as the drug  
                phentolamine which is an alpha-adrenergic blocker. 
FDA Apr/10 & Kanec USA notified healthcare professionals of a nationwide recall of Stud Capsule For Men [Lot #060607-01/060108-01, Exp 6-2013], after being informed by FDA that laboratory analysis of a sample found the product to be adulterated  
                with sildenafil, an FDA approved drug.   
 



 
FDA June/10 Magic Power Coffee:  Product marketed as a dietary supplement for sexual enhancement contains the drug ingredient hydroxythiohomosildenafil. 
FDA Aug/10 lab analysis of Revivexxx Extra Strength was found to contain undeclared tadalafil. 
FDA Aug/10 notified Novacare LLC that certain products appear to contain sulfoaildenafil: Stiff Nights, Aziffa, Size Matters, Erex, Mojo, Hard Drive, Eyeful, Red Magic, Straight Up, Zotrex, Monster Excyte, WOW, Xaitrex, Verect, Prolatis,  
                 Xytamax, Maxyte, Libidinal, OMG, OMG45, and Zilex (with Golden Spear) summers.  

        FDA July/10 & Good Health, Inc. is conducting a voluntary recall after FDA lab analyses found that the product tested from certain batches of Vialipro contain Sulfoaildenafil.  
FDA July/10 notified consumers that lab analysis of lots of ejaculoid XXTREME and stimuloid II found that the products, sold as dietary supplements, contain sulfoaildenafil  
FDA Aug/10 had Lab analysis of Mr. Magic to contain hydroxythiohomosildenafil and sulfoaildenafil. 
FDA Aug/10 analyzed TimeOut and determined that it contains hydroxythiohomosildenafil. 
FDA Nov/10 ISSUE: Lab analysis has found Duro Extend Capsules for Men to contain Sulfoaidenafil, an analogue of Sildenafil 
FDA Dec/10 warned consumers not to use Man Up Now capsules, marketed as a dietary supplement for sexual enhancement, because FDA analysis determined that the product contains sulfoaildenafil 
FDA Dec/10 notified the public that testing determined that RockHard Weekend Lot Numbers 100159 and 100260 sold as blister packs, 3ct bottles and 8ct bottles & Pandora Lot Numbers 100378 sold as blister packs & Passion Coffee contain an  
                 analogue of sildenafil.   
FDA Mar/11 notified Biotab Nutraceuticals, Inc. that two lots of counterfeit product purporting to be Extenze contain undeclared drug ingredients. Specifically, lot 0709241 contains tadalafil and sildenafil, and lot 0509075  
               contains tadalafil and sibutramine. 
FDA Mar/11 laboratory analysis confirmed that Black Ant contains sildenafil. 
FDA Mar/11 ISSUE: FDA lab analysis of X-Hero found the product contains sulfosildenafil, the analogue of the active ingredient of an FDA-approved drug. In addition, FDA  
               analysis of Male Enhancer sample found the product contains tadalafil. 
FDA Apr/11 Lab analyses of Best Enhancer found that the products to contain Sulfoaildenafil. 
FDA May/11 Regenerect: Recall - Undeclared Drug Ingredient of lab confirmed the presence of Sulfoaildenafil. 
FDA June/11 lab analyses found Via Xtreme Ultimate Sexual Enhancer Dietary Supplement for Men to contain sulfoaildenafil methanesulfonate. 
FDA Nov/11 lab analysis for Lot 10090571 found Virility Max to contain sulfoaildenafil.  
FDA Feb/12 Healthy People Co. notified the public of a recall of the company’s dietary supplements sold under the brand names Healthy People Co. FDA lab confirmed presence of Sibutramine & Tadalafil, making these products unapproved new drugs.  
                (Mince Belle Dietary Supplement, PERFECT Men Dietary Supplement , EVERLAX Dietary Supplement, EVER Slim Dietary Supplement, Herbal Drink Acai-man Mangosteen Dietary Supplement, EVER SLIM Shake Mix Dietary Supplement) 
FDA Feb/12 Regeneca, Inc. notifed the public of a nationwide recall of RegenArouse, Lot Number 130100. FDA lab analysis confirmed the presence of Tadalafil. 
FDA Feb/12 is advising consumers not to purchase or use “Hard Ten Days,” & “Man King” a product for sexual enhancement sold on various websites.  FDA laboratory analysis confirmed that “Hard Ten Days” contains sildenafil 
FDA Apr/12 laboratory analysis confirmed that “France T253” contains sildenafil. 
FDA Apr/12 is advising consumers not to purchase or use “X-Rock,” a product for sexual enhancement manufactured by CRM Laboratories and sold on various websites, including www.xrockme.com.  FDA laboratory analysis confirmed that “X-Rock”  
                 contains sildenafil and hydroxythiohomosildenafil. 
FDA Apr/12 laboratory analysis confirmed that “Instant Hard Rod” contains aminotadalafil. FDA laboratory analysis confirmed that “ZenMaxx” contains aminotadalafil. FDA laboratory analysis confirmed that “RigiRx Plus” contains aminotadalafil. 
FDA May/12 is advising consumers not to purchase or use “VMaxx Rx,” a product for sexual enhancement sold on various websites, including www.vmaxxrx.com.  FDA laboratory analysis confirmed that “VMaxx Rx” contains the undeclared ingredient  
                 sulfoaildenafil.  FDA is also advising consumers not to purchase or use “Boost — Ultra Sexual Enhancement Formula.”  This product is promoted and sold on various websites, includingwww.boostultra.biz. FDA laboratory analysis confirmed  
                 that “Boost—Ultra Sexual Enhancement Formula” contains sildenafil. FDA is also advising consumers not to purchase or use “Firminite,” a product for sexual enhancement sold on various websites, including www.firminite.com.  FDA  
                 laboratory analysis confirmed that “Firminite” contains tadalafil. 
FDA May/12 West Coast Nutritionals, Ltd. is conducting a recall of all lots of their dietary supplements Firminite, Extra Strength Instant Hot Rod, & Libidron to the consumer. FDA lab analysis of Firminite was found to contain undeclared Tadalafil.  
FDA May/12  is advising consumers not to purchase or use “EreXite,” a product for sexual enhancement sold on various websites, including www.amazon.com. FDA laboratory analysis confirmed that “EreXite” contains tadalafil. 
FDA Aug/12 CRM Laboratories is conducting a consumer/user level recall of all X-ROCK 3 Day Pill For Men and Z-ROCK products sold between October, 2011 and April, 2012. Finished product of X-ROCK 3 Day Pill for Men and Z-ROCK was tested  
                and found to contain an analogue of an ingredient in an FDA-approved drug. Analytical tests conducted by the FDA concluded that the products contained sildenafil and hydroxythiohomosildenafil. 
FDA Aug/12 Revatio (sildenafil) should not be prescribed to children and adolescents with pulmonary arterial hypertension, according to an FDA MedWatch alert. The warning is based on the results of a trial published in Circulation that showed  
                increased mortality at medium and high doses of Revatio, compared with low-dose treatment, among patients aged 1 to 17 years. Low-dose Revatio did not improve exercise capacity.   
FDA Sep/12: Body Basics Inc. announced that it is conducting a voluntary nationwide recall of ACTRA-Sx 500 Dietary Supplement Capsules, Lot 008-A, Expiration December 2013.  The Company, through independent lab analysis, has confirmed the  
                 presence of Sildenafil Citrate. 
FDA Sep/12 Evol Nutrition Associates, Inc./Red Dawn (“Evol Nutrition”) notified the public of a nationwide recall of all lots of two dietary supplement products distributed by the company under the names  
                 Mojo Nights and Mojo Nights for Her to the consumer level. Testing by the FDA revealed the presence of undeclared tadalafil and sildenafil in Mojo Nights (Evol Nutrition is also recalling Mojo Nights for Her).  
FDA Dec/12: Libigrow, Libigrow XXXtreme, Blue Diamond, Blue Diamond Platinum, Mojo Nights, Mojo Nights Supreme, And Casanova: Recall - Undeclared Ingredients Sulfoaildenafil and Thioaildenafil. 
FDA Jan/13 Freedom Trading is conducting a voluntary consumer recall of a product sold as a dietary supplement under the brand name of Super Power. This product was sold between August 2012 and January 2013 nationwide & the products contained  
                 trace amounts of sildenafil.  
FDA Mar/13  Green Planet, Inc. notified the public of a recall of its dietary supplement product Night Bullet. Analytical tests conducted by the FDA found that the product contains trace amounts of Sulfohydroxyhomosildenafil and Aminotadalafil, which  
                  are analogues of sildenafil.  
FDA Apr/13 laboratory analysis confirmed that “Ninja Mojo”&  “Love Rider”  contains tadalafil. FDA also confirmed that “AFFIRM XL” contains the undeclared ingredient sulfoaildenafil.  
FDA Apr/13 Consumer Concepts, Inc. notified the public of a consumer/user level recall of all ROCK-It MAN Male Enhancement Capsules sold between October, 2012 and April, 2013. Analytical tests conducted by the FDA concluded that the product  
                  contained hydroxythiohomosildenafil. 
FDA Apr/13 Affirm XL, Inc. is conducting a voluntary recall to the consumer level after FDA lab analysis testing found the product to contain an analogue of sildenafil.  
FDA Apr/13 laboratory analysis confirmed that “Sex Plus” contains undeclared sildenafil, tadalafil, sulfosildenafil and dimethylacetildenafil. FDA laboratory analysis confirmed that “Zoom-Zooma-Zoom” contains sildenafil, the active ingredient in the  
                   FDA-approved prescription drug Viagra. 
FDA May/13 American Lifestyle is announcing that it is conducting a voluntary recall of all lots of Vicerex UPC 893490820087 and Black Ant UPC 4026666142546. Laboratory analysis conducted by the FDA has determined the Vicerex product contains  
                   undeclared tadalafil and the Black Ant product contains undeclared sildenafil. 
FDA May/13 is advising consumers not to purchase or use “Bullet Proof,” a product promoted and sold for sexual enhancement on various websites and in some retail stores. FDA laboratory analysis confirmed that “Bullet Proof” contains tadalafil.  Plus  
                   Chang Kwung announced today that it is conducting a voluntary nationwide recall of the company’s dietary supplements sold under the brand name Lightning Rod (500 mg per capsule packaged in 3-count, UPC 6 89076 20257 2 and 12-count  
                   bottles, UPC 6 89076 20297 8), because FDA testing found the Lightning Rod Capsules to contain an analogue of Sildenafil. 
FDA May/13: BeaMonstar Products notified the public that it is recalling its SexVoltz, Velextra, and Amerect capsules. Laboratory analysis conducted by the FDA on SexVoltz and Velextra has determined these products contain undeclared tadalafil.  
FDA Jun/13 laboratory analysis confirmed that “Reload” ,  “Cave Diver” , "Super Cheetah", “Nights to Remember” , & “X Zen Platinum”, contains  sildenafil. 
FDA Jun/13 A sample of Royal Dragon Herbal Tonic Balls contains vardenafil. 
FDA July/13 Clalis, Exten 1300 & MaxTreme Zen contains sildenafil, while MVP Mega contains talalafil. 
FDA July/13 Silver Sword & Clalis contains sildenafil. 
FDA Aug/13 Volcano Company is recalling all lots of Volcano Male Enhancement Liquid and Volcano Male Enhancement Capsules to the consumer level. FDA test results revealed the Volcano Male Enhancement Liquid has been found to contain  
                     undeclared Desmethyl Carbodenafil, Dimethylsildenafil, and Dapoxetine.  
FDA Aug/13: Jack Rabbit Inc. announced that it is conducting a voluntary nationwide recall of one lot of the company's dietary supplement product sold under the name Jack Rabbit. FDA lab analysis of the product was found to contain Sildenafil and  
                     Tadalafil. 
FDA Aug/13 Hardmenstore.com is voluntarily recalling 1000 lots of 72HP, Evil Root and Pro Power Max at the consumer level. According to representatives of the FDA, 72HP, Evil Root and Pro Power Max have reportedly been found to contain  
 



 
                       amounts of the PDE-5 Inhibitor, sildenafil. 
FDA Sep/13 is advising consumers not to purchase or use XZone Premium, a product promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that XZone Premium contains sildenafil, tadalafil, and dapoxetine. 
FDA Sep/13 is advising consumers not to purchase or use Wood-E, a product promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that Wood-E contains sildenafil. 
FDA Sep/13 is advising consumers not to purchase or use  Xzen 1200, Xzen Gold or Xzen XPress, products promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that it contains either sildenafil & tadalafil. 
FDA Sep/13 Haute Health, LLC is voluntarily recalling all lots of Virilis Pro, PHUK and Prolifta at the retail and consumer level. Virilis Pro, PHUK and Prolifta have been found to contain amounts of the PDE-5 Inhibitor sildenafil. 
FDA Nov/13:  Fossil Fuel Products, LLC, is recalling lots QL110714A102 and QL110408B046 of “RezzRX.” Laboratory analysis conducted by the FDA determined the RezzRX lot QL110714A102 contains undeclared hydroxylthiohomosildenafil and  
                 aminotadalafil and RezzRX lot QL110408B046 contains undeclared hydroxylthiohomosildenafil.  
FDA Nov/13: Jobbers Wholesale is recalling Lot No. KWAKPMC030505175957019 of Rhino 5 Plus, Lot No. JBP-L-1270-70 of Maxtremezen and Lot No. KWAKPMC03050517 of Extenzone. FDA analysis found these products to contain undeclared  
                 desmethylcarbondenafil and dapoxetine, making these products unapproved new drugs.  
FDA Nov/13 Vitality Research Labs is recalling lots K58Q and F50Q of VitaliKOR Fast Acting. FDA laboratory analysis on VitaliKOR has determined that this product contains undeclared Vardenafil and Tadalafil. 
FDA Nov/13:  Tendex is voluntarily recalling Lot# F51Q of P-Boost and Lot # F51Q of NatuRECT to the consumer level. FDA laboratory analysis on Lot# F51Q of P-Boost, which the firm also labels as NatuRECT, has determined that this product  
                 contains undeclared tadalafil. 
FDA Nov/13 Alpha Male contains sildenafil & other analogs. 
FDA Jan/14 Midwest Wholesale is voluntarily recalling the following products Boost: Ultra, XZone Gold, Sexy Monkey, Triple MiracleZen Platinum, Magic for Men, "New" Extenze, and New XZen Platinum.  
                 FDA analysis found these products to contain undeclared Sildenafil and/or Tadalafil. 
FDA Jan/14: JINQIANGBUDOR Red Dragon & Tiger King contains sildenafil; Bali Mojo & Vimax contains tadalafil; SexRx Contains both sildenafil and tadalafil. 
FDA Mar/14  is clarifying its previous recommendation related to prescribing Revatio (sildenafil) for children with pulmonary arterial hypertension (PAH). Revatio is FDA-approved only to treat PAH in adults, not in children; however, health care  
                 professionals must consider whether the benefits of treatment with the drug are likely to outweigh its potential risks for each patient. 
FDA Mar/14: Nova Products, Inc. issued a voluntary recall of the following products: African Black Ant (Lot# 2006-000926), Black Ant (Lot# 2006-3627878), XZen Gold (Lot# 130310GL), ZXen Platinum (Lot# 130520PL), XZen 1200  
                (Lot# 13051012), XZone Gold (Lot# 131110GL), and XZone 1200 (Lot# 13071012) at the retail level. FDA laboratory analysis on these products has determined that they contain undeclared amounts of sildenafil and tadalafil. 
FDA apr/14 is advising consumers not to purchase or use S.W.A.G, a product promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that S.W.A.G contains sildenafil. 
FDA May/14: Eugene Oregon, Inc. is voluntarily conducting this recall because FDA analysis of African Black Ant, Black Ant, and Mojo Risen distributed to a third party revealed that the distributed products contained undeclared amounts of the active  
                 pharmaceutical ingredients sildenafil and tadalafil.   
FDA May/14 is advising consumers not to purchase or use MV5 Days, a product promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that MV5 Days contains sildenafil,  
FDA Jun/14: advising consumers not to purchase or use Eyeful  contains hydroxythiohomosildenafil; Liu Bian Li contains sildenafil; Dick’s Hard Up contains tadalafil;  3 Hard Knights contains sildenafil and thiosildenafil;   
                Full Throttle On Demand contains propoxyphenyl sildenafil; GoldReallas contains sildenafil and thiosildenafil.  
FDA June/14 laboratory analysis confirmed that Zhen Gong Fu contains sildenafil. 
FDA Jun/14 laboratory analysis confirmed that Gold Vigra & Miraculous Evil Root contains sildenafil.  
Gandhi NG, Lin LK, O'Hara M. Sildenafil for Pediatric Orbital Lymphangioma. JAMA Ophthalmol. 2013 Jul 4.  
Galiè N, Ghofrani HA, Torbicki A, Barst RJ, et al.; Sildenafil Use in Pulmonary Arterial Hypertension (SUPER) Study Group. Sildenafil citrate therapy for pulmonary arterial hypertension. N Engl J Med. 2005 Nov 17;353(20):2148-57. 
Galiè N, Brundage BH, Ghofrani HA, Oudiz RJ, et al.; on behalf of the Pulmonary Arterial Hypertension and Response to Tadalafil (PHIRST) Study Group. Tadalafil Therapy for Pulmonary Arterial Hypertension. Circulation. 2009 May 26. [Epub 
               ahead of print].  In patients with pulmonary arterial hypertension, tadalafil 40 mg was well tolerated and improved exercise capacity and quality of life measures and reduced clinical worsening. 
Gazzaruso C, Solerte SB, Pujia A, et al. Erectile dysfunction as a predictor of cardiovascular events and death in diabetic patients with angiographically proven asymptomatic coronary artery disease a potential protective role  
                for statins and 5-phosphodiesterase inhibitors. J Am Coll Cardiol. 2008 May 27;51(21):2040-4. 
Giannetta E, et al. Chronic Inhibition of Cyclic GMP Phosphodiesterase 5A Improves Diabetic Cardiomyopathy: A Randomized, Controlled Clinical Trial using Magnetic Resonance Imaging with Myocardial Tagging. Circulation. 2012 Apr 11.  
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Grimm RH Jr, Grandits GA, Prineas RJ, et al. Long-term effects on sexual function of five antihypertensive drugs and nutritional hygienic treatment in hypertensive men and women. Treatment of Mild Hypertension Study (TOMHS).  
              Hypertension. 1997 Jan;29(1 Pt 1):8-14. (chlorthalidone higher rates of erectile dysfunction)  
Grover SA, Lowensteyn I, Kaouache M, et al. The prevalence of erectile dysfunction in the primary care setting. Importance of risk factors for diabetes and vascular disease. Arch Intern Med 2006; 166:213-219.  
Giuliano F, et al.; Vardenafil Study Group. Efficacy and safety of vardenafil in men with erectile dysfunction caused by spinal cord injury. Neurology. 2006 Jan 24;66(2):210-6.  
Giuliano F, Sanchez-Ramos A, Lochner-Ernst D, et al.  Efficacy and Safety of Tadalafil in Men With Erectile Dysfunction Following Spinal Cord Injury. Arch Neurol. 2007 Sep 10; [Epub ahead of print] Tadalafil (10 mg and  
              20 mg) improved erectile function and was well tolerated by men with ED secondary to traumatic SCI. 
Goldstein I, Lue TF, Padma-Nathan H, et al.; Sildenafil Study Group. Oral sildenafil in the treatment of erectile dysfunction. N Engl J Med 1998;338:1397-404. (low 25mg dose effective) 
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Health Canada Jan/06 Natural health product Libidfit may pose health risks (promoted for sexual enhancement and erectile dysfunction, but contains an undeclared amount of a pharmaceutical ingredient similar to sildenafil)  
              http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_02_e.html  
Health Canada May/06 is warning consumers not to use the product Nasutra because it has been found to contain the undeclared ingredient sildenafil (chemical name for Viagra) that could lead to serious health risks,  
              especially for patients with existing medical conditions such as heart problems, those who may be taking heart medications, or those who may be at risk for strokes. 
Health Canada Feb/07 is advising consumers not to use the following product listed in the table below due to concerns about possible side-effects. More info Power 58; Platinum Power 58; Ehanix; Jolex; Onyo; Deguozonghengtianxia because they  
              contained acetildenafil. Acetildenafil is an analogue of sildenafil, a prescription medication indicated for treatment of erectile dysfunction. 
Health Canada Mar/07 is warning consumers not to use the unauthorized natural health product XOX For Men, because it contains an undeclared pharmaceutical ingredient, tadalafil, an ingredient found in the prescription drug  
            Cialis.  The use of XOX For Men could pose serious health risks, especially for patients with existing medical conditions such as heart problems, those taking heart medication, or those at risk of stroke. 
Health Canada Mar/07 is warning consumers not to use the unauthorized product Vigorect Oral Gel Shooter, because it contains an undeclared drug substance tadalafil, which should only be available by prescription. 
Health Canada Apr/07 is warning consumers from the United States FDA found V.MAX and Rhino Max (Rhino V Max) to contain undeclared amounts of aminotadalafil, an analogue of tadalafil, used to treat erectile dysfunction.  
Health Canada May/07 is warning consumers Urat Madu capsules are marketed for the treatment of erectile dysfunction. The product is adulterated with sildenafil, a prescription drug that has been associated with serious side effects including sudden  
                vision loss, penile tissue damage and urinary tract infection. 
Health Canada May/07 is advising consumers that HS Joy of Love product is marketed as a dietary supplement and was found to contain piperadino vardenafil. 
Health Canada May/07 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: Power 58 Extra, Platinum Power 58 Extra, Enhanix New Extra Men's Formula, Valentino, King Power Oral Solution, and  
                  Stretch Up Capsules are marketed as treatments for erectile dysfunction. The products contain analogues of sildenafil and vardenafil, which are prescription drugs used for the treatment of erectile dysfunction. 
Health Canada June/07 is warning consumers not to use the product Encore Tabs for Men, because it contains an undeclared pharmaceutical ingredient similar to the approved drug tadalafil. 
Health Canada July/07 is warning consumers not to use Zencore Tabs, a product advertised as a dietary supplement for sexual enhancement, because it contains an undeclared pharmaceutical ingredient similar to the approved drug tadalafil. 
Health Canada July/07 & the US Food and Drug Administration (FDA) found Liviro3 to contain tadalafil, a prescription drug that should only be taken under the guidance of a health professional. 
Health Canada Aug/07 via Medsafe, the New Zealand health regulatory authority, advised the public not to use the products Darling Capsules, Dali Capsules, Spanish Fly Capsules, and an unnamed product, because they were found to contain sildenafil. 
Health Canada Aug/07 Consumers who use Excite for women or Ultimates for men may be at risk of serious side effects similar to those associated with sildenafil. 
Health Canada Sept/07 is advising consumers not to use Satis 60 Hours Ever Lasting Formula is used for the treatment of erectile dysfunction/sexual enhancement. It was found to contain piperidenafil an analogue of vardenafil.. True Man and  
                  Energy Max are used as sexual enhancement/ erectile dysfunction products and were found to contain an analogue of sildenafil or vardenafil. 
 



 
Health Canada Sept/07 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: Top Gun for Men Herbal Extracts has been found to contain a substance similar to tadalafil. Oyster Plus has been found to  
                  contain tadalafil. Deguozhanjiang contains sildenafil and tadalafil, prescription drugs used for the treatment of erectile dysfunction. Chongcaoliubian Jiaonang and Santi Scalper Penis Erection Capsule contain sildenafil.  
Health Canada Nov/07 is advising consumers not to use Axcil and Desirin, are promoted as natural sexual enhancement/ erectile dysfunction products. Consumers are warned not to use Axcil and Desirin because both products were found to contain the  
                   prescription drug sildenafil. 
Health Canada Mar/08 is warning consumers not to use ADAM, an unauthorized product that contains an undeclared pharmaceutical ingredient similar to the prescription drug sildenafil.  
Health Canada Mar/08 is warning consumers not to use Libidus, an unauthorized product promoted on the web site of the manufacturer for the treatment of erectile dysfunction.  
                                    The product may pose serious health risks, as it was found to contain the undeclared prescription drug sildenafil. 
Health Canada April//08 warns that Singapore's Health Sciences Authority (HSA) advised the public not to use the product Power 1 Walnut, because it was found to contain the prescription drugs sildenafil and glibenclamide 
Health Canada April//08 is advising consumers not to use 2 foreign health products, Aspire 36 and Aspire Lite, because they were found to contain undeclared  sildenafil analogues. 
Health Canada April/08 is warning consumers not to use Vigoureux, an unauthorized product promoted for the treatment of erectile dysfunction. The product may pose serious  
                                     health risks, as it was found to contain the prescription drug sildenafil 
Health Canada April/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Tian Li was found to contain tadalafil and hydroxyhomosildenafil. Xian Zhi Wei II was found to contain sibutramine and  
                                     phenolphthalein, which are not meant for self-care and may cause serious side effects. 
Health Canada May/08 is advising consumers not to use vpxl No1 Dietary Supplement for Men was found to contain tadalafil 
Health Canada May/08 is warning consumers not to use Desire, an unauthorized product promoted to enhance male sexual performance as this product may pose serious health risks in certain patients. Lot 0070263 of the product was found to contain the  
                                     prescription drug phentolamine. 
Health Canada June/08 Nangen Zengzhangsu (may also be known as Nangen or Nangeng), Sanbianwan, Jiu Bian Wang, Tian Huang Gu Shen Dan, Zui Xian Dan Gong Shi Zi, and Power Up. The Hong Kong Department of Health has warned consumers  
                                      not to use these herbal/proprietary Chinese medicine products promoted for erectile dysfunction because they have been found to contain sildenafil and/or glibenclamide. 
Health Canada June/08 Zhong Hua Niu Bian. Zhong Hua Niu Bian is an herbal/proprietary Chinese medicine product promoted for erectile dysfunction. Singapore's Health Sciences Authority has warned against the use of this product because it has been  
                                      found to contain sildenafil, glibenclamide, tadalafil and sibutramine 
Health Canada July/08 Foreign Product Alerts: Super Shangai,Strong Testis, Shangai Ultra, Shangai Ultra X, Lady Shangai, Shangai Regular (also known as Shangai Chaojimengnan), Actra-Sx, An unknown product containing the plant Lycium  
                                      barbarum L., Adam Free, NaturalUp, Erextra, Yilishen, Blue Steel, Hero, & Naturalë Super Plus. These products have been found to contain sildenafil or an unapproved substance similar to sildenafil. 
Health Canada July/08 is advising consumers not to use foreign health products due to concerns about possible side-effects: Wodibo. Wodibo is promoted as an all-natural Chinese potency-enhancing product for the treatment of erectile dysfunction. The  
                                     Danish Medicines Agency has warned against the use of Wodibo because it was found to contain sildenafil and tadalafil, prescription drugs authorized for treatment of erectile dysfunction. Viril-Ity-Power (VIP) Tabs. The U.S. Food  
                                     and Drug Administration has warned consumers not to use Viril-Ity-Power (VIP) Tabs because it was found to contain an undeclared ingredient similar to the prescription drug sildenafil. 
Health Canada Aug/08 is warning consumers not to use Rize 2 The Occasion capsules (Rize2), an unauthorized product promoted for the treatment of erectile dysfunction, because it may pose serious health risks. Rize 2 contains an undeclared  
                                     pharmaceutical ingredient similar to the prescription drug sildenafil. 
Health Canada Aug/08 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: Oyster Extract Caps. The Hong Kong Department of Health has recalled Oyster Extract Caps because they were found to contain  
                                      an undeclared ingredient similar to the prescription drug sildenafil. Xiadafil VIP Tabs. At the request of the U.S. Food and Drug Administration, U.S. federal authorities seized all Xiadafil VIP Tabs sold in 8 tablet bottles (Lot  
                                      #6K029) and blister cards of 2 tablets (Lot #6K029-SEI) because they were found to contain an undeclared ingredient similar to the prescription drug sildenafil. Herb Vigour, Natural Vigour and China Vigour. The Netherlands  
                                     Health Care Inspectorate, the U.K. Medicines and Healthcare Products Regulatory Agency, and the Danish Medicines Agency has warned against the use of Herb Vigour, Natural Vigour and China Vigour because they were found to  
                                     contain undeclared pharmaceutical ingredients used for the treatment of erectile dysfunction that should only be taken under the supervision of a health care professional. 
Health Canada Aug/08 is advising consumers not to use 9 foreign health products due to concerns about possible side-effects: Armstrong Natural Herbal Supplement, Enhanix New Extra Men's Formula, Power 58 Extra, and Platinum Power 58  
                                     Extra were adulterated with tadalafil or unapproved substances with structures similar to tadalafil and vardenafil.  
Health Canada Sep/08 is advising consumers not to use 3 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned consumers not to buy or  use Lover Liquid Nutriment Herbal Supplement and  
                                     Onyo because they  were found to contain undeclared pharmaceutical ingredients. Lover  Liquid Nutriment Herbal Supplement was found to contain sildenafil while Onyo was found to contain sildenafil, as well as unapproved  
                                     substances with structures similar to sildenafil and vardenafil. The U.S. Food and Drug Administration warned consumers not to use the product Rose 4 Her because it was found to contain an undeclared ingredient similar to the  
                                     prescription drug sildenafil. 
Health Canada Sep/08 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned consumers not to buy or use Dr. Life or Chong Cao Ju  
                                    Wang because they were found to contain undeclared pharmaceutical ingredients.  Dr. Life contains an unauthorised substance similar in structure to tadalafil while Chong Cao Ju Wang contains sildenafil.   
Health Canada Oct/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Swissmedic warned consumers not to buy or use the product Powertabs because it contains an  
                                 unauthorised substance similar in structure to sildenafil. The Hong Kong Department of Health warned consumers not to buy or use Sweet Energizer Vitality Candy because it was found to contain an  
                                 unauthorised substance similar in structure to tadalafil. 
Health Canada Oct/08 is warning consumers not to use Eros Fire, a product promoted to enhance sexual performance, as this product may pose serious health risks. The product was found to contain xanthoanthrafil (also  
                                 known as benzamidenafil), which is not indicated on the label. 
Health Canada Nov/08 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned consumers not to buy or use Lu Quan because it  
                                 contains undeclared glibenclamide and sildenafil. The Hong Kong Department of Health warned consumers not to buy or use Fat Killer, Carbohydrate Cut and Sugar-Carbohydrate Cut because they  
                                 contain sibutramine and an unauthorised substance similar in structure to sibutramine, and Zhuang Yao Gu Shen Capsule because it contains sildenafil. 
Health Canada Nov/08 is warning consumers not to use Firm Dose and Granite Rooster, two products promoted to enhance male sexual performance, as these products may pose serious health risks. Firm Dose was found to  
                                  contain an undeclared pharmaceutical ingredient similar to sildenafil, while the product Granite Rooster was found to contain an undeclared pharmaceutical ingredient similar to tadalafil. 
Health Canada Jan 2009 is advising consumers not to use 4 foreign products: Zhuang Tjar Gere because it contains the undeclared prescription drugs sildenafil & tadalafil, Zhixhue Capsules manufactured by Vital  
                                 Pharmaceutical Holdings Ltd. due to concerns of serious side- effects including liver dysfunction, Tonik Warisan Banjar because it contains undeclared dexamethasone & Healthily Slim because it 
                                 contains the undeclared prescription drug sibutramine. 
Health Canada Mar/09 Foreign Product Alerts:  68 Weight Loss Products; Best-life Fat Burning Capsules; Bevidan;Huiji Yin Chiao Chieh Tu Pien; Relacore 
                                        http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_fpa-ape_2009/index-eng.php  
Health Canada June/09 Foreign Product Alerts: Jia Yi Jian (undeclared sibutramine & tadalafil); Zencore Plus (undeclared benzamidenafil) & Zhong Guo Shen Fang (undeclared med like sildenafil). 
Health Canada July/09 is warning that the Singapore Health Sciences Authority (HSA) warned consumers to not buy or use XP Tongkat Ali Supreme after it was found to contain undeclared tadalafil. 
Health Canada Oct/09: Dynasty Worldwide Jinglida So Young Formula- The Singapore Health Sciences Authority (HSA) warned consumers to not buy or use since contained undeclared aminotadalafil.  
                                 STEAM lot#80214, 90260 -The U.S. FDA informed consumers of a voluntary manufacturer recall of two lots of STEAM after FDA testing found these lots to contain undeclared sulfoaildenafil (lot#  
                                 80214) & undeclared tadalafil (lot# 90260).   
                                 Syntrax Fyre (contained Yohimbine), Kam Yuen Brand Wan Ying Yang Gan Wan (contained sildenafil) - The Hong Kong Department of Health warned consumers not to buy or use these products.  
Health Canada Nov/09 is warning consumers not to use Herblex “Once More”since it was found to contain sildenafil. 
Health Canada Dec/09 is advising Canadians not to use certain Acai Berry products after a large number of shipments of adulterated products were stopped at the border.  The product names include:  Anti-Aging Acai Berry,  
                                 Guarana Blast, Brazillian Pure, Anti-aging Vital Rez V, Weight Loss VitalAcai, Dietary Supplement Acai Power Blast and Muscle Mass. These products advertised for anti-aging and weight loss  
                                  were found to contain undeclared sildenafil. 
 



 
Health Canada Dec/09 is advising consumers not to use the following foreign health products: 1. Power-Plus P: The Singapore Health Sciences Authority issued a recall notice for Power-Plus P (expiry date 03/03/2011) after it  
                                  was found to contain undeclared tadalafil. 2. Zeng Da Yan Shi Wan: The Hong Kong Department of Health warned consumers not to buy or use after it was found to contain undeclared sildenafil. 
Health Canada Jan/10 informs that Finish Food Safety Authority: Full Contact Max Potency contains thio-sildenafil and thio-homosildenafil; Singapore Health Sciences Authority: M-Action contains desmethylacetildenafil  
                                  and acetilacid. U.S. FDA: RockHard Weekend contains sulfoaildenafil. 
Health Canada Jan/10  is advising consumers not to use the unauthorized product “Stiff Nights” after the U.S Food and Drug Administration (FDA) found that this product contains an undeclared substance similar to the  
                                  prescription drug sildenafil. 
Health Canada Feb/10: 2H & 2D- Hong Kong Department of Health (HKDH) warned consumers not to buy or use 2H & 2Dafter it was found to contain undeclared tadalafil. Products distributed by Atlas Operations Inc. The  
                                  FDA informed consumers of a voluntary recall by Atlas Operations Inc. of certain lots of some products that were found to contain undeclared sulfoaildenafil, which is an unauthorized substance similar to  
                                  sildenafil. STRO Emperor Capsules The Irish Medicines Board warned consumers not to buy or use STRO Emperor Capsules after it was found to contain undeclared tadalafil.  
Health Canada Mar/10 is warning Canadians that an unapproved health product, POWER-MAX that contains sildenafil. 
Health Canada May/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Man Power The Hong Kong Department of Health warned consumers not to  
                                  buy or use Man Power product after it was found to contain undeclared tadalafil.   
Health Canada June/10 is warning Canadians that the unauthorized health products ”Vigofit“ and ”Once More,” which are promoted to enhance male sexual performance, have been seized by Health Canada inspectors from 
                                  retail stores in Abbotsford and Surrey, British Columbia. These two products contain sildenafil. 
Health Canada July/10 is advising consumers not to use the following foreign health product(s) due to concerns about possible adverse reactions: 1. Stud Capsule For Men The U.S. FDA informed consumers of a voluntary  
                                  recall of one lot (Lot #060607-01/060108-01 Exp 6-2013) after it was found to contain undeclared Sildenafil.  
Health Canada July/10 is advising Canadians about “UP Ultimate Performance for Men”, an unauthorized health product containing undeclared sildenafil. 
Health Canada July/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1 Body Beautiful The Hong Kong Department of Health warned consumers not  
                                  to buy or consume 1. Atlas Operations Inc. expands its U.S. recall of over 30 sexual enhancement supplements The U.S. FDA informed consumers of an expanded recall of certain lots of products after  
                                  some were found to contain undeclared sulfoaildenafil. The products are being voluntarily recalled nationwide in the U.S. by the company Atlas Operations Inc. 2. Stallion, SZM Formula for Men,  
                                  Tomcat Ali and Volcanic New Zealand’s Medsafe warned consumers not to buy or use these four products after they were found to contain undeclared tadalafil. 3. Vitalex for men and Vitalex for  
                                  women The  U.S. FDA informed consumers that the Vitalexproducts were found to contain acetildenafil, which is an unauthorized substance similar to sildenafil. 
Health Canada Aug/10 is advising Magic Power Coffee The U.S. FDA warned consumers not to buy or use Magic Power Coffee after it was found to contain undeclared hydroxythiohomosildenafil.  
Health Canada Aug/10: “SeXXX DRIVE”, promoted as a herbal supplement to enhance male sexual performance, was tested by Health Canada and found to contain undeclared hydroxyhomosildenafil. 
Health Canada Aug/10 has seized the unauthorized sexual enhancement supplements “Male Enhancement ExtenZe” and “Women ExtenZe” imported and sold by the Happy Paradise Adult Store in Burnaby, British  
                                  Columbia. The labels of each of these unauthorized products list the prescription ingredient pregnenolone and the controlled drug, DHEA dehydroepiandrosterone). The labels of the unauthorized "Male  
                                  Enhancement ExtenZe Nutritional Supplements" list the ingredient yohimbe extract (bark). 
Health Canada Sep/10 E.O.D. Erection on Demand” being promoted as a herbal to enhance male sexual performance, the product was tested by Health Canada and found to contain tadalafil. 
Health Canada Sep/10 is advising consumers not to use : 1. Golden aryuru, Baisheng wei ge, Zhonghua niubian, Ten ka dai 1 bou, Kuai gan bei zeng chao yue zi wo (Happy felling doubly increase [sic]), Ling tou lang,  
                                 SkyFruit, Chu bi ho ken, Jinbolang, Suika Koso, Lov, I ka ou (2009 nen sin hoso) and/or I ka ou (saisinsui shutsu hoso) The Japanese Ministry of Health, Labour and Welfare warned consumers not to  
                                 buy or use the 12 products listed above because they were found to contain undeclared sildenafil and/or other unauthorized substances similar to sildenafil that may pose similar health risks (norhongdenafil,  
                                 acetil acid, and tioqinapiperifil).   2. Vialipro The U.S. FDA informed consumers of a recall of certain lots of Vialipro after FDA tests found product samples to contain undeclared sulfoaildenafil, which is  
                                 an unauthorized substance similar to sildenafil and may pose similar health risks. 

       Health Canada Nov/10 Amana Care Seven Slim Herbal Capsules: The Israel Ministry of Health informed consumers that it found the product Amana Care Seven Slim  Herbal Capsules to contain undeclared sibutramine and  
                                        residue of sildenafil.  

Health Canada Nov/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. MasXtreme  contains undeclared aminotadalafil while the other (#911035)  
                                 contains undeclared aildenafil and phentolamine 2. Mr. Magic Male Enhancer from Don Wands contained hydroxythiohomosildenafil and sulfoaildenafil 3. So Hard for Men - Pulse8 for Women - The  
                                 Rock - Tonic 66 contained the undeclared pharmaceutical substances tadalafil, sildenafil, and/or hydroxyhomosildenafil 4. TimeOut contained undeclared hydroxythiohomosildenafil. 
Health Canada Nov/10  “Fat Burner No. 1” (labelled in Chinese characters translated as “Qian Mei Yin Zi”, an unauthorized Chinese herbal weight loss medicine, is being voluntarily recalled by Ying Tai TCM Supplying Ltd. after Health Canada lab tests  
                                      revealed the product contains two pharmaceutical ingredients: a chemical similar to sibutramine (N,N- didesmethylsibutramine), and sildenafil. 
Health Canada Dec/10 “Durazest” and “Once More”: Certain lots of two male sex enhancement products recalled as they may pose serious health risks.  Certain lots (listed below) of two health products promoted for male sexual enhancement, “Durazest  
                                     for Men” and “Once More,” have been voluntarily recalled by Natural Performance Products Ltd.  Health Canada laboratory tests identified the presence of a chemical similar to tadalafil (nortadalafil) in one lot of each product. 
Health Canada Dec/10 is informing Canadians that NorthRegentRx has begun to voluntarily recall its product, ResurreXX from the Canadian market. NorthRegentRx is requesting that wholesalers, distributors and retailers stop  
                                sale of this product since contained an undeclared substance "hydroxyhomosildenafil". 
Health Canada Dec/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Shaguar, Signature Signergy, VIGRX (green capsule), VIGRX (white capsule), VigRx, VigRX Plus New  
                                     Zealand’s MedSafe warned consumers to not buy or use these products after they were found to contain undeclared sildenafil, hydroxyhomosildenafil, thiosildenafil, and/or tadalafil.  . 
Health Canada Feb/11 is advising consumers not to use the following foreign health products promoted for sexual enhancement due to the presence of unauthorized substances (PDE5 derivatives eg. sildenafil): 1. Aziffa, Erex,  
                                Eyeful, Hard Drive, Libidinal, Maxyte, Mojo, Monster Excyte, OMG, OMG45, Prolatis, Red Magic, Size Matters, Stiff Nights, Straight Up, Verect, WOW, Xaitrex, Xytamax, Zilex (with Golden  
                                Spear), Zotrex 2. Prolatis’ Duro Extend Capsules For Men  3. Tiger King  4. Vigor-25, Man Up Now 
Health Canada Feb/11 is advising consumers not to use the following foreign health product RockHard Weekend (lots 100159 and 100260 sold as blister packs, 3-count bottles and 8-count bottles)  The U.S. FDA informed  
                                 consumers of a nationwide voluntary recall of certain lots (see above) of RockHard Weekend and Pandora after lab tests confirmed the products contain an unauthorized substance similar to sildenafil.   
Health Canada Mar/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Nite Rider Maximum Sexual Enhancer for Men - STUD Capsule for Men: The U.S. FDA informed  
                                      consumers of a company recall of these products after they were found to contain undeclared sildenafil. 
Health Canada May/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Gold Seagull Long Zhi Wan, Venergy The Hong Kong Department of Health advised consumers not to buy  
                                      or use these products after Gold Seagull Long Zhi Wan was found to contain undeclared glibenclamide, while Venergy was found to contain undeclared sildenafil.  2. Rock Hard Extreme, Passion Coffee  The U.S. FDA advised  
                                      consumers not to buy or use these products after they were found to contain undeclared sulfoaildenafil, which is an unauthorized substance similar to sildenafil and may pose similar health risks. 
Health Canada July/11 ”Man Up Now” Removed From Sale at Delta and Surrey Stores: May Pose Serious Health Risks to Canadians, was removed from sale at “O! Behave” retail stores in Delta and Surrey, B.C. after Health Canada’s testing identified  
                                     undeclared sildenafil. 
Health Canada July/11 is advising Canadians that we have updated our list of unauthorized health products. These products were also removed from sale at Male and Female Harmony retail stores in Richmond and Burnaby,  
                                B.C., along with the Happy Paradise Adult Store in Burnaby. {Sildenafil: in BAOLONG Switzerland Rolex 168 Prolong Time, BAOLONG Yilishen, Black Gold, Herbal Viagra, "Jin Chong Chao –  
                               Golden Cordyceps", Lubiangaowansu, MAGNA-RX, MAXMAN II capsules, Shenrong dabuwan, Traditional Chinese Medicine Viagra, V100, VIGER, VigRX for Men, VINIX capsules, Wolf,  
                              "XiongBaTian", Zang Gong Mi Lian Nan Bao} & Zeng Bei Jiu Zhan-Tadalafil. 
 



 
Health Canada July/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Black Ant  The U.S. Food and Drug Administration warned consumers to  
                               immediately stop using Black Ant after it was found to contain undeclared sildenafil at an amount three times the starting dosage for the approved prescription drug product. 2. Natural Vigra VIAGRA  
                              Tablets and Satibo Capsules  The Australian Therapeutic Goods Administration (TGA) advised consumers to stop using Natural Vigra VIAGRA Tablets after it was found to contain undeclared sildenafil,  
                               and Satibo Capsules after it was found to contain undeclared tadalafil and hydroxyhomosildenafil.  3. X-Hero and Male Enhancer The U.S. Food and Drug Administration informed consumers of a  
                               voluntary recall after X-Hero was found to contain undeclared sulfosildenafil while Male Enhancer was found to contain undeclared tadalafil. 
Health Canada July/11 is advising Canadians that we have updated our list of unauthorized health products to include a new product, Tibet Babao, which was found to contain undeclared sildenafil, a prescription erectile  
                               dysfunction drug. This product and several others have been removed from sale at the Happy Paradise Adult Store in Burnaby, B.C. 
Health Canada Aug/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Pink Lady for Women Capsules, St Nirvana Herbal Slimming Capsules  
                              The Australian TGA warned consumers not to use these products after Pink Lady for Women Capsules was found to contain undeclared tadalafil while St Nirvana Herbal Slimming Capsules was found to  
                              contain undeclared sibutramine and phenolphthalein. According to the TGA advisories, these products are sold over the Internet.  
Health Canada Oct/11 is advising Canadians not to use these foreign health products as they may pose a health risk. SXL Sexcellence sachets- The Australian Therapeutic Goods Administration warned that this sexual  
                              enhancement product contains an unauthorized drug (sulfosildenafil).  
Health Canada Nov/11 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Maxidus capsules, Chao Jimengnan SuperPowerful Man tablets, Fu Yuan Chun capsules, and Qing  
                              Tian Zhu tablets  The Australian Therapeutic Goods Administration warned that these sexual enhancement products contain prescription drugs (sildenafil, tadalafil) and/or unauthorized drugs  
                              (sulfohydroxyhomosildenafil, sulfosildenafil). 
Health Canada Nov/11: An unauthorized health product, “Stiff One Hard 169” is being voluntarily recalled from the Canadian market after Health Canada’s testing identified an undeclared prescription medication in the  
                               product (thiodimethylsildenafil, an undeclared substance similar to the prescription medication sildenafil). 
Health Canada Dec/11 is advising "Yanshiwang", "Jin Kong Fu" and "Chong Cao She Bian Zhuang Yang Dan". These products were removed from sale at Male and Female Harmony retail stores in Richmond and Burnaby,  
                               B.C., along with the Happy Paradise Adult Store in Burnaby. These contained sildenafil. 
Health Canada Jan/12 advises: 1. Get Stiff, Maxi Mize New Zealand’s Medsafe warned that these sexual enhancement products contain prescription drugs (tadalafil, vardenafil, yohimbine) and/or unauthorized drugs  
                               (hydroxyhomosildenafil, hydroxythiohomosildenafil).  2. Ying Da Wang tablets  The Australian Therapeutic Goods Administration warned that this sexual enhancement product contains sildenafil.   
Health Canada seized a variety of Stiff4Ever and PurePillz products from The Love Shop retail outlets located in Ontario. These products are unauthorized drugs and are considered potentially dangerous to the health and  
                                 safety of Canadians. Health Canada tested the Stiff4Ever products, advertised as male sexual stimulants, and identified sildenafil. The labels of the PurePillz products (see below) state that they contain BZP  
                                 and TFMPP. 
Health Canada  Mar/12 Power-X” has been removed from a Canadian retail location after Health Canada’s testing identified undeclared thiodimethylsildenafil which is similar to the prescription medication sildenafil. 
Health Canada May/12: Unauthorized health products, “X-Rock”, “Kaboom” and “One For Her” have been removed from sale from various retail outlets in British Columbia and Saskatchewan. Health Canada’s testing  
                                 identified undeclared prescription drugs sildenafil and tadalafil, and an undeclared substance, hydroxythiohomosildenafil, which is similar to sildenafil. 
Health Canada May/12  1. AdvanceMen capsules; Miraculous Evil Root tablets  The Australian Therapeutic Goods Administration warned that these sexual enhancement products contain either a prescription drug  
                                 (sildenafil) or an unauthorized drug (sulfoaildenafil).  
Health Canada June/12  1. African Black Ant; France T253; Hard Ten Days; Man King; Stree Overlord : The U.S. Food and Drug Administration warned that these sexual enhancement products contain prescription drugs  
                                 (sildenafil. One product also contains tadalafil).  2. RegenArouse; RegenErect: The U.S. Food and Drug Administration informed of a recall because these sexual enhancement products contain a  
                                 prescription drug (tadalafil).  3. Mince Belle; Everlax; Ever Slim; Ever Slim Shake Mix (Strawberry); Ever Slim Shake Mix (Chocolate); Acai-Man Mangosteen Herbal Drink; Perfect Men: The 
                                 U.S. Food and Drug Administration informed of a recall because these weight loss and sexual enhancement products contain prescription drugs (sibutramine or tadalafil).   
Health Canada June/12 Natural Vigor Maximum (Exemption Number: 138273) has been removed from sale from various retail outlets in Ontario after testing by Health Canada identified a hidden ingredient  
                                 (dimethylhomosildenafil). 
Health Canada July/12 Lightning Rod, an unauthorized sexual enhancement product, has been removed from sale from various retail outlets in Ontario, British Columbia and Saskatchewan after testing by Health Canada  
                                  identified a hidden ingredient (hydroxythiohomosildenafil). 
Health Canada Aug/12 These products are not authorized for sale in Canada and have not been found on the Canadian market, but they may have been brought into the country by travellers or purchased over the Internet.   
                                 1. Boost – Ultra Sexual Enhancement Formula; EreXite; Mojo Nights:  The U.S. Food and Drug Administration advised consumers not to buy or use these products after they were found to contain one  
                                 or more of the following undeclared drug ingredients: tadalafil, sildenafil, and unauthorized substances similar to sildenafil that may pose similar health risks. 2. Firminite; Extra Strength Instant Hot  
                                 Rod; Libidron: The U.S. Food and Drug Administration informed consumers of a company recall after these products were found to contain undeclared tadalafil.  3. Instant Hard Rod; RigiRx Plus;  
                                 ZenMaxx: The U.S. Food and Drug Administration advised consumers not to buy or use these products after they were found to contain undeclared aminotadalafil, which is similar to tadalafil and may pose  
                                 similar health risks.  4. VMaxx Rx: The U.S. Food and Drug Administration informed consumers of a company recall of certain lots of VMaxx Rx after found to contain undeclared sulfoaildenafil. 
Health Canada Dec/12 Three unauthorized health products -- “Man Up Now”, “Black Ant”, “Triple Power Zen Gold 1200mg”-- are being recalled by DVDXPRO after testing by Health Canada identified undeclared ingredients-sildenafil and/or tadalafil. 
Health Canada Dec/12 is advising Four unauthorized natural health products have been removed from sale as they may pose serious risks to the health of Canadians. The “ExtenZe” products are promoted as sexual enhancement products and contain  
                                      ingredients that legally require they be sold with a prescription in Canada. ExtenZe Max Strength Gelcaps, ExtenZe Original Tablets, ExtenZe Natural Female Tablets, and ExtenZe Big Cherry Flavour Liquid: Three of these  
                                      unauthorized products list the prescription ingredient pregnenolone and the controlled drug DHEA (dehydroepiandrosterone) & three of these unauthorized products contain the prescription medication yohimbine (either as yohimbine  
                                      HCl or as yohimbe extract). 
Health Canada Feb/13: Two unauthorized health products “18 Again” and “Stiff 4 Hours” were tested by Health Canada and were found to contain hidden ingredients (sildenafil or tadalafil) that may pose serious risks to the  
                                 health of Canadians. 
Health Canada Feb/13 A Toronto retail outlet (Handy Variety, 591 Sherbourne St.) has voluntarily handed over counterfeit Viagra and Cialis to Health Canada following a compliance and enforcement action by the  
                                 Department. The counterfeit Viagra product is labelled as 100mg tablets (lot number 314833021), and has 11 blister packs of 4 tablets and one incomplete blister of 2 tablets per package. The counterfeit  
                                 Cialis product is labelled as 20mg tablets (lot number 05668) and contains five blister packs of 2 tablets. 
Health Canada Mar/13: An unauthorized natural health product, “Libigrow” was tested by Health Canada and found to contain hidden ingredients (sildenafil and tadalafil) that may pose serious risks to the health of Canadians.  
                                “Libigrow” was being sold at two retail locations in the province of Québec: Boutique Sexie folie Inc. (Sainte-Catherine) and at Boutique Érotique 5ième avenue Inc. (Valleyfield). 
Health Canada Apr/13  Shan Dian Shou The Hong Kong Department of Health has advised it contains the undeclared prescription drug sildenafil.   
Health Canada May/13 Two unauthorized health products — “Stiff Nights” and “Stiff 4 Hours” — were tested by Health Canada & were found to contain hidden ingredients (sildenafil and/or tadalafil) that may pose serious  
                                  risks to the health of Canadians. The products were being sold at Saints N Sinners Ltd, 1715 Centre Street N.W., Calgary, Alberta. 
Health Canada June/13 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Flutulang, Kapsul Gaut (Asam Urat), and True ProLife Vegrow  The Health Science Authority of  
                                   Singapore advised consumers not to use these products after they were found to contain phenylbutazone, chlorpheniramine, dexamethasone, and a chemical compound similar to the prescription drug  
                                   sildenafil. 2. Jinmaoshiwang tablets, Naturally Kouxan Best Slim capsules, and Majestic Slimming capsules The Australian Therapeutic Goods Administration advised consumers not to use these  
 



 
                                   products after they were found to contain sildenafil, sibutramine and phenolphthalein. 3. WOW, Super Power and SLIMDIA Revolution  The U.S. Food and Drugs Administration (FDA) warned  
                                   consumers not to use these products after they were found to contain diclofenac sodium, methocarbamol, dexamethasone, sildenafil and sibutramine.   
                                   4. Libigrow XXXtreme, Blue Diamond, Blue Diamond Platinum, Mojo Nights Supreme, and Casanova  The U.S. Food and Drugs Administration warned consumers not to use these products after  
                                   they were found to contain sildenafil, sulfoaildenafil and thioaildenafil. 
Health Canada Aug/13 2. Steelman Capsules 2 The Hong Kong Department of Health has advised consumers not to use this product after it was found to contain undeclared aminotadalafil. 6. Libigirl capsules The Australian  
                                   Therapeutic Goods Administration warned consumers not to use this product after it was found to contain the undeclared prescription drugs sildenafil and tadalafil 
Health Canada Aug/13 Prema G (Granules packaged in tea packets, NPN: 80035944) was tested by Canada Border Services Agency and found to contain a hidden ingredient (hydroxyhomosildenafil thione). 
Health Canada Oct/13 wishes to inform Canadians that seized natural health products being sold by Lion King Health Enterprises Group Ltd., 1328-8368 Capstan Way, Richmond, BC. were tested and found to contain hidden  
                                   ingredients and unauthorized substances similar to the prescription drug, sildenafil. (North America Dami Ana 600mg, South America Maca 600mg, Ashwagandha 600mg, Optimusman 350mg,  
                                   Superman 350mg, Innerget Instant Erection (NPN#80041194), Innerget Prolonged Performance (NPN#80041194), Innerget Everlasting Strength (NPN#80041194), Megaton 2080.) 
Health Canada Nov/13 is advising Canadians not to use these foreign health products as they may pose a health risk. 
                                  1. 14 sexual enhancement products  http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36233a-eng.php ;  SexVoltz (Regular and Maximum Strength); Velextra (Regular and Maximum  
                                  Strength); Amerect* (Regular and Maximum Strength); Night Bullet; Bullet Proof; Vicerex; Zoom-Zooma-Zoom; Sex Plus; Affirm XL; Ninja Mojo; Love Rider; Stiff Days; ROCK-IT MAN; Libido Sexual  
                                  Enhancer.   
                                  2. Ziyinzhuangyang tablets, Maxman III, and Mojo Risen http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36519a-eng.php.  
Health Canada Dec/13 has updated the list of natural health products seized from Lion King Health Enterprises Group Ltd., 1328 - 8638 Capstan Way, Richmond, B.C. that have been tested and found to contain hidden  
                                  ingredients and unauthorized substances similar to the prescription drug tadalafil. 
Health Canada Dec/13  testing of an unauthorized natural health product, MaxHIMize, found it to contain bacteria (Enterococcus durans and Bacillus spp) and undeclared caffeine that could present a risk to health. MaxHIMize  
                                   is being promoted as a dietary supplement and for erectile dysfunction. 
Health Canada Feb/14: 1. Li Long Mei Guo Mo Bang, and Ginseng Tu chong Wan Lin Heong  The Singapore Health Sciences Authority warned consumers not to use this product after it was found to contain sildenafil. 
Health Canada Mar/14 is advising Canadians not to use these foreign health products as they may pose a health risk.  1. Xiang Gang Tian Long Sheng Wu Ke Ji Di Qi Dai Chi Jiu Zhan Shen   
                                    http://www.healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2014/38599a-eng.php was found to contain sildenafil. 2. Various Sexual Enhancement Products 
                                    http://www.healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2014/38577a-eng.php was found to have sildenafil andtadalafil. 3. Majestic Slim Perfect and Yixiu L-Carnitine Slimming Capsules  
                                    http://www.healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2014/38609a-eng.php was found to contain sildenafil andphenolphthalein. 
Health Canada Apr/14: Volcano Male Enhancement liquid & caps: The U.S. Food and Drug Administration warned consumers not to use these products after they were found to contain desmethyl  
                                    carbodenafil, dimethylsildenafil and dapoxetine.  
Health Canada May/14 Blue Stinger contains sulfoaildenafil; 72 HP, Evil root and Pro Power Max contains sildenafil; Jack Rabbit contains sildenafil and tadalafil.  
Health Canada May/14: 1. VitaliKOR: FDA found vardenafil and tadalafil; 2. Vigor Tea sachets: Australian Therapeutic Goods Administration found sulfoaildenafil;  
                                     3. Prolifta capsules, PHUK and Virilis Pro: FDA found sildenafil; 4. Wood-E, Xzen Gold, Xzen XPress, XZen 1200, and XZone Premium: FDA found Wood-E contains sildenafil, Xzen Gold and  
                                      Xzen XPress contain sildenafil and tadalafil, & XZen 1200 contains tadalafil. 
Health Canada June/14: Bali Mojo &  Vimax contains tadalafil., LOVher capsules contains tadalafil, sildenafil and diclofenac. Erec-Bull, contains yohimbine.  Best Whips & JINQIANGBUDOR Red Dragon contains sildenafil. Super Hard tablets  
                                        contains sildenafil. CONTROL All Natural Sexual Enhancement contains sulfoaildenafil and dimethylsildenafil.  
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    GFR < 50mL/min.        Geriatrics: risk of accumulation & toxicity. AE: discolor urine 
6) Propiverine:53 tertiary amine with ACh & calcium channel antagonist activity; has active metabolites; dose: 15mg IR BID or 30mg ER daily; available United Kingdom.2006 
   

Oxybutynin (OXY) vs Tolterodine (TOLT) in OAB 
 OBJECT: OXY ER 10mg daily vs TOLT IR 2mg BID; 12 week;  & ; Oxy ER slightly more effective (e.g. total incontinence episodes/wk: NNT=45); no difference in overall AEs (dry mouth, CNS effects).52 
 OPERA: OXY ER 10mg vs TOLT ER 4mg daily; 12 week;  only with severe symptoms; OXY ER somewhat more effective (e.g. 23 vs 16.8% no UI; NNT=16); but also more dry mouth (Any 29.7% vs 22.3%; NNH=13; mod‐severe 7.4% vs 5.0%, NS).50 
 ACET: OXY ER 5 or 10mg vs TOLT ER 2 or 4mg daily; 8 week;  & ; TOLT 4mg more effective than OXY 10 70 vs 60% improvement; but lower doses efficacy still ~60% & less dry mouth 

but similar for TOLT 4mg vs OXY 5mg
 ; open label trial & 

subjective assessments
 subject to bias.51 

 
Other Urinary Incontinence Patient Resources:  
 Bladder Retraining: http://www.fmpe.org/en/documents/doc_aids/UI‐Patient‐Handout‐4.pdf ; or  http://www.fmpe.org/en/documents/handouts/handout_ui_retraining.pdf 
 Pelvic Muscle Exercises (Kegel Exercises): http://www.fmpe.org/en/documents/doc_aids/UI‐Patient‐Handout‐3.pdf  
 Voiding Diary: http://www.fmpe.org/en/documents/doc_aids/UI‐Patient‐Handout‐2.pdf  
 Patient Information ‐ Urinary Incontinence: http://www.fmpe.org/en/documents/doc_aids/UI‐Patient‐Handout‐1.pdf  
 CFPC: www.cfpc.ca/English/cfpc/programs/patient%20education/urinary%20incontinence 
 American (ACOG): www.acog.com/publications/patient_education/bp081.cfm 

 
 

 
 
 
 
 
References – RxFiles Urinary Incontinence Treatment Chart - www.RxFiles.ca  

1. Urinary Incontinence: The management of urinary incontinence in women. www.nice.org.uk/nicemedia/pdf/CG40fullguideline.pdf  National Institute for Health and Clinical Excellence (NICE) clinical guideline 40; October 2006:1‐
14. 

2. Hashim H, Abrams P. How should patients with an overactive bladder manipulate their fluid intake? BJU Int. 2008 Feb 18; [Epub ahead of print] Fluid manipulation is a cheap, noninvasive and easy way to help control the 
symptoms of OAB. Patients have difficulty in either decreasing or increasing their fluid input by 50%.  Patients can now be told to expect a significant improvement in urgency, frequency and nocturia episodes if they reduce their 
fluid input by 25%. 

3. Glazener C, Boachie C, Buckley B, et al. Urinary incontinence in men after formal one‐to‐one pelvic‐fl oor muscle training following radical prostatectomy or transurethral resection of the prostate (MAPS): two parallel 
randomised controlled trials. Lancet 2011; published online July 12. DOI:10.1016/S0140‐6736(11)60751‐4. 

4. Shamliyan T, Wyman JF, Ramakrishnan R, Sainfort F, Kane RL. Systematic Review: Benefits and Harms of Pharmacologic Treatment for Urinary Incontinence in Women. Ann Intern Med. 2012 Apr 9. 
5. Gormley EA, Lightner DJ, Burgio KL, Chai TC, et al. Diagnosis and treatment of overactive bladder (non‐neurogenic) in adults: AUA/SUFU guideline. Linthicum (MD): American Urological Association (AUA); 2012 May. (J Urol. 2012 

Oct 19. pii: S0022‐5347(12)04959‐2.) 
6. Ouslander JG. Management of Overactive Bladder. NEJM 2004;350:786‐99. 
7. Nygaard I, Barber MD, Burgio KL, et al. Pelvic Floor Disorders Network. Prevalence of symptomatic pelvic floor disorders in US women. JAMA. 2008 Sep 17;300(11):1311‐6. 
8. Nygaard Ingrid. Idiopathic Urgency Urinary Incontinence. N Engl J Med 2010; 363:1156‐1162. 
9. Kilicarlslan H, Ayan S, et al. Treatment of detrusor sphincter dyssynergia with baclofen and doxazosin. Int Urol Nephrol 2006;38:537‐541. 
10. Hay‐Smith EJC, Dumoulin C. Pelvic floor muscle training versus no treatment, or inactive control treatments, for urinary incontinence in women. Cochrane Database of Systematic Reviews 2006, Issue 1. 

Dumoulin C, Hay‐Smith J. Pelvic floor muscle training versus no treatment, or inactive control treatments, for urinary incontinence in women. Cochrane Database of Systematic Reviews 2010, Issue 1. Art. No.: CD005654. DOI: 
10.1002/14651858.CD005654.pub2. 

11. Corcos J, Gajewski J, Heritz D, Patrick A, Reid I, Schick E, Stothers L; Canadian Urological Association.  Canadian Urological Association guidelines on urinary incontinence. Can J Urol. 2006 Jun;13(3):3127‐38. 
Bettez M, Tu LM, Carlson K, et al. 2012 update: guidelines for adult urinary incontinence. Collaborative consensus document for the Canadian Urological Association. Can Urol Assoc J 2012;6:354‐63. 
 www.ncbi.nlm.nih.gov/pmc/articles/PMC3478335/pdf/cuaj‐5‐354.pdf 

12. Thϋroff, J et al. Guidelines on urinary incontinence. European Association of Urology 2006: 1‐12. www.uroweb.org/fileadmin/user_upload/Guidelines/16%20Urinary%20Incontinence.pdf 
13. Ancelin, ML et al. Non‐degenerative mild cognitive impairment in elderly people and use of anticholinergics drugs: Longitudinal cohort study. BMJ 2006;332:455‐459. www.bmj.com/cgi/content/full/332/7539/455 
14. Siegler, EL et al. Treatment of urinary incontinence with anticholinergics in patients taking cholinesterase inhibitors for dementia. Clin Pharmacol Ther 2004;75:484‐8. 
15. Edwards, KR et al. Risk of delirium with concomitant use of tolterodine and acetylcholinesterase inhibitors. Editorial Letter. JAGS 2002;50:1165‐1166. 
16. Donnellan, CA et al. Oxybutynin and cognitive dysfunction. BMJ 1997;315:1363‐1364. 
17. Madhuvrata P,Cody JD, EllisG,HerbisonGP,Hay‐Smith EJC.  Which anticholinergic drug for overactive bladder symptoms in adults. Cochrane Database of Systematic Reviews 2012, Issue 1. Art. No.: CD005429. DOI: 

10.1002/14651858.CD005429.pub2. 
18. Kay G, Crook T, Rekeda L, Lima R, et al. Darifenacin has theoretical cognitive advantages. Some preliminary placebo controlled trials have results supporting this claim.  At first glance this trial by Key et al. appears to support these 

advantages based on the name‐face association test.  However when trial design issues (e.g. high oxybutinin dose for elderly, early drop outs), discussion bias, adverse event rates and overall limitations are considered, this study 
does not prove a definite advantage for darifenacin over oxybutynin.  Further study is needed (especially with a more rational dose comparator) in elderly with urinary incontinence and at high risk for cognitive impairment.  
Darifenacin may offer a relative advantage or disadvantage to other anticholinergics depending on dose used and individual patient response.  Currently, darifenacin offers a cost advantage over some comparators. {Cost/monthSK: 
Enablex 7.5‐15mg/day= $59; Ditropan XL 5‐10mg/day= $84,15‐20mg/day=$159; Uromax10‐15mg/day=$50‐53; Detrol LA 2‐4mg/day= $72.} See http://www.rxfiles.ca/acrobat/UI‐Darifenacin‐Kay‐Trial‐Q&A.pdf } 

Acknowledgements:  Contributors & Reviewers: Dr. A. Epp (SHR Obs/Gyne), Dr. C. Jabs (RQHR Obs/Gyne), Dr. S. Gonor (SHR-Urol), Dr. L. Rudachak (SHR-Rehab), Dr. R. Li Pi Shan (SHR-Rehab), Dr. J. Yelland (Parkridge LTC), S. Knezacek (Pharmacist, Parkridge LTC), Juliet Sarjeant 
(SHR-Physio), Eliza Meggs (RN, NCA, Nurse Continence Advisor; Saskatoon), Ann Burton (SHR-RN-Specialist, Parkridge Centre) & the RxFiles Advisory Committee.       Prepared by: K Mulherin PharmD Cand L. Regier BSP, BA, B. Jensen BSP 

DISCLAIMER: The content of this newsletter represents the research, experience and opinions of the authors and not those of the Board or Administration of Saskatoon Health Region (SHR). Neither the authors nor Saskatoon Health Region nor any other party who has been involved in the preparation or publication of this work warrants or represents that the information contained herein is accurate or complete, and they are not responsible for any errors or 
omissions or for the result obtained from the use of such information. Any use of the newsletter will imply acknowledgment of this disclaimer and release any responsibility of SHR, its employees, servants or agents. Readers are encouraged to confirm the information contained herein with other sources.     Additional information and references online at  www.RxFiles.ca  

Copyright 2014 – RxFiles, Saskatoon Health Region (SHR)   www.RxFiles.ca 

 



19. CPS 2013 online edition 
20. Briggs GG et al. Drugs in Pregnancy and lactation, 9th ed, 2011. 
21. CEDAC final recommendation and reasons for recommendation: Trospium Chloride. (Trosec ‐Oryx Pharm) CADTH 24/8/2006. http://cadth.ca/media/cdr/complete/cdr_complete_Trosec_August24‐06.pdf  
22. CEDAC final recommendation Darifenacin. (Enablex –Novartis) CADTH 16/04/2009.  http://cadth.ca/media/cdr/complete/cdr_complete_Enablex_Oct‐19‐06.pdf   http://www.cadth.ca/media/cdr/complete/cdr_complete_Enablex%20Resubmission‐1_April‐17‐2009.pdf  
23. CEDAC final recommendation and reasons for recommendation: Solifenacin. (Vesicare –Astellas) CADTH 24/1/2006. http://cadth.ca/media/cdr/complete/cdr_complete_Vesicare_Jan‐24‐2007.pdf  

CADTH Resubmission June/09  http://www.cadth.ca/media/cdr/complete/cdr_complete_Vesicare‐Resubmisson_1_June‐17‐2009.pdf  
 
 
 
 
 
 
 
24. Micromedex 2012. Thompson Healthcare.   
25. Hay‐Smith J et al. Which anticholinergics drug for overactive bladder symptoms in adults. Cochrane Database of Systematic Reviews 2005, Issue 3.  
26. Nabi G, Cody JD, Ellis G, Herbison P, Hay‐Smith J. Anticholinergic drugs versus placebo for overactive bladder syndrome in adults. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD003781.  {Also: Herbison P et al. Effectiveness of 

anticholinergics drugs compared with placebo in the treatment of overactive bladder: systematic review. BMJ 2003;326:841‐844.} 
27. Chapple CR et al. A comparison of the efficacy and tolerability of solifenacin succinate and extended release tolterodine at treating overactive bladder syndrome: Results of the STAR trial. European Urology 2005;48:464‐470. 
28. Lipton RB et al. Assessment of cognitive function of the elderly population: Effects of darifenacin. J of Urology 2005;173:493‐498. 
29. Abrams P et al. Muscarinic receptor antagonists for overactive bladder. BJU int 2007;100:987‐1006. 
30. Hendrix SL et al. Effects of estrogen with and without progestin on urinary incontinence. JAMA 2005;293:935‐948. 
31. Moehrer B et al. Oestrogens for urinary incontinence in women. Cochrane database of systematic reviews 2003, Issue 2. 
32. Cody JD, Richardson K, Moehrer B, et al. Oestrogen therapy for urinary incontinence in post‐menopausal women. Cochrane Database Syst Rev. 2009 Oct 7;(4):CD001405. Local oestrogen treatment for incontinence may improve 

or cure it, but there was little evidence from the trials on the period after oestrogen treatment  
33. had finished and none about long‐term effects. However, systemic hormone replacement therapy, using conjugated equine oestrogen, may make incontinence worse. There were too few data to reliably address other aspects of 

oestrogen therapy, such as oestrogen type and dose, and no direct evidence on route of  
34. administration. The risk of endometrial and breast cancer after long‐term use suggests that oestrogen treatment should be for limited periods, especially in those women with an intact uterus. 
35. Cody JD, Jacobs ML, Richardson K, et al. Oestrogen therapy for urinary incontinence in post‐menopausal women. Cochrane Database Syst Rev. 2012 Oct 17;10:CD001405. doi: 10.1002/14651858.CD001405.pub3.  Urinary 

incontinence may be improved with the use of local oestrogen treatment. However, there was little  
36. evidence from the trials on the period after oestrogen treatment had finished and no information about the long‐term effects of this therapy was given. Conversely, systemic hormone replacement therapy using conjugated 

equine oestrogen may worsen incontinence. 
37. Bélisle S et al. Canadian Consensus conference on menopause 2006 update. JOGC 2006;171:S7‐S10.   SOGC 2009 Menopause and Osteoporosis Update 2009‐SOGC Jan 2009.  

http://www.sogc.org/media/pdf/advisories/Meno‐Osteo‐Update_JOGC‐Jan_09.pdf  
38. Scottish Intercollegiate Guidelines Network. Management of urinary incontinence in primary care. 2004;December.  www.sign.ac.uk/pdf/sign79.pdf 
39. Haueusler G et al. Drug therapy of urinary urge incontinence: A systematic review. Obstet Gynecol 2002;100:1003‐16. 
40. Zinner NR et al. Pharmacotherapy for stress urinary incontinence: Present and future options. Drugs 2004;64:1503‐1519. 
41. Hashim H et al. Pharmacological management of women with mixed urinary incontinence. Drugs 2006;66:591‐606. 
42. Alhasso A et al. Adrenergic drugs for urinary incontinence in adults. Cochrane Database of Systematic Reviews 2005, Issue 3. 
43. University of Maryland medical center website. Accessed 14/11/07. www.umm.edu/altmed/drugs/belladonna‐opium‐012800.htm#Use. 
44. Johnson TM 2nd, Burgio KL, Redden DT, Wright KC, Goode PS.  Effects of behavioral and drug therapy on nocturia in older incontinent women. J Am Geriatr Soc. 2005 May;53(5):846‐50. 
45. (Physiotherapy‐ especially if pt can’t isolate or exercising wrong muscles, or if stops breathing during Kegels; Saskatoon Health Region: Pelvic Floor Rehab Program 655‐8208, typically sees females q1‐2weeks x 8 times, waiting 

list ~6months; Private Clinics in Saskatoon also treat, quicker access, 3rd party coverage?: Bourassa & Daniels Kimber) Nurse Continence Advisor: Eliza Meggs RN,NCA  (Nightingale Nursing Group) Phone: 306‐652‐3314 
Hagen S, Stark D, Glazener C, et al. Individualised pelvic floor muscle training in women with pelvic organ prolapse (POPPY): a multicentre randomised controlled trial. Lancet. 2013 Nov 27. 

46. Braekken IH, Majida M, Engh ME, et al. Can pelvic floor muscle training reverse pelvic organ prolapse and reduce prolapse symptoms? An assessor‐blinded, randomized, controlled trial. Am J Obstet Gynecol. 2010 
Aug;203(2):170.e1‐7. Epub 2010 May 1. 

47. Glazener C, Boachie C, Buckley B, et al. Urinary incontinence in men after formal one‐to‐one pelvic‐fl oor muscle training following radical prostatectomy or transurethral resection of the prostate (MAPS): two parallel 
randomised controlled trials. Lancet 2011; published online July 12. DOI:10.1016/S0140‐6736(11)60751‐4. 

48. Boyle R, Hay‐Smith EJ, Cody JD, et al.   Pelvic floor muscle training for prevention and treatment of urinary and faecal incontinence in antenatal and postnatal women.  Cochrane Database Syst Rev. 2012 Oct 17;10:CD007471.  
There is some evidence that for women having their first baby, PFMT can prevent urinary  incontinence up to six months after delivery. There is support for the widespread recommendation that PFMT is an appropriate 
treatment for women with persistent postpartum urinary incontinence. 

49. Schurch B, de Sèze M, Denys P, et al.; Botox Detrusor Hyperreflexia Study Team.  Botulinum toxin type a is a safe and effective treatment for neurogenic urinary incontinence: results of a single treatment, randomized, placebo 
controlled  6‐month study. J Urol. 2005 Jul;174(1):196‐200. 

50. Karsenty G, Denys P, Amarenco G, et al. Botulinum Toxin A (Botox((R))) Intradetrusor Injections in Adults with Neurogenic Detrusor Overactivity/Neurogenic Overactive Bladder: A Systematic Literature Review. Eur Urol. 2007 Oct 
16; [Epub ahead of print] 

51. Schurch B. Botulinum toxin for the management of bladder dysfunction.Drugs. 2006;66(10):1301‐18. 
          Chapple C, Sievert KD, MacDiarmid S, et al.   OnabotulinumtoxinA 100 U significantly improves all idiopathic overactive bladder symptoms and quality of life in patients with overactive bladder and urinary incontinence: a  
           randomised, double‐blind, placebo‐controlled trial. Eur Urol. 2013 Aug;64(2):249‐56. 
52. Naumann M, So Y, Argoff CE, Childers MK, Dykstra DD, Gronseth GS, Jabbari B, Kaufmann HC, Schurch B, Silberstein SD, Simpson DM; Therapeutics and Technology Assessment Subcommittee of the American Academy of 

Neurology. Assessment: Botulinum neurotoxin in the treatment of autonomic disorders and pain  (an evidence‐based review): report of the Therapeutics and Technology Assessment  Subcommittee of the American Academy of 
Neurology. Neurology. 2008 May 6;70(19):1707‐14. Botulinum neurotoxin (BoNT) should be offered as a treatment option for the treatment of axillary hyperhidrosis and detrusor overactivity (Level A), should be considered for 
palmar hyperhidrosis, drooling, and detrusor sphincter dyssynergia after spinal cord injury (Level B), and may be considered for gustatory sweating and low back pain (Level C). BoNT is probably ineffective in episodic migraine 
and chronic tension‐type headache (Level B). There is presently no consistent or strong evidence to permit drawing conclusions on the efficacy of BoNT in chronic daily headache (mainly transformed migraine) (Level U). While 
clinicians' practice may suggest stronger recommendations in some of these indications, evidence‐based conclusions are limited by the availability of data. 

53. Dmochowski R, Chapple C, Nitti VW, et al. Efficacy and Safety of OnabotulinumtoxinA for Idiopathic Overactive Bladder: A Double‐Blind, Placebo Controlled, Randomized, Dose Ranging Trial. J Urol. 2010 Dec;184(6):2416‐22. 
54. Duthie JB, Vincent M, Herbison GP, et al.   Botulinum toxin injections for adults with overactive bladder syndrome. Cochrane Database Syst Rev. 2011 Dec 7;12:CD005493.  Intravesical botulinum toxin appears to be an effective 

therapy for refractory OAB symptoms, but as yet little controlled trial data exist on benefits and safety compared with other interventions, or with placebo.  
55. Visco AG, Brubaker L, Richter HE, et al; the Pelvic Floor Disorders Network. Anticholinergic Therapy vs. OnabotulinumtoxinA for Urgency Urinary Incontinence. N Engl J Med. 2012 Oct 4. 
56. Ayan S, Topsakal K, Gokce G, Gultekin EY. Efficacy of combined anticholinergic treatment and behavioral modification as a first line treatment for nonneurogenic and nonanatomical voiding dysfunction in children: a randomized 

controlled trial. J Urol. 2007 Jun;177(6):2325‐8; discussion 2328‐9. 
57. Kilic N, Balkan E, Akgoz S, Sen N, Dogruyol H. Comparison of the effectiveness and side‐effects of tolterodine and oxybutynin in children with detrusor instability. Int J Urol. 2006 Feb;13(2):105‐8. 
58. Nijman RJ, Borgstein NG, et al. Tolterodine treatment for children with symptoms of urinary urge incontinence suggestive of detrusor overactivity: results from 2 randomized, placebo controlled trials. J Urol. 2005 

Apr;173(4):1334‐9. 
59. Siami P, Seidman LS, Lama D. A multicenter, prospective, open‐label study of tolterodine extended‐release 4 mg for overactive bladder: the speed of onset of therapeutic assessment trial (STAT). Clin Ther. 2002 Apr;24(4):616‐28. 
60. Sand PK, Goldberg RP, Dmochowski RR, McIlwain M, Dahl NV. The impact of the overactive bladder syndrome on sexual function: a preliminary report from the Multicenter Assessment of Transdermal Therapy in Overactive 

Bladder with Oxybutynin trial. Am J Obstet Gynecol. 2006 Dec;195(6):1730‐5. 
61. Feinberg M. The problems of anticholinergic adverse effects in older patients.Drugs Aging. 1993 Jul‐Aug;3(4):335‐48. 
62. Tune LE. Anticholinergic effects of medication in elderly patients. J Clin Psychiatry. 2001;62 Suppl 21:11‐4.  
63. Rudolph JL, Salow MJ, Angelini MC, McGlinchey RE. The anticholinergic risk scale and anticholinergic adverse effects in older persons. Arch Intern Med. 2008 Mar 10;168(5):508‐13. 
64. Sink KM, Thomas J 3rd, Xu H, Craig B, et al. Dual Use of Bladder Anticholinergics and Cholinesterase Inhibitors: Long‐Term Functional and Cognitive Outcomes. J Am Geriatr Soc. 2008 Apr 1. [Epub ahead of print] In higher‐

functioning NH residents, dual use of ChIs and bladder anticholinergics may result in greater rates  
65. of functional decline than use of ChIs alone. The MDS‐COGS may not be sensitive enough to detect differences in cognition due to dual use. 

19 

CADTH= Canadian Agency for Drugs and Technology in Health (www.CADTH.ca)  
CDR=Common Drug Review (http://cadth.ca//index.php/en/cdr)  
CEDAC= Canadian Expert Drug Advisory Committee 



66. Lackner TE, Wyman JF, McCarthy TC, Monigold M, Davey C. Randomized, placebo‐controlled trial of the cognitive effect, safety, and tolerability of oral extended‐release oxybutynin 5mg/day in cognitively impaired nursing home 
residents with urge urinary incontinence. J Am Geriatr Soc. 2008 May;56(5):862‐70. Epub 2008  Apr 9.  n=50. 4 weeks. Short‐term treatment using oral extended‐release oxybutynin 5 mg once daily was safe and well tolerated, 
with no delirium, in older female nursing home participants with mild to severe dementia. Future research should investigate different dosages and long‐term treatment. 

67. Han L, Agostini JV, Allore HG. Cumulative anticholinergic exposure is associated with poor memory and executive function in older men. J Am Geriatr Soc. 2008 Dec;56(12):2203‐10. Cumulative anticholinergic exposure across 
multiple medications over 1 year may negatively affect verbal memory and executive function in older men. Prescription of drugs with anticholinergic effects in older persons deserves continued attention to avoid deleterious 
adverse effects. 

68. Carrière I, Fourrier‐Reglat A, Dartigues JF, et al. Drugs with anticholinergic properties, cognitive decline, and dementia in an elderly general population: the 3‐city study. Arch Intern Med. 2009 Jul 27;169(14):1317‐24. 
69. Campbell NL, Boustani MA, Lane KA, et al. Use of anticholinergics and the risk of cognitive impairment in an African American population. Neurology. 2010 Jul 13;75(2):152‐9.   
70. Teramura‐Grönblad Mariko, Muurinen Seija, Soini Helena, et al. Use of Anticholinergic Drugs and Cholinesterase Inhibitors and Their Association with Psychological Well‐Being Among Frail Older Adults in Residential Care 

Facilities. Ann Pharmacother ;45:596‐602. 
71. Stephenson Anne; Seitz Dallas; Bell Chaim M.; et al. Inhaled Anticholinergic Drug Therapy and the Risk of Acute Urinary Retention in Chronic Obstructive Pulmonary Disease: A Population‐Based Study. Arch Intern Med. 

2011;171(10):914‐920.  
72. Anticholinergic Cognitive Burden (ACB) scale http://www.indydiscoverynetwork.org/AnticholinergicCognitiveBurdenScale.html  
73. Fox C, Richardson K, Maidment ID, et al. Anticholinergic Medication Use and Cognitive Impairment in the Older Population: The Medical Research Council Cognitive Function and Ageing Study. J Am Geriatr Soc. 2011 Jun 24 
74. Torjesen I. Anticholinergic effects of common drugs are associated with increased mortality in over 65s. BMJ. 2011 Jun 28;342:d4037. 
75.  Abrams P, Andersson KE. Muscarinic receptor antagonists for overactive bladder. BJU Int. 2007 Nov;100(5):987‐1006. 
76. Waine E, Hashim H, Abrams P. Management of the overactive bladder: a review of pharmacological therapies and methods used by the urological specialist. Can J Urol. 2007 Apr;14(2):3478‐88.  
77. Irwin DE, Milsom I, Hunskaar S, Reilly K, Kopp Z, Herschorn S, Coyne K, Kelleher C, Hampel C, Artibani W, Abrams P. Population‐based survey of urinary incontinence, overactive bladder, and other lower urinary tract symptoms in 

five countries (Canada, Germany, Italy, Sweden, and the United Kingdom): results of the EPIC study. Eur Urol. 2006 Dec;50(6):1306‐14; discussion 1314‐5. Epub 2006 Oct 2. 
78. Dmochowski RR, Sanders SW, Appell RA, Nitti VW, Davila GW.  Bladder‐health diaries: an assessment of 3‐day vs 7‐day entries. BJU Int. 2005 Nov;96(7):1049‐54. 
79. Anderson RU, Mobley D, Blank B, Saltzstein D, Susset J, Brown JS. Once daily controlled versus immediate release oxybutynin chloride for urge urinary incontinence. OROS Oxybutynin Study Group. J Urol. 1999 Jun;161(6):1809‐

12. 
80. Diokno A, Sand P, Labasky R, et al. Long‐term safety of extended‐release oxybutynin chloride in a community‐dwelling  population of participants with overactive bladder: a one‐year study. Int Urol Nephrol. 2002;34(1):43‐9. 
81. Diokno AC, Appell RA, Sand PK, Dmochowski RR, et al.; OPERA Study Group. Prospective, randomized, double‐blind study of the efficacy and tolerability of the extended‐release formulations of oxybutynin and tolterodine for 

overactive bladder: results of the OPERA trial. Mayo Clin Proc. 2003 Jun;78(6):687‐95. 
82. Sussman D, Garely A. Treatment of overactive bladder with once‐daily extended‐release tolterodine or oxybutynin: the antimuscarinic clinical effectiveness trial (ACET). Curr Med Res Opin. 2002;18(4):177‐84. 
83. Appell RA, Sand P, et al. Overactive Bladder: Judging Effective Control and Treatment Study Group.  Prospective randomized controlled trial of extended‐release oxybutynin chloride and tolterodine tartrate in the treatment of 

overactive bladder: results of the OBJECT Study.Mayo Clin Proc. 2001 Apr;76(4):358‐63. 
84. Jünemann KP, Halaska M, Rittstein T, et al. Propiverine versus tolterodine: efficacy and tolerability in patients with overactive bladder. Eur Urol. 2005 Sep;48(3):478‐82. 
85. Albo ME, Richter HE, Brubaker L, et al; Urinary Incontinence Treatment Network.  Burch colposuspension versus fascial sling to reduce urinary stress incontinence. N Engl J Med. 2007 May 24;356(21):2143‐55. Epub 2007 May 21. 
86. Schulz JA, Chan MC, Farrell SA, Sub‐Committee on Urogynaecology (SGOC) . Midurethral minimally invasive sling procedures for stress urinary incontinence. J Obstet Gynaecol Can 2008 Aug;30(8):728‐33. 

http://www.sogc.org/guidelines/documents/gui213TU0808.pdf  
87. AUA –American Urological Association, Surgical Management of Female Stress Urinary Incontinence Update 2009 http://www.auanet.org/content/guidelines‐and‐quality‐care/clinical‐guidelines/main‐

reports/stress2009/chapter1.pdf  
88. De Vocht TF, Chrzan R, Dik P, et al. Long‐Term Results of Bulking Agent Injection for Persistent Incontinence in Cases of Neurogenic Bladder Dysfunction. J Urol. 2009 Dec 16. 
89. Richter, Holly E., Albo, Michael E., Zyczynski, Halina M. et al, the Urinary Incontinence Treatment Network, Retropubic versus Transobturator Midurethral Slings for Stress Incontinence N Engl J Med 2010 0: NEJMoa0912658 
90. SOGC: Transvaginal Mesh procedures for Pelvic Organ Prolapse Feb 2011. http://www.sogc.org/guidelines/documents/gui254TU1102E.pdf  
91. Lovatsis D, Easton W, Wilkie D, Urogynaecology Committee. SOGC Guidelines for the evaluation and treatment of recurrent urinary incontinence following pelvic floor surgery. J Obstet Gynaecol Can 2010 Sep;32(9):894‐99. 

http://www.sogc.org/guidelines/documents/gui248CPG1009E_000.pdf  
92. Altman Daniel, Väyrynen Tapio, Engh Marie Ellström, et al. for the Nordic Transvaginal Mesh Group. Anterior Colporrhaphy versus Transvaginal Mesh for Pelvic‐Organ Prolapse. N Engl J Med 2011; 364:1826‐1836. 
93. Walter JE, Lovatsis D, Easton W, Epp A, Farrell SA, Girouard L, Gupta CK, Harvey MA, Larochelle A, et al. SOGC: Transvaginal mesh procedures for pelvic organ prolapse. J Obstet Gynaecol Can 2011 Feb;33(2):168‐74. 

Brubaker L, Cundiff GW, Fine P, et al. Abdominal sacrocolpopexy with Burch colposuspension to reduce urinary stress incontinence. (CARE) N Engl J Med 2006;354:1557‐66. 
Nygaard I, Brubaker L, Zyczynski HM, et al. Long‐term outcomes (up to 7 years) following abdominal sacrocolpopexy for pelvic organ prolapse. (CARE) JAMA. 2013;309(19):2016‐2024. 

           Labrie J, Berghmans BL, Fischer K, et al. Surgery versus physiotherapy for stress urinary incontinence. N Engl J Med. 2013 Sep 19;369(12):1124‐33. 
94. Chapple C, Khullar V, Gabriel Z, et al. The effects of antimuscarinic treatments in overactive bladder: a systematic review & meta‐analysis. Eur Urol. 2005 Jul;48(1):5‐26. Epub 2005 Mar 22. Review. Erratum: Eur Urol. 2005 

Nov;48(5):875. 
95. Haab F, Stewart L, Dwyer P. Darifenacin, an M3 selective receptor antagonist, is an effective and well‐tolerated once‐daily treatment for overactive bladder. Eur Urol. 2004 Apr;45(4):420‐9; discussion 429. 
96. Cardozo L, Chapple CR, Toozs‐Hobson P, et al.  Efficacy of trospium chloride in patients with detrusor instability: a placebo‐controlled, randomized, double‐blind, multicentre clinical trial. BJU Int. 2000 Apr;85(6):659‐64. 
97. Zinner N, Gittelman M, Harris R, et al; Trospium Study Group. Trospium chloride improves overactive bladder symptoms: a multicenter phase III trial. J Urol. 2004 Jun;171(6 Pt 1):2311‐5, quiz 2435. 
98. Staskin D, et al.; Trospium Study Group. Once daily 60mg trospium chloride is effective and well tolerated for the treatment of overactive bladder: results from a multicenter phase III trial. J Urol. 2007 Sep;178(3 Pt 1):978‐83. 
99. Cardozo L, Lisec M, Millard R, et al. Randomized, double‐blind placebo controlled trial of the once daily antimuscarinic agent solifenacin succinate in patients with overactive bladder. J Urol. 2004 Nov;172(5 Pt 1):1919‐24. 
100. Layton D, Pearce GL, Shakir SA. Safety profile of tolterodine as used in general practice in England: results of  prescription‐event monitoring. Drug Saf. 2001;24(9):703‐13. 
101. a) Hussain RM, Hartigan‐Go K, Thomas SH, Ford GA.  Effect of oxybutynin on the QTc interval in elderly patients with urinary incontinence. Br J Clin Pharmacol. 1996 Jan;41(1):73‐5.  b) Layton D, Pearce GL, Shakir SA. Safety profile 

of tolterodine as used in general practice in England: results of prescription‐event monitoring. Drug Saf. 2001;24(9):703‐13. {See also www.torsades.org } 
102. Kaplan SA, Roehrborn CG, Rovner ES, et al. Tolterodine and tamsulosin for treatment of men with lower urinary tract symptoms and overactive bladder: a randomized controlled trial. JAMA. 2006 Nov 15;296(19):2319‐28. 

Erratum in: JAMA. 2007 Mar 21:297(11):1195. JAMA. 2007 Oct 24;298(16):1864. 
103. Tsao JW, Heilman KM. Transient memory impairment and hallucinations associated with tolterodine use. N Engl J Med. 2003 Dec 4;349(23):2274‐5. 
104. Womack KB, Heilman KM.  Tolterodine and memory: dry but forgetful. Arch Neurol. 2003 May;60(5):771‐3. 
105. 3rd International Consultation on Incontinence. Evaluation and Treatment of Urinary Incontinence, Pelvic Organ Prolapse and Faecal Incontinence. 2005  http://www.icsoffice.org/documents/ici_pdfs_3/v2.pdf/summary.pdf  
106. Mitterberger M, Marksteiner R, et al. Autologous myoblasts and fibroblasts for female stress incontinence: a 1‐year follow‐up in 123 patients. BJU Int. 2007 Nov;100(5):1081‐5. Epub 2007 Aug 30. 
107. Robinson D, Cardozo L, Terpstra G, Bolodeoku J; Tamsulosin Study Group. A randomized double‐blind placebo‐controlled multicentre study to explore the efficacy and safety of tamsulosin and tolterodine in women with 

overactive bladder syndrome. BJU Int. 2007 Oct;100(4):840‐5. 
108. Pharmacist’s Letter. Alpha‐Blockers for Urinary Problems in Women. Oct 2010. 
109. FDA Dec/07 Certain patients taking desmopressin are at risk for developing severe hyponatremia that can result in seizures and death.  Children treated with desmopressin intranasal formulations for primary nocturnal enuresis 

(PNE) are particularly susceptible to severe hyponatremia and seizures.  As such, desmopressin intranasal formulations are no longer indicated for the treatment of primary nocturnal enuresis and should not be used in 
hyponatremic patients or patients with a history of hyponatremia.  PNE treatment with desmopressin tablets should be interrupted during acute illnesses that may lead to fluid and/or electrolyte imbalance.  All desmopressin 
formulations should be used cautiously in patients at risk for water intoxication with hyponatremia. http://www.fda.gov/cder/drug/infopage/desmopressin/default.htm  Health Canada July 2008 http://www.hc‐sc.gc.ca/dhp‐
mps/medeff/advisories‐avis/prof/_2008/desmopressin_hpc‐cps‐eng.php  

110. Steers WD, Herschorn S, Kreder KJ, et al. Duloxetine OAB Study Group. Duloxetine compared with placebo for treating women with symptoms of overactive bladder. BJU Int. 2007 Aug;100(2):337‐45. Epub 2007 May 19. 
111. Ghoniem GM, Van Leeuwen JS, et al. Duloxetine/Pelvic Floor Muscle Training Clinical Trial Group.  A randomized controlled trial of duloxetine alone, pelvic floor muscle training alone, combined treatment and no active 

treatment in women with stress urinary incontinence. J Urol. 2005 May;173(5):1647‐53. 
112. van Kerrebroeck P, Abrams P, Lange R, et al. Duloxetine Urinary Incontinence Study Group. Duloxetine versus placebo in the treatment of European and Canadian women with stress urinary incontinence. BJOG. 2004 

Mar;111(3):249‐57. 
113. Millard RJ, Moore K, Rencken R, et al. Duloxetine UI Study Group. Duloxetine vs placebo in the treatment of stress urinary incontinence: a four‐continent randomized clinical trial. BJU Int. 2004 Feb;93(3):311‐8. 
114. Norton PA, Zinner NR, Yalcin I, Bump RC; Duloxetine Urinary Incontinence Study Group.  Duloxetine versus placebo in the treatment of stress urinary incontinence. Am J Obstet Gynecol. 2002 Jul;187(1):40‐8. 
115. Dmochowski RR, Miklos JR, Norton PA, et al. Duloxetine Urinary Incontinence Study Group.  Duloxetine versus placebo for the treatment of North American women with stress urinary incontinence. J Urol. 2003 Oct;170(4 Pt 

1):1259‐63.  
116. Pharmacotherapy of BPH with overactive bladder. Pharmacist’s Letter/Prescriber’s Letter Feb 2007;23 (2): 230205. 
117. Athanasopoulos A, Perimenis P.  Efficacy of the combination of an alpha1‐blocker with an anticholinergic agent in the treatment of lower urinary tract symptoms associated with bladder outlet obstruction. Expert Opin 

Pharmacother. 2005 Nov;6(14):2429‐33.  
118. Athanasopoulos AA, Perimenis PS. Comparison of doxazosin with or without tolterodine in men with symptomatic bladder outlet obstruction and an overactive bladder. BJU Int. 2005 May;95(7):1117‐8.  
119. Athanasopoulos A, Gyftopoulos K, Giannitsas K, et al.  Combination treatment with an alpha‐blocker plus an anticholinergic for bladder outlet obstruction: a prospective, randomized, controlled study. J Urol. 2003 

Jun;169(6):2253‐6. 



120. Wagg AS, Cardozo L, Chapple C, De Ridder D, Kelleher C, Kirby M, Milsom I, Vierhout M. Overactive bladder syndrome in older people. BJU Int. 2007 Mar;99(3):502‐9. 
121. Chapple C, Khullar V, Gabriel Z, Dooley JA. The effects of antimuscarinic treatments in overactive bladder: a systematic review and meta‐analysis. Eur Urol. 2005 Jul;48(1):5‐26. Epub 2005 Mar 22. Review. Erratum in: Eur Urol. 

2005 Nov;48(5):875. 
122. Abrams P, Kaplan S, De Koning Gans HJ, Millard R. Safety and tolerability of tolterodine for the treatment of overactive bladder in men with bladder outlet obstruction (BOO).  J Urol. 2006 Mar;175(3 Pt 1):999‐1004. 
123. Gill SS, Mamdani M, Naglie G, Streiner DL, Bronskill SE, Kopp A, Shulman KI, Lee PE, Rochon PA.  A prescribing cascade involving cholinesterase inhibitors and anticholinergic drugs. Arch Intern Med. 2005 Apr 11;165(7):808‐13. 
124. Hashimoto M, Imamura T, Tanimukai S, Kazui H, Mori E. Urinary incontinence: an unrecognised adverse effect with donepezil. Lancet. 2000 Aug 12;356(9229):568. 
125. Hogan DB, Bailey P, Carswell A, et al. Management of mild to moderate Alzheimer’s disease and dementia. Alzheimer’s & Dementia 3 (2007) 355‐384. 
126. DeBeau K. American Geriatrics: Urinary Incontinence (Ch 20). Accessed at:  http://www.americangeriatrics.org/staging/products/ui/incon5.m.htm  
127. Alhasso AA, McKinlay J, Patrick K, Stewart L. Anticholinergic drugs versus non‐drug active therapies for overactive bladder syndrome in adults. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD003193. 

Rai BP, Cody JD, Alhasso A, Stewart L. Anticholinergic drugs versus non‐drug active therapies for non‐neurogenic overactive bladder syndrome in adults. Cochrane Database of Systematic Reviews 2012, Issue 12. Art. No.: 
CD003193. DOI: 10.1002/14651858.CD003193.pub4. 

128. Armitage J, Emberton M.  The role of anticholinergic drugs in men with lower urinary tract symptoms. Curr Opin Urol. 2008 Jan;18(1):11‐5. 
129. CAU (Canadian Urological Association) 2010 Update: Guidelines for the management of benign prostatic Hyperplasia http://www.cua.org/guidelines/bph_2009_en__v2a.pdf  
130. Nickel JC, Méndez‐Probst CE, Whelan TF, Paterson RF, Razvi H. 2010 Update: Guidelines for the management of benign prostatic hyperplasia. Canadian Urol Assoc J. 2010 Oct;4(5):310‐6. 

Morlock R, Goodwin B, Gomez Rey G, Eaddy M. Clinical Progression, Acute Urinary Retention, Prostate‐Related Surgeries, and Costs in Patients with Benign Prostatic Hyperplasia Taking Early Versus Delayed Combination  
5α‐Reductase Inhibitor Therapy and α‐Blocker Therapy: A Retrospective Analysis. Clin Ther. 2013 Apr 12. 

           Fullhase C, Chapple C, Cornu JN, et al.   Systematic review of combination drug therapy for non‐neurogenic male lower urinary tract symptoms.  Eur Urol. 2013 Aug;64(2):228‐43.  
131. Goode PS, Burgio KL, Johnson TM 2nd, et al. Behavioral therapy with or without biofeedback and pelvic floor electrical stimulation for persistent postprostatectomy incontinence: a randomized controlled trial. JAMA. 2011 Jan 

12;305(2):151‐9. 
132. Benign prostatic hyperplasia (BPH): American Urological Association (AUA) Guidelines 2011. http://www.auanet.org/content/guidelines‐and‐quality‐care/clinical‐guidelines/main‐reports/bph‐

management/chap_1_GuidelineManagementof(BPH).pdf 
133. Roehrborn CG, Siami P, et al; on behalf of the CombAT Study Group. The Effects of Dutasteride, Tamsulosin and Combination Therapy on Lower Urinary Tract Symptoms in Men With Benign Prostatic Hyperplasia & Prostatic 

Enlargement: 2‐Year Results From the CombAT Study. J Urol. 2007 Dec 12; [Epub ahead of print] 
134. Roehrborn CG, Siami P, Barkin J, et al. on behalf of the CombAT Study Group. The Effects of Combination Therapy with Dutasteride and Tamsulosin on Clinical Outcomes in Men with Symptomatic Benign Prostatic Hyperplasia: 4‐

Year Results from the CombAT Study. Eur Urol. 2010 Jan;57(1):123‐131. 
135. Keam SJ, Scott LJ. Dutasteride: a review of its use in the management of prostate disorders. Drugs. 2008;68(4):463‐85. (Dutasteride is being investigated for its efficacy in reducing the risk of prostate cancer in at‐risk men in the 4‐

year REDUCE study and as treatment to extend the time to progression in men with low‐risk  
136. localized prostate cancer who would otherwise undergo watchful waiting in the 3‐year REDEEM study) 
137. Kramer BS, Hagerty KL, Justman S, et al. Use of 5alpha‐Reductase Inhibitors for Prostate Cancer Chemoprevention: American  Society of Clinical Oncology/American Urological Association 2008 Clinical Practice Guideline. J Urol. 

2009 Feb 24. [Epub ahead of print] Asymptomatic men with a prostate‐specific antigen  (PSA) </=3.0 ng/mL who are regularly screened with PSA or are anticipating undergoing annual PSA screening for early detection of prostate 
cancer may benefit from a discussion of both the benefits of 5‐ARIs for 7 years for the prevention of prostate cancer and the potential risks (including the possibility of high‐grade  prostate cancer). Men who are taking 5‐ARIs for 
benign conditions such as lower urinary tract [obstructive] symptoms (LUTS) may benefit from a similar discussion, understanding that the improvement of LUTS relief should be weighed with the potential risks of high‐grade 
prostate cancer from 5‐ARIs (although the majority of  the Panel members judged the latter risk to be unlikely). A reduction of approximately 50% in PSA by 12 months is expected in men taking a 5‐ARI; however, because these 
changes in PSA may vary across men, and within individual men over time, the Panel cannot recommend a specific cut point to trigger a biopsy for men  taking a 5‐ARI. No specific cut point or change in PSA has been 
prospectively validated in men taking a 5‐ARI. http://jco.ascopubs.org/cgi/reprint/27/9/1502  

138. Redman MW, Tangen CM, Goodman PJ, Lucia MS, Coltman CA Jr, Thompson IM. Finasteride does not increase the risk of high‐grade prostate cancer: a bias‐adjusted modeling approach. Cancer Prev Res (Phila Pa). 2008 
Aug;1(3):174‐81. Epub 2008 May 18. 

139. Elliott CS, Shinghal R, Presti JC Jr. The Influence of Prostate Volume on Prostate‐Specific Antigen Performance: Implications for the Prostate Cancer Prevention Trial Outcomes. Clin Cancer Res. 2009 Jul 7. [Epub ahead of print] 
140. Pharmacist’s Letter. Controversies in Prostate Cancer: Role of PSA Testing and 5‐Alpha‐Reductase Inhibitors. July, 2009. 
141. Lebdai S, Bigot P, Azzouzi AR. High‐grade prostate cancer and finasteride. BJU Int. 2009 Nov 20. [Epub ahead of print] 
142. Vickers AJ, Savage CJ, Lilja H. Finasteride to Prevent Prostate Cancer: Should All Men or Only a High‐Risk Subgroup Be Treated? J Clin Oncol. 2010 Feb 16. 
143. Andriole, Gerald L., Bostwick, David G., Brawley, Otis W., et al. the REDUCE Study Group, Effect of Dutasteride on the Risk of Prostate Cancer. N Engl J Med 2010 362: 1192‐1202. 
144. Tacklind J, Fink HA, MacDonald R, Rutks I, Wilt TJ. Finasteride for benign prostatic hyperplasia. Cochrane Database of Systematic Reviews 2010, Issue 10. Art. No.: CD006015. DOI: 10.1002/14651858.CD006015.pub3. 
145. Wilt TJ, Macdonald R, Hagerty K, Schellhammer P, Tacklind J, Somerfield MR, Kramer BS. 5‐α‐Reductase inhibitors for prostate cancer chemoprevention: an updated Cochrane systematic review. BJU Int. 2010 Nov;106(10):1444‐

51. doi: 10.1111/j.1464‐410X.2010.09714.x.   
146. CAU (Canadian Urological Association) 2010 Update: Guidelines for the management of benign prostatic Hyperplasia http://www.cua.org/guidelines/bph_2009_en__v2a.pdf  
147. Nickel JC, Méndez‐Probst CE, Whelan TF, Paterson RF, Razvi H. 2010 Update: Guidelines for the management of benign prostatic hyperplasia. Can Urol Assoc J. 2010 Oct;4(5):310‐6. 
148. Andriole GL, Bostwick D, Brawley OW, et al. REDUCE Study Group. The Effect of Dutasteride on the Usefulness of Prostate Specific Antigen for the Diagnosis of High Grade and Clinically Relevant Prostate Cancer in Men With a 

Previous Negative Biopsy: Results From the REDUCE Study. J Urol. 2011 Jan;185(1):126‐31. 
149. FDA June/11 notified that the Warnings and Precautions section of the labels for the 5‐alpha reductase inhibitor (5‐ARI) class of drugs has been revised to include new safety information about the increased risk of being 

diagnosed with a more serious form of prostate cancer (high‐grade prostate cancer). {PCPT & Reduce FDA reviewed data from two prostate cancer prevention trials. In one, finasteride (given daily for 7 years) was associated with 
a higher frequency of prostate cancers with Gleason scores between 8 and 10, compared with placebo (1.8% vs. 1.1%). In the other, dutasteride (given daily for 4 years) was also associated with more high‐grade cancers relative 
to placebo (1% vs. 0.5%)}. 

150. Theoret Marc R., Ning Yang‐Min, Zhang Jenny J., et al. The Risks and Benefits of 5α‐Reductase Inhibitors for Prostate‐Cancer Prevention.  June 15, 2011 (10.1056/NEJMp1106783) 
151. Fleshner NE, Lucia MS, Egerdie B, et al. Dutasteride in localised prostate cancer management: the REDEEM randomised, double‐blind, placebo‐controlled trial. Lancet 2012; published online January 25.   

Toren P, Margel D, et al. Effect of dutasteride on clinical progression of benign prostatic hyperplasia in asymptomatic men with enlarged prostate: a post hoc analysis of the REDUCE study. BMJ. 2013 Apr 15;346:f2109.   
Robinson D, Garmo H, et al. Use of 5α‐reductase inhibitors for lower urinary tract symptoms and risk of prostate cancer in Swedish men: nationwide, population based case‐control study. BMJ. 2013 Jun 18;346:f3406. 
Thompson IM Jr, Goodman PJ, Tangen CM, et al. Long‐term survival of participants (finasteride) in the Prostate Cancer Prevention Trial. (PCPT) N Engl J Med 2013;369:603‐10.   

152. Carson CC. Combination of phosphodiesterase‐5 inhibitors and alpha‐blockers in patients with benign prostatic hyperplasia: treatments of lower urinary tract symptoms, erectile dysfunction, or both?BJU Int. 2006 Apr;97 Suppl 
2:39‐43; discussion 44‐5. 

153. Klausner AP, Steers WD. Antimuscarinics for the treatment of overactive bladder: a review of central nervous system effects.Curr Urol Rep. 2007 Nov;8(6):441‐7. 
Wagg A, Dale M, Tretter R, Stow B, Compion G. Randomised, Multicentre, Placebo‐controlled, Double‐blind Crossover Study Investigating the Effect of Solifenacin and Oxybutynin in Elderly People with Mild Cognitive 
Impairment: The SENIOR Study. Eur Urol. 2013 Jan 11.   

154. Sahai A, Mallina R, Dowson C, Larner T, Khan MS. Evolution of transdermal oxybutynin in the treatment of overactive bladder. Int J Clin Pract. 2008 Jan;62(1):167‐70. 
155. Farrell SA, Baydock S, Amir B, Fanning C. Effectiveness of a new self‐positioning pessary for the management of urinary incontinence in women. Am J Obstet Gynecol. 2007 May;196(5):474.e1‐8.   
156. Wallace SA, Roe B, Williams K, Palmer M. Bladder training for urinary incontinence in adults. Cochrane Database Syst Rev. 2004;(1):CD001308. 
157. McConnell JD, Roehrborn CG, Bautista OM, Andriole GL Jr, et al; Medical Therapy of Prostatic Symptoms (MTOPS) Research Group.  The long‐term effect of doxazosin, finasteride, and combination therapy on the clinical 

progression of benign prostatic hyperplasia. N Engl J Med. 2003 Dec 18;349(25):2387‐98. 
158. Wilt TJ, N'Dow J. Benign prostatic hyperplasia. Part 2‐Management. BMJ. 2008 Jan 26;336(7637):206‐10.  
159. Nix JW, Carson CC. Medical management of benign prostatic hypertrophy. Can J Urol. 2007 Dec;14 Suppl 1:53‐7. 
160. American Urological Assoc 2006 Kaplan et al. www.auanet.org/guidelines/bph.cfm ;  
161. European 2004 Madersbacher et al. http://www.uroweb.org/fileadmin/user_upload/Guidelines/11%20BPH.pdf   
          Fullhase C, Chapple C, Cornu JN, et al.   Systematic review of combination drug therapy for non‐neurogenic male lower urinary tract symptoms.  Eur Urol. 2013 Aug;64(2):228‐43.  
162. Singh A, Alter HJ, Littlepage A. A systematic review of medical therapy to facilitate passage of ureteral calculi. Ann Emerg Med. 2007 Nov;50(5):552‐63. Epub 2007 Aug 3. Our results suggest that "medical expulsive therapy," 

using  either alpha‐antagonists or calcium channel blockers, augments the stone expulsion rate compared to standard therapy for moderately sized distal ureteral stones. This meta‐analysis of low‐quality studies shows that 
ureteral stone passage can be enhanced by treating patients  with an alpha‐blocker such as tamsulosin (Flomax) or the calcium channel blocker nifedipine (Procardia). Better studies may refute these findings, but for now either 
approach is an option. (LOE = 1a‐). 

163. Ferre RM et al. Tamsulosin for ureteral stones in the emergency department: A randomized, controlled trial. Ann Emerg Med 2009 Sep; 54:432. (not useful) 
164. John TT, Razdan S. Adjunctive tamsulosin improves stone free rate after ureteroscopic lithotripsy of large renal and ureteric calculi: a prospective randomized study. Urology. 2010 May;75(5):1040‐2. 



165. Medical Letter. Drugs for Kidney Stones. Nov 29, 2010. (Tamsulosin or long aciting nifedipine +/‐ corticosteroid) Medical Letter. Drugs for Kidney Stones. Nov 29, 2010. (Tamsulosin or long acting nifedipine +/‐ corticosteroid) 
166. Vincendeau Sebastien; Bellissant Eric; Houlgatte Alain; et al.; for the Tamsulosin Study Group. Tamsulosin Hydrochloride vs Placebo for Management of Distal Ureteral Stones: A Multicentric, Randomized, Double‐blind Trial. Arch 

Intern Med. 2010;170(22):2021‐2027. 
167. Shamliyan TA, Kane RL, Wyman J, Wilt TJ.  Systematic Review: Randomized, Controlled Trials of Nonsurgical Treatments for Urinary Incontinence in Women. Ann Intern Med. 2008 Feb 11; [Epub ahead of print]  
168. Society of Obstetricians and Gynaecologists of Canada, Robert M, Ross S, Farrel SA, et all. Conservative management of urinary incontinence. J Obstet Gynaecol Can 2006 Dec;28(12):1113‐8. 

http://www.sogc.org/guidelines/documents/186E‐CPG‐Decembre2006.pdf  
169. Landefeld CS, Bowers BJ, Feld AD, Hartmann KE, Hoffman E, Ingber MJ, et al.  National Institutes of Health State‐of‐the‐Science Statement: Prevention of Fecal and Urinary Incontinence in Adults. Ann Intern Med. 2008 Feb 11; 

[Epub ahead of print]. 
170. Wilt TJ, Mac Donald R, Rutks I. Tamsulosin for benign prostatic hyperplasia. Cochrane Database Syst Rev. 2003;(1):CD002081. 
171. Desmopressin monitoring to prevent harm: ISMP bulletin Mar2008: http://infonet.sktnhr.ca/pharmaceutical_services/documents/ISMPCndSafetyBulletin2008‐01DDAVP.pdf  
172. Thomas LH, et al. Treatment of urinary incontinence after stroke in adults. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD004462. Data from the available trials are insufficient to guide continence care of adults after stroke. 

However, there was suggestive evidence that professional input through structured assessment and management of care and specialist continence nursing may reduce urinary incontinence and related symptoms after stroke. 
173. Cantrell MA, Bream‐Rouwenhorst HR, Steffensmeier A, et al.Intraoperative Floppy Iris Syndrome Associated with {alpha}1‐Adrenergic Receptor Antagonists (April). Ann Pharmacother. 2008 Mar 25; [Epub ahead of print] Other 

alpha1AR antagonists, including terazosin, doxazosin, and alfuzosin, have also been linked to IFIS; however, their relationship to the syndrome is not as definitive. IFIS is a clinical syndrome observed during cataract surgery 
reported in patients taking systemic alpha1AR antagonists. It has been most strongly linked to use of tamsulosin. Medication washout periods of up to 2 weeks and specific surgical procedures have been attempted to reduce risk 
of complications from alpha1AR antagonists in the setting of cataract surgery. 

174. Wilt T, et al. Five‐alpha‐reductase Inhibitors for prostate cancer prevention. Cochrane Database Syst Rev. 2008 Apr 16;(2):CD007091. 5ARI reduce prostate cancer risk but may increase risk of high‐grade disease in men who are 
undergoing regular screening for prostate cancer using prostate specific antigen & digital rectal examination. Effects are consistent across race, family history and age and possibly 5ARI but were limited to men with baseline PSA 
values <4.0 ng/mL. 

175. Chapple CR, Khullar V, Gabriel Z, Muston D, Bitoun CE, Weinstein D. The Effects of Antimuscarinic Treatments in Overactive Bladder: An Update of a Systematic Review and Meta‐Analysis. Eur Urol. 2008 Jun 20. [Epub ahead of 
print] Antimuscarinics are efficacious, safe, and well‐tolerated treatments that improve HRQL.  Profiles of each drug and dosage differ and should be considered in making treatment choices. 

176. Burgio KL, Kraus SR, Menefee S, et al. Urinary Incontinence Treatment Network. Behavioral therapy to enable women with urge incontinence to discontinue drug treatment: a randomized trial. Ann Intern Med. 2008 Aug 
5;149(3):161‐9. 

177. Brubaker L, Nygaard I, Richter HE, et al. Two‐year outcomes after sacrocolpopexy with and without burch to prevent stress urinary incontinence. Obstet Gynecol. 2008 Jul;112(1):49‐55. The early advantage of prophylactic Burch 
colposuspension for stress incontinence that was seen at 3 months remains at 2 years. Apical anatomic success rates are high and not affected by concomitant Burch. 

178. Dimitrakov J, Kroenke K, Steers WD, Berde C, Zurakowski D, Freeman MR, Jackson JL. Pharmacologic management of painful bladder syndrome/interstitial cystitis: a systematic review. Arch Intern Med. 2007 Oct 8;167(18):1922‐
9. Review. Erratum in: Arch Intern Med. 2007 Dec 10‐22;167(22):2452. 

179. Jacobsen SJ, Cheetham TC, Haque R, Shi JM, Loo RK. Association between 5‐alpha reductase inhibition and risk of hip fracture. JAMA. 2008 Oct 8;300(14):1660‐4. Exposure to 5‐alpha reductase inhibitors was not associated with 
increased risk of hip fracture. The reduction in risk observed with exposure to 5‐alpha reductase inhibitors and the modest increase in risk associated with exposure to alpha‐blockers require replication and warrant further 
investigation. 

180. Bauer R, Kaufman R, Mian BM. Use of anticholinergic therapy in men. Can J Urol. 2008 Dec;15(6):4359‐62. 
181. De E. Management of refractory overactive bladder in adults. Can J Urol. 2008 Dec;15(6):4388‐98. 
182. Nickel JC, Krieger JN, McNaughton‐Collins M, Anderson RU, Pontari M, Shoskes et al.; Chronic Prostatitis Collaborative Research Network.  Alfuzosin and symptoms of chronic prostatitis‐chronic pelvic pain syndrome. N Engl J 

Med. 2008 Dec 18;359(25):2663‐73. Our findings do not support the use of alfuzosin to reduce the symptoms of chronic prostatitis‐chronic pelvic pain syndrome in men who have not received prior treatment with an alpha‐
blocker. 

183. Gopal M, Haynes K, Bellamy SL, Arya LA. Discontinuation rates of anticholinergic medications used for the treatment of lower urinary tract symptoms. Obstet Gynecol. 2008 Dec;112(6):1311‐8. The median time for overall 
anticholinergic drug discontinuation was 4.76 months. The 6‐month unadjusted cumulative incidence of  discontinuation was 58.8% (95% confidence interval [CI] 58.4‐59.3). The percentage of episodes in which women switched  
to another medication was 15.8% (95% CI 15.4‐16.1). At 6 months, the adjusted cumulative incidence of discontinuation was as follows: oxybutynin 71% (95% CI 68.4‐73.5), tolterodine tartrate 61%  (59.4,64.3), extended‐release 
oxybutynin 57% (95% CI 55.1‐59.4), and extended‐release tolterodine tartrate 54% (95% CI 52.3‐57.7).Discontinuation rates for anticholinergic medications are high regardless of the class of medication used. 

184. Subak LL, Wing R, West DS, et al. PRIDE Investigators.  Weight loss to treat urinary incontinence in overweight and obese women. N Engl J Med. 2009 Jan 29;360(5):481‐90. A 6‐month behavioral intervention targeting weight loss 
reduced the frequency of self‐reported urinary‐incontinence episodes among overweight  and obese women as compared with a control group. A decrease in urinary incontinence may be another benefit among the extensive 
health improvements associated with moderate weight reduction. 

185. Herbison GP, Arnold EP. Sacral neuromodulation with implanted devices for urinary storage and voiding dysfunction in adults. Cochrane Database Syst Rev. 2009 Apr 15;(2):CD004202. 
186. Bell Chaim M.; Hatch; Wendy V. et al. Association Between Tamsulosin and Serious Ophthalmic Adverse Events in Older Men Following Cataract Surgery. JAMA. 2009;301(19):1991‐1996. Exposure to tamsulosin within 14 days of 

cataract surgery was significantly associated with serious postoperative ophthalmic adverse  events. There were no significant associations with exposure to other alpha‐blocker medications used to treat BPH. 
187. Iliadou A, Milsom I, Pedersen NL, Altman D. Risk of urinary incontinence symptoms in oral contraceptive users: a national cohort study from the Swedish Twin Register. Fertil Steril. 2009 Aug;92(2):428‐33. Epub 2008 Aug 15. 
188. Hartmann KE, McPheeters ML, Biller DH, et al. Treatment of Overactive Bladder in Women. Evid Rep Technol Assess (2008): 187, 1‐11. 
189. Ogah J, Cody JD, Rogerson L. Minimally invasive synthetic suburethral sling operations for stress urinary incontinence in women. Cochrane Database Syst Rev.  2009 Oct 7;(4):CD006375. 
190. Zeif HJ, Subramonian K. Alpha blockers prior to removal of a catheter for acute urinary retention in adult men. Cochrane Database Syst Rev. 2009 Oct 7;(4):CD006744. 
191. Robson WL. Clinical practice. Evaluation and management of enuresis. N Engl J  Med. 2009 Apr 2;360(14):1429‐36. 
192. Glazener CM, Evans JH, Peto RE. Tricyclic and related drugs for nocturnal enuresis in children. Cochrane Database Syst Rev. 2003;(3):CD002117. 
193. Glazener CM, Evans JH. Desmopressin for nocturnal enuresis in children. Cochrane Database Syst Rev. 2002;(3):CD002112. 
194. Brown JS, Bradley CS, Subak LL, et al. Diagnostic Aspects of Incontinence Study (DAISy) Research Group. The sensitivity and specificity of a simple test to distinguish between urge and stress urinary incontinence. Ann Intern Med. 

2006 May 16;144(10):715‐23. 
195. Management of neurogenic bladder in children. In: Tekgül S, Riedmiller H, Gerharz E, Hoebeke P, Kocvara R, Nijman R, Radmayr Chr, Stein R. Guidelines on paediatric urology. Arnhem, The Netherlands: European Association of 

Urology, European Society for Paediatric Urology; 2009 Mar. p. 31‐41. 
196. Monosymptomatic enuresis. In: Tekgül S, Riedmiller H, Gerharz E, Hoebeke P, Kocvara R, Nijman R, Radmayr Chr, Stein R. Guidelines on paediatric urology. Arnhem, The Netherlands: European Association of Urology, European 

Society for Paediatric Urology; 2009 Mar. p. 29‐31. 
197. Daniel R, Mallen CD, Cooper J. Female stress urinary incontinence‐10minute Consultation. BMJ. 2010 Feb 1;340:b5533. doi: 10.1136/bmj.b5533. 
198. Feb/10 Health Canada is informing health care professionals of complications associated with the transvaginal implantation of surgical mesh for the treatment of stress urinary incontinence and pelvic organ prolapse. 
199. Dumoulin C, Hay‐Smith J. Pelvic floor muscle training versus no treatment, or  inactive control treatments, for urinary incontinence in women. Cochrane Database Syst Rev. 2010 Jan 20;(1):CD005654. 
200. Frithsen IL, Simpson WM Jr. Recognition and management of acute medication poisoning. Am Fam Physician. 2010 Feb 1;81(3):316‐23. 
201. Ostaszkiewicz J, Johnston L, Roe B. Habit retraining for the management of urinary incontinence in adults. Cochrane Database Syst Rev. 2004;(2):CD002801. 
202. Solans‐Domenech M, Sanchez E, Espuna‐Pons M. Urinary and anal incontinence during pregnancy and postpartum: incidence, severity, and risk factors. Obstet Gynecol. 2010 Mar;115(3):618‐28. 
203. Kuncharape I, Maeroni B, Johnson D,  Pelvic Organ Prolapse. Am Fam Physician. 2001 May 1;81(9):1111‐1117. (Good Pessary overview) 
204. Heliovaara‐Peippo S, Halmesmaki K, Hurskainen R, et al. The effect of hysterectomy or levonorgestrel‐releasing intrauterine system on lower urinary tract symptoms: a 10‐year follow‐up study of a randomised trial. BJOG. 2010 

Apr;117(5):602‐9. Epub 2010 Feb 15. 
205. Anger JT, Weinberg A, Suttorp MJ, Litwin MS, Shekelle PG. Outcomes of Intravesical Botulinum Toxin for Idiopathic Overactive Bladder Symptoms: A Systematic Review of the Literature. J Urol. 2010 Apr 16. 
206. Goode Patricia S.; Burgio Kathryn L.; Holly E. Richter; Alayne D. Markland. Incontinence in Older Women, JAMA. 2010;303(21):2172‐2181.  
207. Nix D, Haugen V. Prevention and management of incontinence‐associated dermatitis. Drugs Aging. 2010 Jun 1;27(6):491‐6. 
208. Ahmad M, McCallum IJ, Mercer‐Jones M. Management of faecal incontinence in adults. BMJ. 2010 Jun 15;340:c2964. 
209. Thirugnanasothy S. Managing urinary incontinence in older people. BMJ  2010;341:c3835, doi: 10.1136/bmj.c3835 (Published 9 August 2010)  
210. Sand PK, Johnson Ii TM, Rovner ES, Ellsworth PI, Oefelein MG, Staskin DR. Trospium chloride once‐daily extended release is efficacious and tolerated in elderly subjects (aged >/=75 years) with overactive bladder syndrome. BJU 

Int. 2010 Aug 6.   
211. Lordêlo P, Teles A, Veiga ML, Correia LC, Barroso U Jr. Transcutaneous electrical nerve stimulation (TENS) in children with overactive bladder: a randomized clinical trial. J Urol. 2010 Aug;184(2):683‐9. 
212. American Urological Association Education and Research. Guideline for the surgical management of female stress urinary incontinence: 2009 update. Linthicum (MD): American Urological Association Education and Research, 

Inc.; 2009. 
213. Pharmacist’s Letter. Alpha‐Blockers for Urinary Problems in Women. Oct 2010. 



214. Nieminen K, Hiltunen R, Takala T, et al. Outcomes after anterior vaginal wall repair with mesh: a randomized, controlled trial with a 3 year follow‐up. Am J Obstet Gynecol. 2010 Sep;203(3):235.e1‐8. Epub 2010 May 21.  
215. Afonso AS, Verhamme KM, Stricker BH, et al. Inhaled anticholinergic drugs and risk of acute urinary retention. BJU Int. 2010 Sep 29. doi: 10.1111/j.1464‐410X.2010.09600.x.  Current use of inhaled anticholinergic drugs increases 

the risk of AUR, especially in patients with BPH or if administered via a nebulizer. 
216. NICE guideline Oct/10: Nocturnal enuresis ‐ the management of bedwetting in children and young people. http://www.nice.org.uk/nicemedia/live/13246/51367/51367.pdf  
217. Kwak KW, Lee YS, Park KH, Baek M. Efficacy of Desmopressin and Enuresis Alarm as First and Second Line Treatment for Primary Monosymptomatic Nocturnal Enuresis: Prospective Randomized Crossover Study. J Urol. 2010 Oct 

18.    
218. Homma Y, Kakizaki H, Yamaguchi O, et al. Assessment of Overactive Bladder Symptoms: Comparison of 3‐Day Bladder Diary and the Overactive Bladder Symptoms Score. Urology. 2010 Oct 14. 
219. Frank, Christopher, Szlanta, Agata. Office management of urinary incontinence among older patients. Can Fam Physician 2010 56: 1115‐1120.  
220. Anothaisintawee T, Attia J, Nickel JC, et al.. Management of chronic prostatitis/chronic pelvic pain syndrome: a systematic review and network meta‐analysis. JAMA. 2011 Jan 5;305(1):78‐86.   
221. Wang CJ, Lin YN, Huang SW, Chang CH. Low dose oral desmopressin for nocturnal polyuria in patients with benign prostatic hyperplasia: a double‐blind, placebo controlled, randomized study. J Urol. 2011 Jan;185(1):219‐23. 
222. Allan GM, Ivers N, Kolber M. Medical management of renal stones: More than analgesia? Can Fam Physician. 2011 Feb;57(2):198. 
223. Lovatsis D, Easton W, Wilkie D, Urogynaecology Committee. SOGC Guidelines for the evaluation and treatment of recurrent urinary incontinence following pelvic floor surgery. J Obstet Gynaecol Can 2010 Sep;32(9):894‐99. 

http://www.sogc.org/guidelines/documents/gui248CPG1009E_000.pdf  
224. French LM, Bhambore N. Interstitial cystitis/painful bladder syndrome. Am Fam Physician. 2011 May 15;83(10):1175‐81. 
225. Friedman Bat‐Chen, Friedman Boris, Goldman Ran D.. Oxybutynin for treatment of nocturnal enuresis in children. Canadian Family Physician. May 2011. 
226. Stephenson Anne; Seitz Dallas; Bell Chaim M.; et al. Inhaled Anticholinergic Drug Therapy and the Risk of Acute Urinary Retention in Chronic Obstructive Pulmonary Disease: A Population‐Based Study. Arch Intern Med. 

2011;171(10):914‐920.  
227. Glazener C, Boachie C, Buckley B, et al. Urinary incontinence in men after formal one‐to‐one pelvic‐fl oor muscle training following radical prostatectomy or transurethral resection of the prostate (MAPS): two parallel 

randomised controlled trials. Lancet 2011; online July 12.  (unlikely to be effective)) 
228. FDA July/11 Surgical placement of mesh to repair pelvic organ prolapse poses risks.  In treating pelvic organ prolapse, use of mesh, especially if placed transvaginally, "may expose patients to greater risk than other surgical 

options," the FDA warned this week. The agency estimates there were at least 100,000 prolapse  repairs done with mesh last year, most done transvaginally. The FDA reports that the most frequent complications resulting from 
mesh include protrusion of the mesh out of vaginal tissue, pain, infection, bleeding, and pain during intercourse. http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm262752.htm  

229. Health Canada Aug/11 is informing healthcare practitioners and patients of a labelling update for finasteride drugs to add safety information on rare reports of breast cancer in men. 
230. FDA Aug/11 Botox (onabotulinumtoxinA) has been approved to treat urinary incontinence in patients with overactive bladder due to neurologic conditions (e.g., multiple sclerosis). 
231. Paquette A, Gou P, Tannenbaum C.   Systematic review and meta‐analysis: do clinical trials testing antimuscarinic agents for overactive bladder adequately measure central nervous system adverse events?.  J Am Geriatr Soc. 

2011 Jul;59(7):1332‐9. (More‐detailed standardized measurement required) 
232. Varilla V, Samala RV, Galindo D, Ciocon J. Nocturia in the elderly: A wake‐up call. Cleve Clin J Med. 2011 Nov;78(11):757‐64. 
233. Nelken RS, Ozel BZ, Leegant AR, Felix JC, Mishell DR Jr. Randomized trial of estradiol vaginal ring versus oral oxybutynin for the treatment of overactive bladder. Menopause. 2011 Sep;18(9):962‐6.  
234. Duthie JB, Vincent M, Herbison GP, et al.   Botulinum toxin injections for adults with overactive bladder syndrome. Cochrane Database Syst Rev. 2011 Dec 7;12:CD005493.  Intravesical botulinum toxin appears to be an effective 

therapy for refractory OAB symptoms, but as yet little controlled trial data exist on benefits and  safety compared with other interventions, or with placebo.  
235. Pannek J, Stöhrer M, Blok B, Castro‐Diaz D, Del Popolo G, Kramer G, Radziszewski P, Reitz A, Wyndaele J‐J. Guidelines on neurogenic lower urinary tract dysfunction. Arnhem, The Netherlands: European Association of Urology 

(EAU); 2011 Mar. 
236. Chung SD, Chen YK, Chen YH et al. Hyperthyroidism and female urinary incontinence: a population‐based cohort study. Clin Endocrinol (Oxf). 2011 Nov;75(5):704‐8. 
237. Brazzelli M, Griffiths PV, Cody JD, et al.   Behavioural and cognitive interventions with or without other treatments for the management of faecal incontinence in children. Cochrane Database Syst Rev. 2011 Dec 7;12:CD002240 
238. Sengupta G et al. Comparison of Murraya koenigii‐ and Tribulus terrestris‐Based Oral Formulation Versus Tamsulosin in the Treatment of Benign Prostatic Hyperplasia in Men Aged >50 Years: A Double‐Blind, Double‐Dummy, 

Randomized Controlled Trial. Clin Ther. 2011 Dec; 33(12):1943‐52. 
239. Madhuvrata P, Cody JD, Ellis G, et al.   Which anticholinergic drug for overactive bladder symptoms in adults. Cochrane Database Syst Rev. 2012 Jan 18;1:CD005429.  Where the prescribing choice is between oral immediate 

release oxybutynin or tolterodine, tolterodine might be preferred for reduced risk of dry mouth.  With tolterodine, 2 mg twice daily is the usual starting dose, but a 1 mg twice daily dose might be equally effective, with less risk 
of dry mouth. If extended release preparations of oxybutynin or tolterodine are available, these might be preferred to immediate release preparations because there is less risk of dry mouth. Between  solifenacin and immediate 
release tolterodine, solifenacin might be preferred for better efficacy and less risk of dry mouth. Solifenacin 5 mg once daily is the usual starting dose, this could be increased to 10 mg once daily for better efficacy but with 
increased risk of dry mouth. Between fesoterodine and extended release  tolterodine, fesoterodine might be preferred for superior efficacy but has higher risk of withdrawal due to adverse events and higher risk of dry 
mouth.There is little or no evidence available about quality of life, costs, or long‐term outcome in these studies. There were insufficient data from trials of other anticholinergic drugs to draw  any conclusions. 

240. Burgio KL, Goode PS, Johnson TM, et al. Behavioral versus drug treatment for overactive bladder in men: the Male Overactive Bladder Treatment in Veterans (MOTIVE) Trial. J Am Geriatr Soc. 2011 Dec;59(12):2209‐16. 
241. Campbell SE, Glazener CM, Hunter KF, et al.   Conservative management for postprostatectomy urinary incontinence.  Cochrane Database Syst Rev. 2012 Jan 18;1:CD001843. The value of the various approaches to conservative 

management of postprostatectomy incontinence after radical prostatectomy remains uncertain.  It seems unlikely that men benefit from one‐to‐one pelvic floor muscle training therapy after transurethral resection of the 
prostate (TURP). Long‐term incontinence may be managed by external penile clamp, but there are safety problems. 

242. Health Canada Mar/12 is informing health professionals and the public that the prescription drugs finasteride and dutasteride may be associated with an increased risk of developing a serious form of prostate cancer known as 
high‐grade prostate cancer. 

243. FDA: Apr/12 The labels of the alopecia drug Propecia (finasteride 1 mg) and the benign prostatic hyperplasia drug Proscar (finasteride 5 mg) are being updated with an expanded list of adverse sexual effects, the FDA has 
announced. Propecia label will include libido, ejaculation, and orgasm disorders that persist after  treatment ends; Proscar label will include decreased libido that persists posttreatment & both labels will note reports of male 
infertility or poor semen quality that improved after drug discontinuation. 

244. Gacci M, Corona G, Salvi M, et al. A Systematic Review and Meta‐analysis on the Use of Phosphodiesterase 5 Inhibitors Alone or in Combination with α‐Blockers for Lower Urinary Tract Symptoms Due to Benign Prostatic 
Hyperplasia. Eur Urol. 2012 May;61(5):994‐1003. 

245. Marinkovic SP, Rovner ES, Moldwin RM, et al. The management of overactive bladder syndrome. BMJ. 2012 Apr 17;344:e2365. 
246. Robinson D, Cardozo L. Antimuscarinic drugs to treat overactive bladder. BMJ. 2012 Mar 27;344:e2130. 
247. Nager CW, Brubaker L, Litman HJ, et al; the Urinary Incontinence Treatment Network. A Randomized Trial of Urodynamic Testing before Stress‐Incontinence Surgery. N Engl J Med. 2012 May 2. 
248. Kiddoo DA. Nocturnal enuresis. CMAJ. 2012 Apr 23.  
249. Shamliyan T, Wyman JF, Ramakrishnan R, Sainfort F, Kane RL. Systematic Review: Benefits and Harms of Pharmacologic Treatment for Urinary Incontinence in Women. Ann Intern Med. 2012 Apr 9. 
250. Huang AJ, Hess R, Arya LA, et al.   Pharmacologic treatment for urgency‐predominant urinary incontinence in women diagnosed using a simplified algorithm: a randomized trial. Am J Obstet Gynecol. 2012 May;206(5):444.e1‐

444.e11. 
251. Brubaker L, Cundiff GW, Fine P, et al. Abdominal sacrocolpopexy with Burch colposuspension to reduce urinary stress incontinence. (CARE) N Engl J Med 2006;354:1557‐66. 
252. Wei JT, Nygaard I, Richter HE, et al. A midurethral sling to reduce incontinence after vaginal prolapse repair. (OPUS)  N Engl J Med  2012;366:2358‐67. 
253. Wagg A, Compion G, Fahey A, Siddiqui E. Persistence with prescribed antimuscarinic therapy for overactive bladder: a UK experience. BJU Int. 2012 Mar 12. 
254. Gormley EA, Lightner DJ, Burgio KL, Chai TC, et al. Diagnosis and treatment of overactive bladder (non‐neurogenic) in adults: AUA/SUFU guideline. Linthicum (MD): American Urological Association (AUA); 2012 May. (J Urol. 2012 

Oct 19. pii: S0022‐5347(12)04959‐2.) 
255. Sarma AV, Wei JT. Clinical practice. Benign prostatic hyperplasia and lower urinary tract symptoms. N Engl J Med. 2012 Jul 19;367(3):248‐57.  
256. NICE: National Institute for Health and Clinical Excellence. Management of urinary incontinence in neurological disease: management of lower urinary tract dysfunction in neurological disease (Clinical guideline CG148.) 2012. 

http://guidance.nice.org.uk/CG148. 
257. Stafne S, Salvesen K, Romundstad P, et al. Does regular exercise including pelvic floor muscle training prevent urinary and anal incontinence during pregnancy? A randomised controlled trial. BJOG. 2012 Sep;119(10):1270‐1280. 
258. Wilson S, Broders J. Dutasteride/Tamsulosin (Jalyn) for Benign Prostatic Hyperplasia. Am Fam Physician. 2012;85(12):1159‐1200. 
259. O'Halloran T, Bell RJ, Robinson PJ, Davis SR. Urinary Incontinence in Young Nulligravid Women: A Cross‐sectional Analysis. Ann Intern Med. 2012 Jul 17;157(2):87‐93. 
260. Vande Griend JP, Linnebur SA. Inhaled Anticholinergic Agents and Acute Urinary Retention in Men with Lower Urinary Tract Symptoms or Benign Prostatic Hyperplasia (September). Ann Pharmacother. 2012 Jul 31. 
261. Wolosker N, de Campos JR, Kauffman P, et al.   A randomized placebo‐controlled trial of oxybutynin for the initial treatment of palmar and axillary hyperhidrosis. J Vasc Surg. 2012 Jun;55(6):1696‐700.  
262. Cañete P, Ortiz E, Domingo S, Cano A. Transobturator suburethral tape in the treatment of stress urinary incontinence: Efficacy and quality of life after 5 year follow up. Maturitas. 2012 Dec 3.  
263. King AB, Wolters JP, Klausner AP, Rapp DE. Vaginal Symptoms and Sexual Function After Tension‐free Vaginal Tape‐obturator Placement: Minimum 12‐Month Follow‐up. Urology. 2012 Nov 29. 
264. Deshpande AV, Caldwell PH, Sureshkumar P.   Drugs for nocturnal enuresis in children (other than desmopressin and tricyclics).  Cochrane Database Syst Rev. 2012 Dec 12;12:CD002238. doi: 10.1002/14651858.CD002238.pub2.   

There was not enough evidence to judge whether or not the included drugs cured bedwetting when used alone. 



265. Tacklind J, Macdonald R, Rutks I, et al. Serenoa repens (Saw palmetto) for benign prostatic hyperplasia. Cochrane Database Syst Rev. 2012 Dec 12;12:CD001423. doi: 10.1002/14651858.CD001423.pub3.  Serenoa repens, at 
double and triple doses, did not improve urinary flow measures or prostate size in men with lower  urinary tract symptoms consistent with BPH. 

266. Wagg A, Dale M, Tretter R, Stow B, Compion G. Randomised, Multicentre, Placebo‐controlled, Double‐blind Crossover Study Investigating the Effect of Solifenacin and Oxybutynin in Elderly People with Mild Cognitive 
Impairment: The SENIOR Study. Eur Urol. 2013 Jan 11.   

267. Khandelwal C, Kistler C. Diagnosis of Urinary Incontinence. Am Fam Physician. 2013;87(8):543‐550.  
268. Carlson JJ, Hansen RN, Dmochowski RR, et al. Estimating the Cost‐Effectiveness of OnabotulinumtoxinA for Neurogenic Detrusor Overactivity in the United States. Clin Ther. 2013 Mar 20. 
269. Society of Obstetricians and Gynaecologists of Canada (SOGC). SOGC clinical practice guidelines: treatments for overactive bladder: focus on pharmacotherapy. J Obstet Gynaecol Can2012 Nov;34(11):1092‐101.  
270. Toren P, Margel D, et al. Effect of dutasteride on clinical progression of benign prostatic hyperplasia in asymptomatic men with enlarged prostate: a post hoc analysis of the REDUCE study. BMJ. 2013 Apr 15;346:f2109.   
271. Wagg A, Khullar V, Marschall‐Kehrel D, et al.   Flexible‐dose fesoterodine in elderly adults with overactive bladder: results of the randomized, double‐blind, placebo‐controlled study of fesoterodine in an aging population trial.   

J Am Geriatr Soc. 2013 Feb;61(2):185‐93. 
272. Hersh L, Salzman B. Clinical Management of Urinary Incontinence in Women. Am Fam Physician. 2013;87(9):634‐640.  
273. Morlock R, Goodwin B, Gomez Rey G, Eaddy M. Clinical Progression, Acute Urinary Retention, Prostate‐Related Surgeries, and Costs in Patients with Benign Prostatic Hyperplasia Taking Early Versus Delayed Combination  

5α‐Reductase Inhibitor Therapy and α‐Blocker Therapy: A Retrospective Analysis. Clin Ther. 2013 Apr 12. 
274. Weiss JP, Jumadilova Z, Johnson TM 2nd, et al. Efficacy and safety of flexible dose fesoterodine in men and women with overactive bladder symptoms including nocturnal urinary urgency. J Urol. 2013 Apr;189(4):1396‐401. 
275. van Leijsen SA, Kluivers KB, Mol BW, et al. Value of urodynamics before stress urinary incontinence surgery: a randomized controlled trial. Obstet Gynecol. 2013 May;121(5):999‐1008.   
276. Nitti VW, Auerbach S, Martin N, Calhoun A, Lee M, Herschorn S. Results of a randomized phase III trial of mirabegron in patients with overactive bladder. J Urol. 2013 Apr;189(4):1388‐95.   
277. Berghmans B, Hendriks E, Bernards A, et al. Electrical stimulation with non‐implanted electrodes for urinary incontinence in men. Cochrane Database Syst Rev. 2013 Jun  6;6:CD001202. There was some evidence 

that electrical stimulation enhanced the effect of PFMT in the short term but not after six months. There were, however, more adverse effects (pain or discomfort) with electrical stimulation. 
278. Nguyen K, Hunter KF, Wagg A. Knowledge and understanding of urinary incontinence: Survey of family practitioners in northern Alberta. Can Fam Physician. 2013 Jul;59(7):e330‐7. 
279.  Caldwell PH, Nankivell G, Sureshkumar P.   Simple behavioural interventions for nocturnal enuresis in children.  Cochrane Database Syst Rev. 2013 Jul 19;7:CD003637.  Simple behavioural methods may be superior to no active 

treatment but appear to be inferior to enuresis alarm therapy and some drug therapy (such as imipramine and amitriptyline). Simple behavioural therapies could be tried as first line treatment before considering enuresis alarm 
therapy or drug therapy, which may be more demanding and have adverse effects, although evidence supporting their efficacy is lacking. 

280. FDA Sep/13 has approved a new device to treat urinary symptoms in men ages 50 and older with benign prostatic hyperplasia. The UroLift system is the first permanent implant on the market and relieves blocked or low urine 
flow by preventing enlarged prostate tissue from blocking the urethra. 

281. NICE: National Institute for Health and Care Excellence. Urinary incontinence in women: the management of urinary incontinence in women. (Clinical guideline 171.) 2013. http://guidance.nice.org.uk/CG171.  
282. Chancellor MB, Patel V, Leng WW, et al. OnabotulinumtoxinA improves quality of life in patients with neurogenic detrusor overactivity. Neurology. 2013 Aug 27;81(9):841‐8.  
283. Chancellor MB, Migliaccio‐Walle K, Bramley TJ, et al. Long‐Term Patterns of Use and Treatment Failure With Anticholinergic Agents for Overactive Bladder. Clin Ther. 2013 Sep 30. 
284. Labrie J, Berghmans BL, Fischer K, et al. Surgery versus physiotherapy for stress urinary incontinence. N Engl J Med. 2013 Sep 19;369(12):1124‐33. 
285. Agur W, Riad M, Secco S, et al. Surgical treatment of recurrent stress urinary incontinence in women: a systematic review and meta‐analysis of randomised controlled trials. Eur Urol. 2013 Aug;64(2):323‐36. 
286. van Kerrebroeck P, Chapple C, Drogendijk T, et al.   Combination Therapy with Solifenacin and Tamsulosin Oral Controlled Absorption System in a Single Tablet for Lower Urinary Tract Symptoms in Men: Efficacy and Safety  

Results from the Randomised Controlled NEPTUNE Trial. Eur Urol. 2013 Aug 3. 
287. Bird ST, Delaney JAC, Brophy JM, Etminam M, Skeldon SC, Hartzema AG. Tamsulosin treatment for benign prostatic hyperplasia and risk of severe hypotension in men aged 40‐85 years in the United States: risk window analyses 

using between and within patient methodology. BMJ 2013 347:f6320.  
288. Caldwell PH, Deshpande AV, Gontard AV. Management of nocturnal enuresis. BMJ. 2013 Oct 29;347:f6259. 
289. Hagen S, Stark D, Glazener C, et al. Individualised pelvic floor muscle training in women with pelvic organ prolapse (POPPY): a multicentre randomised controlled trial. Lancet. 2013 Nov 27. 
290. Rudnicki M, Laurikainen E, Pogosean R, et al. Anterior colporrhaphy compared with collagen‐coated transvaginal mesh for anterior vaginal wall prolapse: a randomised controlled trial. BJOG. 2013 Oct 1. Our 
291. Ayeleke RO, Hay‐Smith EJ, Omar MI.   Pelvic floor muscle training added to another active treatment versus the same active treatment alone for urinary incontinence in women. Cochrane Database Syst Rev. 2013 Nov 

20;11:CD010551.  This systematic review found insufficient evidence to state whether or not there were additional effects of adding PFMT to other active treatment when compared with the same active treatment alone for 
urinary incontinence (SUI, UUI or MUI) in women. 

292. Robert M, Schulz JA, Harvey MA. Technical update on pessary use. J Obstet Gynaecol Can. 2013 Jul;35(7 eSuppl):S1‐11.  
293.  Liem S, Schuit E, Hegeman M, Bais J, et al. Cervical pessaries for prevention of preterm birth in women with a multiple pregnancy (ProTWIN): a multicentre, open‐label randomised controlled trial. Lancet. 2013 Oct 

19;382(9901):1341‐9 
294. Mangera A, Apostolidis A, Andersson KE, et al. An Updated Systematic Review and Statistical Comparison of Standardised Mean Outcomes for the Use of Botulinum Toxin in the Management of Lower Urinary Tract Disorders.  

Eur Urol. 2013 Nov 1. pii: S0302‐2838(13)01109‐3.  
295. National Institute for Health and Care Excellence (NICE). Mirabegron for treating symptoms of overactive bladder. London (UK): National Institute for Health and Care Excellence (NICE); 2013 Jun. 
296. Hilde G, Stær‐Jensen J, Siafarikas F, Ellström Engh M, Bø K. Postpartum pelvic floor muscle training and urinary incontinence: a randomized controlled trial. Obstet Gynecol. 2013 Dec;122(6):1231‐8. 
297. Nam RK, Cheung P, Herschorn S, et al. Incidence of complications other than urinary incontinence or erectile dysfunction after radical prostatectomy or radiotherapy  for prostate cancer: a population‐based cohort study.  

Lancet Oncol. 2014 Jan 16 
298. Chang SR, Chen KH, Lin HH, et al. Association of mode of delivery with urinary incontinence and changes in urinary incontinence over the first year postpartum. Obstet Gynecol. 2014 Mar;123(3):568‐77. 
299. Robert M, Girard I, Brennand E, et al. Absorbable mesh augmentation compared with no mesh for anterior prolapse: a randomized controlled trial. Obstet Gynecol. 2014 Feb;123(2 Pt 1):288‐94. 
300. Rai BP, Cody JD, Alhasso A, Stewart L. Anticholinergic drugs versus non‐drug active therapies for non‐neurogenic overactive bladder syndrome in adults. Cochrane Database of Systematic Reviews 2012, Issue 12. Art. No.: 

CD003193. DOI: 10.1002/14651858.CD003193.pub4. 
301. Casabé A, Roehrborn CG, et al. Efficacy and safety of the coadministration of tadalafil once daily with finasteride for 6 months in men with lower urinary tract symptoms and prostatic enlargement secondary to benign prostatic 

hyperplasia. J Urol.2014 Mar. 
302. Barber MD, Brubaker L, Burgio KL, et al. Comparison of 2 transvaginal surgical approaches and perioperative behavioral therapy for apical vaginal prolapse: the OPTIMAL randomized trial. JAMA. 2014 Mar 12;311(10):1023‐34. 
303. Laurikainen E, Valpas A, Aukee P, et al. Five‐year Results of a Randomized Trial Comparing Retropubic and Transobturator Midurethral Slings for Stress Incontinence. Eur Urol. 2014 Jan 31. 
304. Park C, Park J, Choo MS, et al.   A randomised, prospective double‐blind, propiverine‐controlled trial of imidafenacin in patients with overactive bladder. Int J Clin Pract. 2014 Feb;68(2):188‐96 
305. Cho HJ, Shin SC, Seo DY, et al.   Comparison of alfuzosin 10 mg with or without propiverine 10 mg, 20 mg in men with lower urinary tract symptom and an overactive bladder: randomised, single‐blind, prospective study.  

Int J Clin Pract. 2014 Jan 29.  
306. Anger JT, Mueller ER, Tarnay C, et al. Robotic compared with laparoscopic sacrocolpopexy: a randomized controlled trial.Obstet Gynecol. 2014 Jan;123(1):5‐12 
307. Hung KJ et al. Urinary incontinence, depression, and economic outcomes in a cohort of women between the ages of 54 and 65 years. Obstet Gynecol 2014 Apr; 123:822. 
308. Pisansky TM, Pugh SL, Greenberg RE, et al. Tadalafil for prevention of erectile dysfunction after radiotherapy for prostate cancer: the Radiation Therapy Oncology Group [0831] randomized clinical trial. JAMA. 2014 Apr 

2;311(13):1300‐7. 
309. Roehrborn CG et al. Effects of tadalafil once daily on maximum urinary flow rate in men with lower urinary tract symptoms suggestive of benign prostatic hyperplasia. J Urol 2014 Apr; 191:1045.  
310. Abrams P, Kelleher C, Staskin D, et al.   Combination Treatment with Mirabegron and Solifenacin in Patients with Overactive Bladder: Efficacy and Safety Results from a Randomised, Double‐blind, Dose‐ranging, Phase 2 Study 

(Symphony).  Eur Urol. 2014 Feb 19. 



311. Drug treatment. In: Lucas MG, Bedretdinova D, Bosch JLHR, Burkhard F, Cruz F, Nambiar AK, de Ridder DJMK, Tubaro A, Pickard RS. Guidelines on urinary incontinence. Arnhem (The Netherlands):  
European Association of Urology (EAU); 2013 Mar.  

312. Dmochowski RR, Staskin DR, Duchin K, et al.   Clinical safety, tolerability and efficacy of combination tolterodine/pilocarpine in patients with overactive bladder. Int J Clin Pract. 2014 Mar 25. 
313. Elterman DS, Kaplan SA. Lower urinary tract symptoms in a 66‐year‐old man. CMAJ. 2014 Apr 15;186(7):525‐7.  
314. Boyd K, Hilas O. α‐Adrenergic Blockers for the Treatment of Lower‐Urinary‐Tract Symptoms and Dysfunction in Women. Ann Pharmacother. 2014 Jun;48(6):711‐22. 
315. Health Canada May/14 Surgical Mesh ‐ Complications Associated with Transvaginal Implantation for the Treatment of Stress Urinary Incontinence and Pelvic Organ Prolapse. 
316. Kim S, Liu S, Tse V. Management of urinary incontinence in adults. Australian Prescriber 37.1. 2014. 
317. Sturm RM, Guralnick ML, Stone AR, et al. Comparison of clinical outcomes between "ideal" and "nonideal" transobturator male sling patients for treatment of postprostatectomy incontinence. Urology. 2014 May;83(5):1186‐9. 
318. van der Ploeg JM, van der Steen A, Oude Rengerink K, et al. Prolapse surgery with or without stress incontinence surgery for pelvic organ prolapse: a systematic review and meta‐analysis of randomised trials.  

BJOG. 2014 Apr;121(5):537‐47.   
319. Myers DL. Female Mixed Urinary Incontinence‐A Clinical Review. JAMA. 2014;311(19):2007‐2014. doi:10.1001/jama.2014.4299. 
320.  
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1) Breaking the “cold chain” 
Canadian Guidelines: Refrigerated vaccines should be stored between +2°C and +8°C.  
Frozen vaccines should be stored at -15°C or colder.  Store light sensitive vaccines away 
from light.  Follow manufacturer recommendations for storage & transport.  Administration 
requires someone trained to give im/sc injections. 

 

Fridges:   
-Fridge used should be dedicated to the storage of vaccines only.   
-**Use of bar fridges for vaccine storage is the leading cause of cold chain breaks in Canada.  Bar fridges are 

not recommended for the purpose of storing vaccines.   
- Keeping temperature of fridge stable (2-8 C):  Avoid opening refrigerator door unnecessarily, store containers of 

water in refrigerators, or ice packs in the freezer  
NEVER store vaccines in the vegetable bin section of the refrigerator.  Ideal storage location for vaccine:  In the middle 

compartment, away from floor, coils, walls, and venting for the freezer or cold air. 
-Temperature of the compartments of the refrigerator where the vaccine is stored should be checked and logged at 

least twice a day.  Fridge temperatures outside of the 2 to 8 degree C range must be reported immediately to obtain 
recommendation on the stability of the affected product.   

- Fridge temperature recording logs should be retained for 2 years. 
- Min-Max thermometer batteries should be routinely changed twice a year: December 1 and June 1 and the date of 

changing noted on the device. 
 

Transporting Refrigerated Vaccines:  Avoid breaking the cold chain 
1) Transport vaccines in insulated containers at all times.  Hard sided plastic insulated containers, or Styrofoam 

containers with walls at least 2 inch thick walls should be used.  Icepacks should be placed inside the transport 
container to maintain the cold chain. To prevent freezing the vaccine should never be placed directly onto an ice pack.  
Instead an insulating barrier (i.e. bubble wrap, Styrofoam peanuts) should be placed between vaccine and ice pack. 

2) Make sure vaccine is never placed in trunk of vehicle, or in direct contact with sunlight.  Also the vaccine should 
not be placed in line with the air from the vehicles heater or air conditioner.  Vaccine should never be left in a 
vehicle unattended.   

3) If a break in the cold chain identified prior to administration of the vaccine, contact your local public health 
authority about the appropriate course of action.  While waiting for a decision, ensure that the vaccine is stored in 
appropriate cold chain conditions.  The vaccine should not be administered until a decision has been reached.  

4) If a break in the cold chain is identified after administration of the vaccine, contact your local public health 
authority.  The type of vaccine, duration and temperature of the exposure will be taken into account in order to 
determine the course of action. Serological testing or revaccination may be suggested. 

 

Further information: available from the Public Health Agency of Canada’s Website. References:   
1) Vaccine Storage and Handling Guidelines.  Pharmacists letter/Prescriber’s letter.  May 2008-Volume 24-Number 240517. 
2) Canadian Immunization Guide 2006. 
3) National Vaccine Storage and Handling Guidelines for immunization providers (2007).  Public Health Agency of Canada.  http://www.phac-

aspc.gc.ca/publicat/2007/nvshglp-ldemv/index-eng.php (Good link for additional information); Other:  http://www.vaccineinformation.org/;   
  

 

2) Anaphylaxis Management with vaccine administration: 
1) Patients should be kept under supervision for 15 minutes (JE-VAX: 30 minutes) following administration. 
2) In order to treat anaphylaxis perform the following steps (note steps a-d should be performed rapidly or 

simultaneously, however the priority is to complete step a): 
a) Promptly administer 0.01 mL/kg (maximum 0.5 mL) of aqueous epinephrine 1:1000 by 

intramuscular (or subcutaneous) injection in the opposite limb  to that in which the 
vaccination was given (or the vastus lateralis).  Prompt administration is essential. 

b) Call for an ambulance 
c) Place the patient in a recumbent position, and elevate their feet. 
d) If necessary, establish an oral airway. 
e) Patients with severe reactions such as cyanosis, dyspnea, should be given oxygen if it is available.  

Pulse oximetry can be used to monitor if available. 
f) If the vaccine was administered subcutaneously, an additional dose of 0.005 mL/kg (maximum 0.3 mL) 

of aqueous epinephrine 1:1000, can be injected into the vaccination site to slow down absorption.  
This should be done shortly after administration of the first dose of epinephrine in moderate to severe 
cases, and generally should not be repeated.  Local injection of epinephrine into an intramuscular 
vaccination site is contraindicated, as it speeds up absorption of the vaccine. 

g) A dose of diphenhydramine hydrochloride (Benadryl®) can be given as an adjunct to epinephrine.  The 
oral route of diphenhydramine is preferred for conscious patients who are not seriously ill (as the 
intramuscular injection is painful).  Oral dose: 1-2 mg/kg to a maximum single dose of 50 mg. 

h) An inhaled β-agonist should be considered if there is a bronchospasm resistant to an adequate dose of 
epinephrine (e.g., nebulized salbutamol 2.5-5.0 mg in 3 mL of saline or 1 puff per 3 kg to a maximum 
of 10 puffs by metered dose inhalers).  

i) Vital signs should be monitored continuously. 
j) Patient should be transported to emergency department for long term monitoring. 

Epinephrine dosing can be repeated twice at 5-minute intervals if necessary, for a total of three doses.  The 
limb in which the vaccination was given should be avoided. A different limb is preferred for each dose to 
maximize drug absorption.  

3)  Breastfeeding and Vaccinations:  Immunizations for actively breastfeeding women are considered safe, with 
the exception of smallpox vaccine and yellow fever, by both the CDC and the American academy of pediatrics.  
Breastfeeding does not appear to influence the maternal immune response.  Vaccines do not appear to affect 
the safety of breast milk for infants.10,11
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Anti-inflammatory properties of topical antifungal preparations: 
It is difficult to determine the anti-inflammatory effects of topical antifungals in humans as the majority of studies are completed as in vitro studies or in animal models.  Some studies compared  
antifungal drugs alone to a combination of antifungal plus steroid combination and had similar efficacies in treatment. A small study (n=20) assessed and compared in vivo anti-inflammatory effects of 
terbinafine, ciclopirox, ketoconazole and other antifungals (econazole, oxiconazole- not commonly used in Canada) with hydrocortisone 2.5%.  This study looked at the ability to decrease erythema due 
to UVB exposure which is thought to mimic the response in dermatophyte infections. It did not study the effects in an actual dermatophyte–induced inflammatory reaction. Terbinafine, ciclopirox, and 
ketoconazole all demonstrated anti-inflammatory effects.  Terbinafine and ciclopirox exhibited statistically significant difference in erythema when compared to control than ketoconazole, econazole, 
oxiconazole, and hydrocortisone.  Ketoconazole exhibited intermediate anti-inflammatory effects.  May consider use of these antifungals if there is an inflammatory component to the fungal infection.   
Lassus A, Nolting KS, Saropoulos C. Comparison of ciclopirox olamine 1% cream with ciclopirox i%-hydrocortisone acetate 1% cream in the treatment of inflamed superficial mycoses. Clin Therapeutics 1988;10: 594-599. 
Smith EB, Breneman DL, Griffith RF, et al. Double-blind comparison of naftifine cream and clotrimazole/betamethasone dipropionate cream in the treatment of tinea pedis. / Am Acad Dermatol 1992; 26: 125-127. 
Evans EGV, James IGV,  et al. Does naftifine have anti-inflammatory properties? A doubleblind comparative study with 1% clotrimazole-i% hydrocortisone in clinically diagnosed fungal infections of the skin. Br J Dermatol 1993; 129: 437-442 
Rosen T, Schell BJ, Orengo I.  Anti-inflammatory activity of antifungal preparations.  Int J Dermat 1997;36:788-792  
 
Official Warnings 

June 2014: TERAZOL 7 Vaginal Cream 0.4% (terconazole); TERAZOL 3 Dual‐Pak ‐ Vaginal Cream 0.8%/Vaginal Ovules 80 mg (terconazole) ‐ Risk of Anaphylaxis and Toxic Epidermal Necrolysis ‐ Janssen Inc. Very rare 
cases of serious adverse reactions of anaphylaxis or Toxic Epidermal Necrolysis have been reported during treatment with TERAZOL. Patients should discontinue use of the product if signs or symptoms of serious 
allergic reactions occur. http://healthycanadians.gc.ca/recall‐alert‐rappel‐avis/hc‐sc/2014/39911a‐eng.php;  http://healthycanadians.gc.ca/recall‐alert‐rappel‐avis/hc‐sc/2014/39915a‐eng.php  
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Extras 
Combos to Avoid: Early virologic failure: abacavir + lamivudine (or emtricitabine) + tenofovir ; didanosine + lamivudine (or emtricitabine) + tenofovir; didanosine + tenofovir + NNRTI;  
 didanosine + emtricitabine(lamivudine) + atazanavir; Caution:  emtricitabine(or lamivudine) + tenofovir + nevirapine 71 (early virologic failure in small clinical trials; ARTEN 72 trial: may be okay) 
          AE: Didanosine + stavudine (peripheral neuropthy, pancreatitis & lactic acidosis);  ATV + IDV ↑bilirubin; 2 NNRTI regimen                     Antagonism: stavudine + zidovudine  

 
 Oral contraceptives + non-ritonavir boosted atazanavir (may ↑ hormone levels; use lowest dose OC)73 or indinavir (will maintain hormone levels) 

 
{Refractory large volume diarrhea, HIV related: octreotide (50-500mcg sc TID)$$$ }74,75 
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Extras: 
1) Clinical Decision Rule for Point of Care Testing of Influenza Patients:  fever (2 points), myalgia (2 points), symptoms <48hrs (1 point), chills/sweats (1 point).  0‐2points = 8%; 3 points = 30%; 4‐6 points = 59%.  
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WEBSITES & Updates: 
Update: Influenza Activity --- United States, September 28--November 29, 2008 
During September 28--November 29, 2008, influenza activity remained low in the United States. Of the few influenza viruses characterized thus far this season, most are 
antigenically related to the strains included in the 2008--09 influenza vaccine. Oseltamivir-resistant influenza A (H1N1) viruses have been detected, but currently available data are 
insufficient to predict their prevalence for the 2008--09 season. This report summarizes U.S. influenza activity* since the last update (1) and reviews new influenza vaccine 
recommendations for the current season. During September 28--November 29, 2008, approximately 150 World Health Organization (WHO) and National Respiratory and Enteric 
Virus Surveillance System collaborating laboratories in the United States tested 24,657 respiratory specimens for influenza viruses; 365 (1.5%) were positive (Figure 1). Of these, 282 
(77.3%) were influenza A viruses, and 83 (22.7%) were influenza B viruses. One hundred twenty-eight (45.4%) of the 282 influenza A viruses were subtyped; 112 (87.5%) of these 
were influenza A (H1) viruses, and 16 (12.5%) were influenza A (H3) viruses. Influenza-positive tests have been reported from 26 states in eight of the nine surveillance regions since 
September 28.  
Enhanced surveillance for oseltamivir-resistant viruses is ongoing at CDC. Alternatives for antiviral treatment in the context of widely circulating oseltamivir-resistant viruses have 
been suggested. These treatment options, which might include preferential use of zanamivir or therapy with a combination of antivirals for certain patients, have been outlined in the 
ACIP 2008 influenza recommendations.†† Currently, the neuraminidase inhibitors oseltamivir and zanamivir remain the recommended medications for treatment and 
chemoprophylaxis of influenza.  Clinicians should remain alert for changes in recommendations that might occur as the 2008--09 influenza season progresses. Recommendations 
regarding the use of antiviral medications might be revised if surveillance data indicate a substantial and widespread increase in the prevalence of oseltamivir-resistant influenza 
viruses in the United States. http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5749a3.htm?s_cid=mm5749a3_e  

 
CDC Flu Update: 

http://www.cdc.gov/flu/  

http://www.cdc.gov/flu/about/season/index.htm  

Public Health Agency of Canada- FluWatch: 

http://www.phac-aspc.gc.ca/fluwatch/  
 



 
                                                                                                                                                                                                                                                                                                    

Swine Flue Outbreak – 2009 (Mexico & worldwide extension) 
http://www.who.int/mediacentre/news/statements/2009/h1n1_20090427/en/index.html  
http://www.cdc.gov/swineflu/  



©  www.RxFiles.ca – Malaria Prophylaxis Extras:  
 

Primaquine 26.3mg tab ( = 15mg base)  
 

Terminal prophylaxis: effective against P. vivax 
& P. ovale. Used for pts that have had long exposure 
to malaria endemic areas (>8wks)36. Not required for 
travel to Haiti or the Dominican Republic as of July06 2.   
 Chloroquine/doxycycline/mefloquine prophylaxis: 

primaquine taken in conjunction with the last 2 wks of post-
exposure prophylaxis, but may be taken immediately after. 

 Atovaquone/proguanil prophylaxis: primaquine is  
taken during atovaquone/ proguanil post-exposure  
prophylaxis &  then for an additional 7-14 days after. 

Pediatric Dosing age >9yrs for prevention; any age for tx 

 Prophylaxis: 0.5 mg(base)/kg/day  
 Terminal Prophylaxis: 0.5 mg/kg/day x14d 
Adult Dosing 
 Prophylaxis: 52.6 mg (30 mg base) 
DAILY  $ 9 
 Terminal Proph.: 30 mg base/d x 14d     $9 
 

For prophylaxis: begin 1-2d prior to entering 
MRZ, continue during stay, & 1 wk after leaving  
 

 

Comments 
 

Second-line for chloroquine resistant areas  
 85- 95% effective against P. falciparum & P. vivax  
 Only therapy to prevent relapse from P. 

vivax & P.ovale due to dormant hypnozoites in liver 
(relapse may occur within 5 years of exposure) 

CI: G6PD deficiency/favism, pregnancy,rh. arthritis, lupus
SE: Well tolerated. GI upset; Take with food. 
Missed Dose: Take next dose ASAP. However, if it is 
almost time for your next dose, skip the missed dose & 
go back to your regular dosing schedule. Do not double 
doses. Take with food; not grapefruit juice 

 

Drug Treatment of Malaria: Tx will vary depending on species of malaria.  For severe: (IV quinine or artesunate) + (Atovaquone/proguanil or doxycycline or clindamycin) 
 

  Other Investigational Drugs:  IV artesunate: investigational in the USA for treatment of severe malaria. {May be accessed in Canada through the Canadian Malarial 
Network.  It is an alternative to quinine with less side effects, although limited long term experience with potential side effects from recurrent use.} 

 
{Recent historical resistance trends: {choroquine sensitive areas:  travel to Caribbean including Haiti and rural areas of Dominican Republic; travelers visiting resort areas not 
generally at risk; travel to Central America except Panama, Mexico, Argentina; parts of China / Middle east; geographic risk and resistance trends change over time.} 

Approximate malaria risk (1 month stay without chemoprophylaxis): (source: CCDR 2000 Malaria Recommendations, p.3) 
-  Oceania (Papua New Guinea, Irian Jaya, Solomon Islands, and Vanuatu)  1:30 or higher 
- Sub-Saharan Africa      1:50 
- Indian Subcontinent      1:250 
- Southeast Asia      1:1000 
- South America      1:2,500 
- Central America      1:10,000 
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Hydroxychloroquine PLAQUENIL,g  
     200mg tab   
 {Not used very often! Licensed for malaria in USA} 
 

Second-line: chloroquine sensitive malaria      
 P L

  
   - Only in chloroquine-sensitive P. falciparum malaria prevention 
{Opthalmological exam periodically if used weekly low dose 
long term; risk very low in first 5yrs; if >5yrs (BMJ,CDC), or high risk ( ACP)}. 

Pediatric:  5 mg base/kg weekly 
(200 mg tab = 155 mg base) 
(Do not exceed adult dose) 
 

 Adult: 400 mg weekly 
 

Begin 2 wks prior to entering 
MRZ, continue during stay & 
8 wks after leaving MRZ 

19 

 Caution: pts with hepatic failure, G6PD deficiency, pre-
existing auditory damage; psoriasis, prophyria  
{Pregnancy: considered safe} {May have lower retinal risk than chloroquine.} 

 SE:  N/V/D( by giving with food or milk), pruritus, 
fatigue, seizures, headache & dizziness.  Uncommon: 
alopecia, hair depigmentation, skin eruptions & seizures. 

 DI: antacids, cimetidine, digoxin (increase dig level) 
 

 Vaccine Interaction17: Assume same as chloroquine 
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Treatment of Low Back Pain 21, 22 

Red Flags (assessment considerations): 
pain when recumbent 
saddle anesthesia 
pseudoclaudication 
age >55y or <20 
recent UTI 
trauma (major 
pain persisting >1mo 

Tx Guidelines: 
symptomatic relief can be accomplished with OTC medication and/or spinal manipulation 
during acute phase, bed rest >4 days may further debilitate the patient 
low-stress aerobic activity & exercise OK in first 2 weeks; may delay trunk muscle exercises 
recommend return to work/normal activities as soon as possible 
if problems persist, reassessment required 
address nonphysical factors (psych/socioeconomic ) 
 
Meds: acetaminophen 1st line; NSAIDs option if necessary & not contraindicated; strong opioids may be necessary for some but consider addiction risk, use treatment agreement and set appropriate boundaries; consider referral. 
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Extras: 
 Renal Failure – Considerations:  that need to alter approach to drug selection will depend on degree of renal dysfx (e.g. GFR 20ml/min, 10-20ml/min, <10ml/min), pain severity & drug dose required, use of dialysis.   

A) Less problematic options may include: acetaminophen, tramadol, topicals (capsaicin, nitro spray?); hydromorphone, fentanyl, methadone.   {Always include non‐drug techniques.} 
 Cisplatinin related neuropathy: prevention with Vitamin E 400mg/day starting before, and going for 3 months after cisplatinin treatment. 

[Pace A, Giannarelli D, Galiè E, Savarese A, Carpano S, Della Giulia M, et al. Vitamin E neuroprotection for cisplatin neuropathy: a randomized, placebo-controlled trial. Neurology. 2010 Mar 2;74(9):762-6.] 
 Links FYI:  Patient Info ‐ Pain Management: http://www.medschoolforyou.com/Subjects.aspx  
      Cognitive Behavioural Therapy for Insomnia: http://www.cbtforinsomnia.com/  
      Pain Training – Online: http://www.algo‐md.com/en/index.php (fee for course) 
      Pain Approaches: Distinctives in the Acute vs Palliative vs CNCP use of Opioids: http://www.rxfiles.ca/rxfiles/uploads/documents/members/CHT‐Pain‐Approaches‐Acute‐Palliative‐CNCP.pdf 
      Methadone dosing in pain management: http://pain-topics.org/pdf/OralMethadoneDosing.pdf 
 
Opioids & SCI: Ref’s 
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Other: 
 fibromyalgia: sodium oxybate (XYREM) 4.5g  (NNT=5) – FDA denied approval request 2010 
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Combination Product to Reduce Dyspepsia: ASPIRIN STOMACH GUARD: ASA 325/500mg & Ca++ Carbonate 227.5/350mg OTC   
 
New Drugs/Formulations:  
 low‐dose diclofenac submicron particles (ZORVOLEX) Not in Canada – 18, 35mg capsules.  Reduction in particle size ’s surface area resulting in faster dissolution & absorption. 
 
 
Discontinued Products: 
NSAIDs: Choline Mg++ Trisalicylate TRILISATE, Fenoprofen NALFON, Piroxicam BREXIDOL, Salsalate DISALCID, Tolmentin TOLECTIN.  
 

COX‐2 Inhibitors: 
 Lumiracoxib PREXIGE 100mg daily. Discontinued October 2007. Rare severe hepatic toxicity at doses ≥200mg/day. 
 Rofecoxib VIOXX 12.5mg (OA) to 25mg (OA/RA) daily. Discontinued September 2004. VIGOR: CV events NNH=83, GI NNT=129/8 months. 
 Valdecoxib BEXTRA 10‐20mg daily (OA, RA). Discontinued April 2005 in Canada, USA.  Rare severe skin reactions e.g. exfoliative dermatitis & Stevens Johnson Syndrome. 
 
Trials to watch: 
 PRECISION: CV risk of celecoxib vs ibuprofen vs naproxen (estimated study completion date ‐ Sept 2015) http://clinicaltrials.gov/ct/show/NCT00346216?order=4  
 
                                                           
NSAIDS, COXIBs & OTHER ANALGESICS: Comparison Chart 
1 Micromedex 2013 
2 Silverstein F, Faich G, Goldstein J, et al.  Gastrointestinal toxicity with celecoxib versus non-steroidal anti-inflammatory drugs for osteoarthritis and rheumatoid arthritis: the CLASS study: A randomized controlled trial. Celecoxib  
  Long-term Arthritis Safety Study.  JAMA 2000;284:1247-55. 
3 Bombardier C, Laine L, Reicin A, et al.  Comparison of upper gastrointestinal toxicity of rofecoxib and naproxen in patients with rheumatoid arthritis. VIGOR study group.  N Engl J  
  Med 2000;343:1520-8. (Curfman GD, Morrissey S, Drazen JM. Expression of Concern: Bombardier et al., "Comparison of Upper Gastrointestinal Toxicity of Rofecoxib and  
  Naproxen in Patients with Rheumatoid Arthritis," N Engl J Med 2000;343:1520-8. N Engl J Med. 2005 Dec 8; [Epub ahead of print] ) 
4 Detailed study results for CLASS; FDA Feb 2001 - http://www.fda.gov/ohrms/dockets/ac/01/briefing/3677b1_01_searle.pdf & http://www.fda.gov/ohrms/dockets/ac/01/briefing/3677b1_03_med.pdf  Access verified, May 6, 2002. 
5 Detailed study results for VIGOR; FDA Feb, 2001 - http://www.fda.gov/ohrms/dockets/ac/01/briefing/3677b2_01_merck.pdf  Access verified, May 6, 2002. 
6 Singh G, Ramey D, Triadafilopoulos G. Early experience with selective COX-2 inhibitors: safety profile in over 340,000 patient years of use [Abstract]. Arthritis Rheum 1999;42(Suppl 9):S296. 
7 Mukherjee D, Nissen SE, Topol EJ. Risk of cardiovascular events associated with selective COX-2 inhibitors. JAMA. 2001;286:954-9. 
8 Singh G, Ramey D.  NSAID-induced gastrointestinal complications: the ARAMIS perspective-1997.  J Rheumatol 1998;25(suppl 51):8-16. 
9 Wolfe M, Lichtenstein D, Singh G.  Gastrointestinal toxicity of non-steroidal anti-inflammatory drugs.  N Engl J. Med 1999; 340:1888-99. 
10 Guidelines for the management of rheumatoid arthritis: 2002 Update. Arthritis Rheum. 2002 Feb;46(2):328-46. 
11 Treatment Guidelines: Drugs for Rheumatoid Arthritis. The Medical Letter: January, 2003; (5) pp. 25-32 & Dec 2005. 
12 Hawkey C, Kahan A, Steinbruck K, et al.  Gastrointestinal tolerability of meloxicam compared to diclofenac in osteoarthritis patients.  International MELISSA Study Group. Br J Rheumatol 1998;37:937-45. 
13 Dequeker J, Hawkey C, Kahan A, et al. Improvement in gastrointestinal tolerbility of the selective cyclogenase (COX)-2 inhibitor meloxicam, compared with piroxicam: Results of the Safety and Efficacy Large-scale Evaluation  
   of COX-inhibiting Therapies (SELECT) trial in osteoarthritis. Br J Rheumatol 1998;37:946-51. 
14 http://www.oregonrx.org/OrgrxPDF/NSAIDS%20review/NSAID%20Update%20Report/5-12-03%20NSAID%20update.pdf 
15 http://www.oregonrx.org/OrgrxPDF/NSAID%20Review.htm 

GENERIC/TRADE 
(Strengths & formulations) 

LOWEST ANTI‐INFLAMMATORY, USUAL RANGE &
MAXIMUM DOSE   $/30d  Class/Comments 

Acetaminophen TYLENOL, g OTC       (=paracetamol)  
Chewable tablet:  160mg  
Rapid‐dissolving tablet: 80, 160mg  
Immediate release caplet/tablet: 160, 325, 500mg   
Extended release caplet: TYLENOL ARTHRITIS 650mg  

Gelcap: 500mg  
Drops: 80mg/mL  
Liquid: 16mg/mL, 80mg/mL, 32mg/mL  
Suppository: 120, 160, 325,650mg   
 
Caution: ingredient of many products!  Unintentional duplication 
of use sometimes with overdose is common! 

Lowest Anti‐inflammatory: 650mg po QID 
                                                   1,300mg ER po TID  
 
Usual Range: 325‐1000mg po TID‐QID  
 
Maximum: 4g/day. Consider limiting dose to 

≤3250mg/day if elderly or chronic use, or 
≤2600mg/day if hepatic/renal disease or chronic 
alcohol use.  

 
Pediatrics: 10‐15mg/kg q4‐6hr; Max: 75mg/kg/day 

 
 

$20 
$25 

NON‐ANTI‐INFLAMMATORY ANALGESIC 
 Compared to NSAIDs/COXIBs, lowest risk for CV events & GI ulcer/bleed  
 Option in osteoarthritis 
 DI: warfarin ↑ INR with scheduled chronic use of acetaminophen 
 M: LFTs with chronic use & if ↑ alcohol use Larson’05 
 Acute Overdose: hepatotoxic (#1 cause of drug‐induced transplant) 
>140mg/kg or >7.5g 
- Level within 24 hours predictive Rumack‐Matthew Nomogram 36 

P L  



                                                                                                                                                                                                                                                                                                             
16 Hunt RH, Barkun AN, Baron D, et al. Recommendations for the appropriate use of anti-inflammatory drugs in the era of the coxibs: defining the role of gastroprotective agents. Can J Gastroenterol. 2002 Apr;16(4):231-40.  
17 Jenkins C, Costello J, Hodge L. Systematic review of prevalence of aspirin induced asthma and its implications for clinical practice. BMJ. 2004 Feb 21;328(7437):434.  
18 Treatment Guidelines: Drugs for Rheumatoid Arthritis. The Medical Letter: January, 2003; (5) pp. 25-32 & Dec 2005. 
    Nakhai-Pour HR, Broy P, Sheehy O, Bérard A. Use of nonaspirin nonsteroidal anti-inflammatory drugs during pregnancy and the risk of spontaneous abortion. CMAJ. 2011 Sep 6. 

Edwards DV, Aldridge T, Baird D et al. Periconceptional OTC NSAID exposure and risk for spontaneous abortion. ObsGyn 2012; 120(1):113-122. 
Daniel S, Koren G, Lunenfeld E, et al. Fetal exposure to nonsteroidal anti-inflammatory drugs and spontaneous abortions. CMAJ. 2014 Mar 18;186(5) (Concern with indomethacin) 

19 Nussmeier NA, Whelton AA, Brown MT, et al. Complications of the COX-2 Inhibitors Parecoxib and Valdecoxib after Cardiac Surgery. N Engl J Med. 2005 Feb 15; [Epub ahead of print]  
20 Bresalier RS, et al. Cardiovascular Events Associated with Rofecoxib in a Colorectal Adenoma Chemoprevention Trial (APPROVe). N Engl J Med 2005; 352:1092-102. (InfoPOEMs: For every 62 patients who take rofecoxib instead of placebo  
    for 3 years, 1 additional patient will experience a serious cardiovascular event. Remember, there is no greater symptomatic relief with COX-2 inhibitors than with older drugs; acetaminophen is a very safe alternative. The decrease in risk of serious gastrointestinal complications is marginal  
    with COX-2 inhibitors and the cost is high. (LOE = 1b) ) 
21 Solomon SD, McMurray JJ, Pfeffer MA, et al. Cardiovascular Risk Associated with Celecoxib in a Clinical Trial for Colorectal Adenoma Prevention. (APC trial) N Engl J Med 2005; 352:1071-80. (InfoPOEMs: One additional  
     cardiovascular event or cardiovascular death occurs for every 126 patients treated for 1 year with celecoxib. There appears to be a dose response relationship. It is difficult to justify continued use of this and other coxibs, except in the most exceptional circumstances. (LOE = 1b) )  
    (Bertagnolli MM, Eagle CJ, Zauber AG, et al. Celecoxib for the prevention of sporadic colorectal adenomas. (APC study) N Engl J Med 2006; 355:873-884. Follow-up colonoscopies were completed at year 1 in 89.5 percent of randomized patients, and at year 3 in 75.7 percent. The  
     estimated cumulative incidence of the detection of one or more adenomas by year 3 was 60.7 percent for patients receiving placebo, as compared with 43.2 percent for those receiving 200 mg of celecoxib twice a day (risk ratio, 0.67; 95 percent confidence interval, 0.59 to 0.77;  
     P<0.001) and 37.5 percent for those receiving 400 mg of celecoxib twice a day (risk ratio, 0.55; 95 percent confidence interval, 0.48 to 0.64; P<0.001). Serious adverse events occurred in 18.8 percent of patients in the placebo group, as compared with 20.4 percent of those in the low- 
     dose celecoxib group (risk ratio, 1.1; 95 percent confidence interval, 0.9 to 1.3; P=0.5) and 23.0 percent of those in the high-dose group (risk ratio, 1.2; 95 percent confidence interval, 1.0 to 1.5; P=0.06). As compared with placebo, celecoxib was associated with an increased risk of  
     cardiovascular events (risk ratio for the low dose, 2.6; 95 percent confidence interval, 1.1 to 6.1; and risk ratio for the high dose, 3.4; 95 percent confidence interval, 1.5 to 7.9). ) (Arber N, Eagle CJ, Spicak J, et al. Celecoxib for the prevention of colorectal adenomatous polyps. (PreSAP  
     trial) N Engl J Med 2006; 355:885-895.  Colonoscopies were performed at year 1 on 88.7 percent of the subjects who had undergone randomization and at year 3 on 79.2 percent. Of the 557 subjects in the placebo group and the 840 subjects in the celecoxib 400mg od group who were  
     included in the efficacy analysis, 264 and 270, respectively, were found to have at least one adenoma at year 1, at year 3, or both. The cumulative rate of adenomas detected through year 3 was 33.6 percent in the celecoxib group and 49.3 percent in the placebo group (relative risk, 0.64;  
     95 percent confidence interval, 0.56 to 0.75; P<0.001). The cumulative rate of advanced adenomas detected through year 3 was 5.3 percent in the celecoxib group and 10.4 percent in the placebo group (relative risk, 0.49; 95 percent confidence interval, 0.33 to 0.73; P<0.001). Adjudicated  
     serious cardiovascular events occurred in 2.5 percent of subjects in the celecoxib group and 1.9 percent of those in the placebo group (relative risk, 1.30; 95 percent confidence interval, 0.65 to 2.62). (Kerr DJ, Dunn JA, Langman MJ, Smith JL, Midgley RS, Stanley A, Stokes JC, 
    Julier P, Iveson C, Duvvuri R, McConkey CC; VICTOR Trial Group. Rofecoxib and cardiovascular adverse events in adjuvant treatment of colorectal cancer. N Engl J Med. 2007 Jul 26;357(4):360-9. Rofecoxib therapy was associated with an increased frequency of adverse cardiovascular  
     events among patients with a median study treatment of 7.4 months' duration.) 
22 Farkouh ME, Kirshner H., Harrington RA. Comparison of lumiracoxib with naproxen and ibuprofen in the Therapeutic Arthritis Research and Gastrointestinal Event Trial (TARGET), cardiovascular outcomes: randomised  
   controlled trial. Lancet 2004;364:675-84. At 1-year follow-up, incidence of the primary endpoint was low, both with lumiracoxib (59 events [0.65%]) and the non-steroidal anti-inflammatory drugs (50 events [0.55%]; hazard ratio 1.14 [95% CI 0.78-1.66], p=0.5074). Incidence of myocardial infarction  
    (clinical and silent) in the overall population in the individual substudies was 0.38% with lumiracoxib (18 events) versus 0.21% with naproxen (ten) and 0.11% with lumiracoxib (five) versus 0.16% with ibuprofen (seven). 
23 Schnitzer TJ., Burmester GR., Mysler E., Comparison of lumiracoxib with naproxen and ibuprofen in the Therapeutic Arthritis Research and Gastrointestinal Event Trial (TARGET), reduction in ulcer complications: randomised  
    controlled trial. Lancet 2004;364:665-74. (18325 patients age 50 years or older with osteoarthritis were randomised to lumiracoxib 400 mg once daily (n=9156), naproxen 500 mg twice daily (4754), or ibuprofen 800 mg three times daily (4415) in two substudies of identical design. Randomisation  
     was stratified for low-dose aspirin use and age. In patients not taking aspirin, the cumulative 1-year incidence of ulcer complications was 1.09% (95% CI 0.82-1.36) with non-steroidal anti-inflammatory drugs (64 events) versus 0.25% (95% CI 0.12-0.39) with lumiracoxib (14 events; hazard ratio 0.21 [95% CI 0.12- 
     0.37], p<0.0001). Reductions in ulcer complications were also significant in the overall population (0.34 [0.22-0.52], p<0.0001) but not in those taking aspirin (0.79 [0.40-1.55], p=0.4876). In the overall population, 0.55% (50/9127) of those on non-steroidal anti-inflammatory drugs and 0.65% (59/9117) of those on  
     lumiracoxib reached the cardiovascular endpoint (1.14 [0.78-1.66], p=0.5074).) (see also Pharmacists Letter Dec/06) Hawkey CJ et al. Effect of risk factors on complicated and uncomplicated ulcers in the TARGET lumiracoxib outcomes study. Gastroenterology 2007 Jul; 133:57-64. Lumiracoxib was associated  
    with a reduced risk of ulcer complications compared with NSAIDs in all significant subgroups except aspirin users. 
24 Bookman AA, Williams KS, Shainhouse JZ. Effect of a topical diclofenac solution for relieving symptoms of primary osteoarthritis of the knee: a randomized controlled trial. CMAJ. 2004 Aug 17;171(4):333-8.  
25 Roth SH, Shainhouse JZ. Efficacy and safety of a topical diclofenac solution (pennsaid) in the treatment of primary osteoarthritis of the knee: a randomized, double-blind, vehicle-controlled clinical trial. Arch Intern Med. 2004  
   Oct 11;164(18):2017-23.  
28. Bjordal JM, Ljunggren AE, Klovning A, Slordal L. Non-steroidal anti-inflammatory drugs, including cyclo-oxygenase-2 inhibitors, in osteoarthritic knee pain: meta-analysis of randomised placebo controlled trials. BMJ. 2004  
     Dec 4;329(7478):1317. Epub 2004 Nov 23. Conclusion NSAIDs can reduce short term pain in osteoarthritis of the knee slightly better than placebo, but the current analysis does not support long term use of NSAIDs for this condition. As serious 
      adverse effects are associated with oral NSAIDs, only limited use can be recommended.  
29. Dieppe PA, Lohmander LS. Pathogenesis and management of pain in osteoarthritis. Lancet. 2005 Mar 12;365(9463):965-73.  
30. Savage R. Cyclo-oxygenase-2 inhibitors : when should they be used in the elderly? Drugs Aging. 2005;22(3):185-200.  
31. Hippisley-Cox J, Coupland C. Risk of MI in patients taking cyclo-oxygenase-2 inhibitors or conventional non-steroidal anti-inflammatory drugs: population based nested case-control analysis. BMJ.2005 Jun 11;330(7504):1366.  
32. Hudson M, et al. Differences in outcomes of patients with congestive heart failure prescribed celecoxib, rofecoxib, or non-steroidal anti-inflammatory drugs: population based study. BMJ. 2005 Jun 11;330(7504):1370.  
33. Arrich J, Piribauer F, Mad P, et al. Intra-articular hyaluronic acid for the treatment of osteoarthritis of the knee: systematic review and meta-analysis. CMAJ. 2005 Apr 12;172(8):1039-43. (InfoPOEMs: The evidence that intra-articular  
        hyaluronic acid helps patients with knee osteoarthritis is of poor quality. Improvements in pain at rest and pain during exercise is seen in a minority of studies, and those studies were of lower quality than those showing no benefit. There is no evidence of functional improvement. Injections  
        like this have a potentially powerful placebo effect, so any benefit seen in unblinded studies without concealed allocation is likely represent the placebo effect rather than any effect of the drug. (LOE = 1a-) ) Petrella RJ, Petrella M.  A prospective, randomized, double- 
      blind, placebo controlled study to evaluate the efficacy of intraarticular hyaluronic acid for osteoarthritis of the knee. J Rheumatol. 2006 May;33(5):951-6.  
34. Verhamme KM, Dieleman JP, Van Wijk MA, et al. Nonsteroidal anti-inflammatory drugs and increased risk of acute urinary retention. Arch Intern Med. 2005 Jul 11;165(13):1547-51.  
35. Sudbo J, Lee JJ, Lippman SM, et al. Non-steroidal anti-inflammatory drugs and the risk of oral cancer: a nested case-control study. Lancet. 2005 Oct 15-21;366(9494):1359-66.  
           Long-term use of NSAIDs is associated with a reduced incidence of oral cancer (including in active smokers), but also with an increased risk of death due to cardiovascular disease. These findings highlight the need for a careful risk-benefit analysis when the long-term use of NSAIDs.  
           (Jan/06 The Norwegian daily newspaper Dagbladet reports that a number of statistical improbabilities were found in the data set of the cancer trial, published in the Lancet in October last year. Lancet editor Dr Richard Horton told the BBC he would be speaking to the coauthors  
           of the study to seek their permission to retract the paper. One example of the improbabilities" is the fact that of the 908 people in the trial, 250 shared the same birthday.) 
36. Acetaminophen Overdose: Medscape article: http://www.medscape.com/viewarticle/459187_4 ; Merck Manual’s Online Medical Manual: http://www.merck.com/mmpe/sec21/ch326/ch326c.html   {Rumack-Matthew nomogram for predicting (Caution with units of measure!) } 

( 10ug/ml = 66.2umol/L)  {Acetaminophen level: 4hrs post ingestion & repeat in 4hrs; if 150mg/kg and 8hr post, may start n-acetylcysteine while awaiting levels; TOXIC levels: 4hr level >993umol/L; 6hr  >728umol/L; 8hr  >496.5umol/L; 24hr >29.8umol/L } {LFTs: AST usually  first} 
Heard KJ. Acetylcysteine for acetaminophen poisoning. N Engl J Med. 2008 Jul 17;359(3):285-92. 
Ferner Robin E, Dear James W, Bateman D Nicholas. Management of acetaminophen/paracetamol poisoning.  BMJ 2011;342:doi:10.1136/bmj.d2218 (Published 20 April 2011) 
Hitchings AW, Wood DM, Dargan PI. Dissemination and uptake of a new treatment pathway for paracetamol poisoning in the UK: a survey of healthcare professionals. Br J Clin Pharmacol. 2013 Mar 14. 
Bateman DN, Dear JW, Thanacoody HKR, et al. Reduction of adverse events from intravenous acetylcysteine treatment for paracetamol (acetaminophen) poisoning: a randomised controlled trial. Lancet 2013; online Nov 28. 
This modified acetylcysteine regimen infused a total dose of 300 mg/kg over 12 hours, versus roughly 20 hours; it used a lower initial dose (100 mg/kg over 2 hours, vs. 150 mg/kg over 15 minutes in the U.K. and 1 hour in the U.S.).   
 
 



                                                                                                                                                                                                                                                                                                             

 
 
MHRA Sept 2012: Paracetamol (acetaminophen)  overdose: Simplification of the use of intravenous acetylcysteine 

 

 
 
{There is some evidence for the use of fomepizole as a CYP2E1 inhibitor and for decreased hepatotoxicity in the setting of acetaminophen overdose... To date, the evidence is all animal models but when the patient will otherwise die, the potential benefit outweighs the lack of human evidence.} 
Yarema MC, Johnson DW, Berlin RJ, et al. Comparison of the 20-hour intravenous and 72-hour oral acetylcysteine protocols for the treatment of acute acetaminophen poisoning. Ann Emerg Med. 2009 Oct;54(4):606-14. Epub 2009 Jun 25. It favored the 20-hour protocol for patients presenting early and favored  
 the 72-hour protocol for patients presenting late after acute acetaminophen overdose. Johnson Michael T, McCammon Craig A, Mullins Michael E, et al. Evaluation of a Simplified N-Acetylcysteine Dosing Regimen for the Treatment of Acetaminophen Toxicity. Articles Ahead of Print published on 1 June 2011, DOI  
 10.1345/aph.1P613. Ann Pharmacother ;45:713-720. 
 Blackford MG, Felter T, Gothard MD, Reed MD. Assessment of the Clinical Use of Intravenous and Oral N-Acetylcysteine in the Treatment of Acute Acetaminophen Poisoning in Children: A Retrospective Review. Clin Ther. 2011 Sep 2. 
Bateman DN, Carroll R, Pettie J, et al. Effect of the UK's Revised Paracetamol  Poisoning Management Guidelines on Admissions, Adverse Reactions, and Costs of Treatment. Br J Clin Pharmacol. 2014 Mar 26. 
 
 
 
ADAPT Research Group. Cognitive Function Over Time in the Alzheimer's Disease Anti-inflammatory Prevention Trial (ADAPT): Results of a Randomized, Controlled Trial of Naproxen and Celecoxib. Arch Neurol. 2008 May 12. [Epub ahead of print] Use of naproxen or celecoxib  
         did not improve cognitive function. There was weak evidence for a detrimental effect of naproxen. 
Akbar A, Abu Dayyeh BK, Baron TH, et al. Rectal nonsteroidal anti-inflammatory drugs are superior to pancreatic duct stents in preventing pancreatitis after endoscopic retrograde cholangiopancreatography: a network meta-analysis. Clin Gastroenterol Hepatol 2013;11:778–783. 
Al-Sukhun J, Koivusalo A, Tornwall J, Lindqvist C.  COX-2 inhibitors and early failure of free vascular flaps. N Engl J Med. 2006 Aug 3;355(5):528-9. 
Amendolia B, Lynn M, Bhat V, et al. Severe pulmonary hypertension with therapeutic L-lysine Ibuprofen in 2 preterm neonates. Pediatrics. 2012 May;129(5):e1360-3. 
Amin AK, et al.  Does obesity influence the clinical outcome at five years following total knee replacement for osteoarthritis? J Bone Joint Surg Br. 2006 Mar;88(3):335-40. (InfoPOEMs: In this study, obese patients undergoing primary knee arthroplasty had comparable long-term outcomes with  
        nonobese patients. (LOE = 1b-) ) 
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OPIOID ANALGESIC: COMPARISON CHART 
 

Extras: 
o Buprenorphine Transdermal System (BuTrans Patch) Q&A – Aug 2010: http://www.rxfiles.ca/rxfiles/uploads/documents/BuTrans-QandA.pdf  
o Fentanyl Nasal Spray (LAZANDA): available in USA, for cancer related breakthrough pain; 100ug/100mcL, 400ug/100mcL;  time to onset =11 minutes; always start at 100ug spray, allow 2 hrs between doses, stepwise  in dosage, max 4 doses in 24hrs.   
o Fentanyl Sublingual Tablet (PALADIN, ProStrakan in USA): 100, 200, 300, 400, 600, 800 ug.   
o Hydrocodone + Ibuprofen (REPREXAIN, VICOPROFEN, others): available in USA.  (5/200, 7.5/200, 10/200 mg) 
o Methadone injection (IV): available via special access program (SAP) in Canada 
o Morphine + naltrexone (EMBEDA):  available in USA; naltrexone added to  abuse risk. 
o Oxycodone: new products USA: (OXECTA), (ROXYCODONE) 
o Oxycodone + Ibuprofen (COMBUNOX): available in USA.  (5 / 400 mg) 
o Oxymorphone (OPANA, OPANA ER): available in USA; IM, rectal, & recently oral; 3x more potent than oral morphine; avoid alcohol as  peak concentrations. (IR tabs: 5,10mg; e.g 5mg q4-6h prn.  ER tabs: 5, 7.5, 10,15,20,30, 40mg; e.g. 10mg q12h). 
 - Oxymorphone OPANA ER Abuse Thrombotic thrombocytopenic purpura (TTP) strongly associated with injection drug abuse of OPANA ER.  
o See also RxFiles Substance Abuse Chart: http://www.rxfiles.ca/rxfiles/uploads/documents/CHT-Substance-Abuse.pdf  (sections:  4- Addiction screening; 5-Universal Precautions in Pain Medicine; 6-Red Flags for Aberrant Rx Drug Use) 
o Oral Morphine for Cancer Pain: Systematic Review (Cochrane): Somewhat effective in 9/10 patients; 6/10 patients, very satisfied; 1/20 stopped due to AEs,  Common AE:  constipation, N&V. 
 

Fentanyl Patches: “Attempting to give 1/2 patch” 
The rate of medication delivery from Duragesic® patches is in proportion to the surface area of drug reservoir in contact with the skin.  Prior to the availability of the 12.5 mcg/hr strength, the following procedure was occasionally 

used to achieve this rate: 
1. An occlusive dressing like Opsite was put on the skin. 
2. A 25 mcg/hr patch was then applied on top with half on the skin and half on the dressing. 

 This approach lacks documentation and can not be routinely recommended.  
 

Fentanyl / Opioid Patch Exchange Tool: http://www.rxfiles.ca/rxfiles/uploads/documents/Opioid-Patch-Exchange-Disposal-Tool.pdf 
 

Opioid Intolerance: 
 Pseudoallergy  

o COMMON! May use non-opioid, lower opioid dose, alternate opioid even from same class; add H1 diphenhydramine +/- H2 ranitiidine blocker, moisturizers, cold compresses 
 Flushing, itching, hives, sweating, and/or mild hypotension 
 Itching, flushing or hives at injection site only 

           These symptoms may be due to a pseudoallergy. It’s a result of histamine release, a pharmacologic side effect of some opioids. Options for this  
           patient include: 
          1. A nonopioid analgesic (e.g., acetaminophen, an NSAID) 
          2. Avoidance of codeine, morphine, and meperidine, the opioids most commonly associated with pseudoallergy 
          3. Use of a more potent opioid less likely to release histamine. Potency, from lower to higher: 
               meperidine<codeine<morphine<hydrocodone<oxycodone<hydromorphone<levorphanol<fentanyl 
           4. If needed, concurrent administration of an antihistamine…an H1 (e.g., diphenhydramine) and perhaps an H2 blocker (e.g., cimetidine) 
          5. Dose reduction, if tolerated 
 

 Potential true opioid allergy  
o RARE! - would require change to non-opioid or opioid from different chemical class – see below 

 Severe hypotension 
 Skin reaction other than (Flushing, itching, hives) 
 Breathing, speaking, swallowing difficulties 
 Swelling of the face, lips, mouth, tongue, pharynx or larynx 

 
Opioid Reversal Agent for Overdose: Naloxone (IV, IM, SC; sometimes intranasal off-label). Dose, initial 0.4-2mg IV for adults, may repeat q2-3 minutes up to total maximum of 10mg. Will precipitate withdrawal.  
- Used to treat life threatening respiratory depression, and sometimes, since short acting, just to temporarily bring patient to consciousness to gather information, then allow back into unconsciousness while drug is eliminated from system. 
 
Opioid Chemical Class 

1. Phenylpiperidines: meperidine, fentanyl, sufentanil, remifentanil 
2. Diphenylheptanes: methadone, propoxyphene 
3. Morphine group: morphine, codeine, hydromorphone, oxycodone, oxymorphone, nalbuphine, butorphanol, levorphanol, pentazocine 

 

New Drugs {Not yet in Canada) 
 Oral Oxymorphone  

i. (Opana, Opana ER): Potency is about 10x more potent than morphine!  Caution!. [Immediate release: 5, 10mg tabs; Extended release; 5, 10, 20, 40 mg tabs] 
 

Additional References & Links:  



                                                                                                                                                                                                                                                                                                      
o Canadian Guidelines for Safe and Effective Use of Opioids: http://nationalpaincentre.mcmaster.ca/index.html  
o Responsible Physician Opioid Prescribing Resources (USA) Links: http://www.responsibleopioidprescribing.org 
o Health Canada – Company – Dosage Conversion Guidelines for Fentanyl; Revised Mar 2010: http://www.hc-sc.gc.ca/dhp-mps/alt_formats/pdf/medeff/advisories-avis/prof/2010/fentanyl_2_hpc-cps-eng.pdf   
o Opioid Manager Tool: Point of care tool summarizing Canadian Guidelines:  

o From CEP: http://www.effectivepractice.org/index.cfm?pagePath=CEP_TOOLS/Opioid_Manager&id=23515  
o From NPC: http://nationalpaincentre.mcmaster.ca/opioidmanager/  

o Tramadol warning (FDA): http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm213264.htm  
o AFP article Aug 2012 - on Rational Use of Opioids for Management of Chronic Nonterminal Pain http://www.aafp.org/afp/2012/0801/p252.html 

 

Treatment Agreements: 
 Medscape discussion  on use in primary care.  http://www.medscape.com/viewarticle/711659?src=mp&spon=30&uac=93517FV  
 Canadian Guideline sample at http://nationalpaincentre.mcmaster.ca/opioid/cgop_b_app_b05.html  
  RxFiles 1 page version at http://www.rxfiles.ca/rxfiles/uploads/documents/Pain-CNMP-Opioid-TreatmentAGREEMENT.pdf ;   Customizable MS-Word versionhttp://www.rxfiles.ca/rxfiles/uploads/documents/Pain-CNMP-Opioid-TreatmentAGREEMENT.doc    
 RxFiles 2 page version at: customizable MS Word: http://www.rxfiles.ca/rxfiles/uploads/documents/Opiod-Informed-Consent-And-Agreement.docx pdf: http://www.rxfiles.ca/rxfiles/uploads/documents/Opiod-Informed-Consent-And-Agreement.pdf 
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8  Other Opioid Conversion (e.g. tramadol): http://databaseinnovationsdraft.com/OpioidConversionChart2007.pdf 
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PAIN APPROACHES: Distinctives for the ACUTE vs PALLIATIVE vs CNCP use of Opioids  
 Online Extras 
 

 

 
Opioid Treatment Agreements 
 Useful for: 

o Identifying drug abuse 
o Reducing doctor shopping 
o Outlining how “requests” will be handled 

 E.g. early refills?  Running out due to “borrowing from tomorrow” 
o Educating patients on: 

 What to expect?   
 What not too expect?  

 realistic expectations for 30‐50% reduction in pain 
 Importance of non‐drug interventions 
 Role or lack thereof for “prns” in therapeutic plan 

o Outline responsibilities and expectations 
 monitoring plans, especially functional goals 
 how opioids will be obtained and taken 
 use of concomitant drugs 
 storage and security requirements 
 consequences for non‐adherence or aberrant behaviour 

o option of including informed consent components 
o proactive managing of highly functioning, charming and convincing individuals 

with borderline personality traits – to pre‐empt typical conflict that can arise 
 The more routine the clinicians use of an agreement, the easier it is! 

o Removes stigma of “suspicion” and any issues of trust 
o Offers best practice protection to all 

 
Education Programs of Interest 
 Inventory of Pain and Addiction Education Programs for Canadian Prescribers 

o From the National Pain Centre in collaboration with CCSA 
o Link: http://nationalpaincentre.mcmaster.ca/tools.html  

 
 
 
 

References: Pain Approaches: Acute/Palliative/CNCP chart  
                                                           
 

i Canadian Guideline for Safe and Effective Use of Opioids for Chronic Non-Cancer Pain — Part B: Recommendations for Practice, Version 5.5 April 30, 2010. 
[NOUGG]  Accessed at: http://nationalpaincentre.mcmaster.ca/documents/opioid_guideline_part_b_v5_6.pdf  

ii Passik SD, Weinreb HJ. Managing chronic nonmalignant pain: overcoming obstacles to the use of opioids. Adv Ther. 2000 Mar-Apr;17:70-83. 
iii AFP article Aug 2012 - on Rational Use of Opioids for Management of Chronic Nonterminal Pain http://www.aafp.org/afp/2012/0801/p252.html 
iv Von Korff M, Kolodny A, Deyo RA, Chou R. Long-term opioid therapy reconsidered. Ann Intern Med. 2011 Sep 6;155(5):325-8.  
v Gourlay DL, Heit HA, Almahrezi A. Universal precautions in pain medicine: a rational approach to the treatment of chronic pain. Pain Med. 2005;6(2):107-12. 
vi Passik SD, Heit H, Kirsh KL. Reality and responsibility: a commentary on the treatment of pain and suffering in a drug-using society. J Opioid Manag. 2006 

May-Jun;2(3):123-7. 
 



RxFiles Opioid Taper                      (www.RxFiles.ca)
   ‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐‐ 
Additional information:  
 
CAMH: Video discussion of issues around how to taper.  http://knowledgex.camh.net/videos/Pages/tapering_presopioids_selby2013.aspx  
 
Opioid Taper Template & related materials at: www.RxFiles.ca  
 
Opioid Manager tool from Canadian CNCP guideline group: http://nationalpaincentre.mcmaster.ca/opioidmanager/  
 
RxFiles Opioid Taper Template TOOL: http://www.rxfiles.ca/rxfiles/uploads/documents/Opioid‐Taper‐Template.pdf  
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Simple Calculated Osteoporosis Risk Estimation (SCORE) tool  http://osteoed.org/tools.php (sensitivity 91%, specificity 40%)BMD   
 



 

 

AMETOP: tetracaine (amethocaine)  4% Gel : Adults (including geriatrics) & children over 1 month 
of age: Apply contents of the tube to the skin starting from the centre of the area to be anesthetized 
& cover with an occlusive dressing. The contents expellable from 1 tube (approximately 1 g) will cover 
& anesthetize an area of up to 30cm2 (6×5 cm {~ 3/4 area of a credit card}). Smaller areas of anesthetized 
skin may be adequate in infants & small children.  Adequate anesthesia can usually be achieved for 
venepuncture following a 30-minute application time, & for venous cannulation following a 45-minute 
application time; after which the gel should  be removed with a gauze swab & the site prepared with 
an antiseptic wipe in the normal manner.  It is not necessary to apply tetracaine gel for longer than 
the above times & anesthesia is maintained for 4 to 6 hrs in most patients after a single application. 

 [Clinical Trial in progress: Ametop vs Maxilene: http://www.druglib.com/trial/02/NCT00353002.html ] 

 EMLA (lidocaine and prilocaine) - for intact skin, requires occlusion, needs to be 
applied for at least one hour  Dose — To attain adequate anesthesia, 1 to 2 g of EMLA 
cream should be applied per 10 sq cm (approximate size of a Canadian “toonie”) of skin and 
covered with an occlusive dressing for 45 to 60 minutes. The maximum application areas 
recommended for children are Less than 10 kg —100 sq cm  {~ 2.5x area of a credit card};10 to 20 
kg — 600 sq cm; Greater than 20 kg — 2000 sq cm  ; causes vasoconstriction. 

 
 

See www.usask.ca/pediatrics/services/pain for 
information for parents on children’s pain 

 acetaminophen use with vaccination: may  immunogenicity avoid if possible. 
 Benzocaine –in NG tube placement controversial10 Causes methemoglobinemia!!!  AVOID! 
 Lidocaine iontophoresis {Numby Stuff}: mild electric current penetrates skin more quickly; 

effective in 10-20min. 43 EMLA similar or slightly better.44,45   (Tingle may be bothersome.) 

 TAC tetracaine 0.5% / epinephrine 0.05% / cocaine  11.8%
,; AE: seizures, arrhythmias, fatal; requires 

narcotic storage (LET preferred) 
Cancer Pain: Reference 46  
Urethral Catheterization: lidocaine gel 2 min prior to insertion while setting up 

then use as the lubricant as well (video: http://www.uihealthcare.com/topics/medicaldepartments/urology/catheterization/index.html) 
Acetaminophen vs ibuprofen: http://www.cps.ca/English/statements/DT/dt98-01.htm  For fever:47 
 SHR Peds Pain Links: http://www.usask.ca/pediatrics/services/pain/  
 CADTH. Short-Acting Agents for Procedural Sedation and Analgesia in Canadian Emerg.:  
 A Review of Clinical Outcomes and Economic Evaluation  http://cadth.ca/media/pdf/O0428_Short-Acting-Procedural-Sedation_to_e.pdf  
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FLACC SCALE – for assessing pain in very young children non-verbal; suitable for cognitively impaired 
Face No particular 

expression or smile 
Occasional grimace or frown, 
withdrawn, disinterested 

Frequent to constant 
quivering chin, clenched jaw 

Legs Normal position or 
relaxed 

Uneasy, restless, tense Kicking, or legs drawn up 
 

Activity Lying quietly, normal 
position, moves easily 

Squirming, shifting back and forth, 
tense 

Arched, rigid or jerking 

Cry No cry (awake or 
asleep) 

Moans or whimpers; occasional 
complaint 

Crying steadily, screams or 
sobs, frequent complaints 

Consolability Content, relaxed Reassured by occasional touching, 
hugging or being talked to, distractible 

Difficult to console or 
comfort 

Each of the five categories (F) Face; (L) Legs; (A) Activity; (C) Cry; (C) Consolability is scored from 0-2, which results in a 
total score between zero and ten.  

From The FLACC: A behavioral scale for scoring postoperative pain in young children, by S Merkel and others, 1997, 
Pediatr Nurse 23(3), p. 293-297. Copyright 1997 by Jannetti Co. University of Michigan Medical Center.  

 Faces Pain Scale – Revised (FPS-R) – age 4+ 

This is a thumbnail image. The full-size FPS-R with instructions is available on page 3 at 
http://www.iasp-pain.org/FPSR    Numbers are not shown to children. 
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From: Hicks CL, von Baeyer CL, Spafford PA, Van Korlaar I, Goodenough B. The Faces Pain Scale – Revised. Toward a common metric in 
pediatric pain measurement. Pain  2001;93:173-183.  ©2001 International Association for the Study of Pain. Reprinted with permission. 

Pain Intensity Scoring:  
 Chose a scale that is age appropriate to patient & become familiar with using!   
 Interpret in light of any other pain related physical factors (e.g. heart rate) 
 Also interpret according to trends for improvement or worsening of pain control 
 Sherbrooke algorithm for acute pain in children (post-op): gave regular analgesic 

according to pain scale: {0-3: acetaminophen; 3-6: naproxen + acetaminophen; 6-9: morphine + 
naproxen + acetaminophen; 9-10: notify MD.  Overall  in pain scores & a  in opioid requirement.} 

 Other links:  Visual Analogue Scale: suitable for age 7+ {McGrath PA, Seifert CE, Speechley KN, et al. A new analogue scale for 
assessing children's pain: an initial validation study. Pain. 1996 Mar;64(3):435-43.}   Oucher Scale:  age 3-12: http://www.oucher.org/history.html  
BMJ Clinical Review:  Pain Management and Sedation for Children in the Emergency Setting: http://www.bmj.com/cgi/content/full/339/oct30_1/b4234  

Health Canada Advisory, March 2009: Caution regarding serious adverse events, including fatalities, with excessive application of topical anesthetics in adults & peds! 
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RA - EXTRAS 
Approach & Considerations for Drug Tx in RA 
 Initial: DMARD + NSAID +/‐ Corticosteroid for symptoms.  MTX often the DMARD of choice, however, HCQ is safer but suitable only for mild cases.   
‐NSAIDs now used primarily for bridging and pain management.   
‐Oral corticosteroids associated with complications, so use controversial.  Short courses &/or low doses for 2yrs sometimes used ( joint pain & systemic symptoms).  Intra‐articular injections useful & few AEs. 
‐Earlier combo DMARD or biologic tx warranted for those with high disease activity & poor prognostic factors. 
  {Features of poor prognosis include: functional limitation, extraarticular disease rheumatoid nodules, RA vasculitis, Felty’s syndrome, +’ve rheumatoid factor, anti‐cyclic citrullinated peptide antibodies, bony erosions radiographic.} 

 TNF inhibitors ‐ 1st line biologics after an inadequate response to a DMARD.  They are given +/‐ MTX (synergistic).  Note, infliximab given with MTX (not recommended  for monotherapy). 
  Initial TNF inhibitor choice: varies with clinician (often etanercept rapid onset, short t ½ or infliximab) 

Relative to other agents, TNF‐inhibitors may be  more effective in relieving symptoms & limiting joint destruction. They often also act more rapidly. 
AEs:   1) Injection site reactions (back pain, fever, urticaria, dyspnea, BP): common with etanercept, golimumab, certolizumab, & adalimumab. 
  2) Cytopenia: uncommon, but can occur with any anti‐TNF tx. Monitor CBC. 

3) The potential for Serious Infections: (eg. bacterial sepsis, TB reactivated & disseminated, fungal, viral & opportunistic unusual eg. p. jiroveci) are important; screen for active infection, latent TB, etc.  
4) Malignancies (esp. lymphomas): reported but causality not established.  The condition of RA  lymphoma risk on its own.  Avoid anti‐TNF tx in patients with recent ca. 
5) Other AEs: (rare) – CHF, reversible lupus‐like syndrome, demyelinating conditions eg. M.S. (avoid if hx), hepatoxicity (caution with infliximab). 

  If 1st TNF inhibitor is not effective, switching to a 2nd TNF inhibitor may be effective; however, many specialists will opt for a non‐TNF biologic for a different mechanism of action. 
 Non‐TNF Biologics – include rituximab co-admin with a DMARD; pre-treat to prevent infusion reaction, abatacept +/- a DMARD, tocilizumab may work in 2wks, AEs (many; severe  complications reported), anakinra less effective.  
 Aggressive early therapy with MTX &/or a biologic  longer remissions, less joint destruction & improved quality of life. 
 Combination Tx with 2‐3 DMARDs (or a DMARD + biologic): often more effective than monotherapy without more toxicity.   
  Triple DMARD Tx: MTX +SSZ + HCQ (+/- prednisone low-dose 7.5-10mg/day) effective.  MTX + Biologic more efficatious than either alone.  Combination of 2+ Biologics NOT recommended as  toxicity! 
 Comorbidity & biologics ACR RA 2012:   1) Hepatitis    a) Hep C  potentially recommend etanercept;  
            b) Hep B: untreated chronic or treated chronic with Child‐Pugh class B or higher: avoid any biologic! 
        2) Malignancy    a) treated solid malignancy >5yrs or non‐melanoma skin ca >5ys ago – recommend any biologic;   
            b) treated solid malignancy <5yr or treated non‐melanoma skin ca within 5yr – recommend rituximab; 
            c) treated skin melanoma, & treated lymphoproliferative malignancy – recommend rituximab; 
        3) CHF     a) NYHA class III‐IV with ejection fraction 50%: avoid anti‐TNF biologics! 
 
Vaccinations: before DMARD or biologic, immunize for influenza, pneumococcal, hep‐B & HZV.  Live vaccines should not be given to patients on biologics (should be given 1 month prior to starting tx). 
 
Pain Management in RA:  
‐ Neuromodulators: Cochrane Review RCT, placebo controlled ‐ few trials, all short term (~2‐5 weeks) with high risk of bias (ie. Weak evidence) 
  1) Nefopam (ACUPAN): not in Canada; 5HT, NE & DA receptor blocking; NNT=2 for pain relief, offset by significant SE's 
  2) Topical capsaicin: reasonable add‐onn option; NNT=2‐3 for pain relief, offset by some burning at application site 
  3) Oromucosal cannabis: small reduction in pain, highly offset by SE's leading to withdrawal (NNH=3) including dizziness 26%, dry mouth 13% & lightheadedness (10%) 
  4) Lack of data for other agents included: anticonvulsants, ketamine, bupropion, methylphenidate 
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  Recommendations for determining the level of concern when considering treatment modification based on relapse: 
Criteria     Level of Concern 
 Low    Medium    High 
Rate 1 relapse in 2nd year of tx  1 relapse in 1st yr of tx    >1 relapse in the 1st yr of tx 
Severity Mild    Moderate    Severe 
 -steroids not required   -steroids required   -steroids/ hospitalization required 
 -minimal effect on ADL  -moderate effect on ADL  -severe effect on ADL  
 -1 functional domain affected  ->1 functional domain affected  ->1 functional domain affected 
 -no or mild motor/cerebellar involvement -moderate motor/cerebellar involvement -severe motor/cerebellar involvement 
Recovery -prompt recovery   -incomplete recovery at 3 months  -incomplete recovery at 6 months 
 -no functional deficit   -some functional impairment  -functional impairment 
 
Recommendations for determining the level of concern when considering treatment modification based disability progression: 
Criteria     Level of Concern 
EDSS score:  Low    Medium    High 
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          2 points at 12months 
4-5              <1 point    1 point at 6 months   >1 point at 6months  
          1 point at 12months 
≥5.5      0.5 points at 6months   >0.5 points at 6 months  
Clinically         No motor    Some motor, cerebellar or cognitive Pronounced motor, cerebellar or cognitive 
Documented     Minor sensory    Multiple EDSS domains affected  Multiple EDSS domains affected 
Progression 
T25FW        ≤ 20% confirmed at 6months  >20% and ,100% increase confirmed ≥ 100% increase confirmed at 6 months 
      at 6months 
 
Recommendations for determining the level of concern when considering treatment modification based on annual MRI findings: 
Criteria     Level of Concern 
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Lesions OR accumulation 
Of new T2 lesions per year 
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Approach to Migraine: Considerations 
 ACUTE:  -         may consider metoclopramide or domperidone 1st; NSAID and/or triptan also recommended first line;  

- in very severe attacks, SC sumatriptan likely to be most effective & rapid; consider need for rapid onset vs recurrence, GI tolerance of po form, etc. 
- Link to Review Article in AFP Feb 2011: http://www.aafp.org/afp/2011/0201/p271.html  

 PROPHYLAXIS: 1st line: beta-blockers (propranolol, metoprolol), TCAs, valproic acid, topiramate.  
 MENSTRUAL Related Migraine (MRM): - severity may be increased; duration of headache may be longer and may be harder to treat than regular migraine 

- may consider NSAID or triptan for short-term treatment, several days before and during menstruation 20. 
 
Agents not effective or too many side effects: 
SSRIs, clonidine, methylsergide, oxcarbazepine, melatonin 
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 EXTRAS: 
Alternative Therapies: behavioural therapies include the mastery of relaxation techniques, cognitive behavioural therapy including stress management, biofeedback, and the mastery of pacing and self 
monitoring skills 
 
Patient Factors  Red Flags for Serious Headaches17           “This is the worst headache 

ever…” 
Age of onset  middle‐aged to elderly patients 
Type of onset  severe & abrupt; presents suddenly “like a thunderclap” 
Temporal 
sequence 

progressive severity or increased frequency 

Pattern  significant change in headache pattern 
Neurologic signs  stiff neck, focal signs, reduced consciousness 
Systemic signs  fever, appears sick, abnormal exam, myalgias, weight loss 
Caution: If headache does not fit typical pattern, a serious diagnosis can be missed. 

 
The diagnosis of migraine is clinically based upon a compatible history, physical examination, and fulfillment of diagnostic criteria. 
Gold Standard for Diagnosis:  The International Classification of Headache Disorders (2nd ed.)18 

http://www.ihs‐headache.org/upload/ct_clas/ihc_II_main_no_print.pdf 
 

How to distinguish a migraine from other headache types?19 

Findings suggest that the best criteria differentiating migraine with other headache types are the presence of nausea and/or vomiting in combination with 2 of the following 3 symptoms: 
photophobialight, phonophobialoud noises, and osmophobiaodour {see no evil, hear no evil, smell no evil} 

 

Different types of headache 

1◦  migraine (included hormone related) with or without aura, tension‐type headache, cluster headache & other trigeminal autonomic cephalgias, others (cough, exertion, etc…) 
2◦  attributed to head and/or neck trauma, attributed to a substance or its withdrawal, attributed to a psychiatric disorder, etc… 
 

Clinical Features of Migraine 
Many patients with chronic migraine have a pattern of daily or near‐daily headaches of low to moderate severity, associated with less prominent migrainous features. Superimposed on this baseline 
are exacerbations of pain with more prominent migrainous features such as photophobia, phonophobia, osmophobia, nausea, vomiting, and cutaneous allodynia (ie, the perception of pain produced 
by innocuous stimulation of normal skin). 

 

ER setting20 
 Use parenteral NSAIDS, sumatriptan, metoclopramide, or neuroleptics for initial symptom control 
 Consider dihydroergotamine for severe cases 
 Dexamethasone for possible prophylaxis against recurrence 
 

Other resources: 
Bajwa ZH, Sabahat A.  Preventive treatment of migraine in adults.  In: UptoDate.  Last updated: May 10, 

2012. 
Pringsheim T, Davenport WJ, Becker WJ.  Prophylaxis of migraine headache.  CMAJ 2010; 182(7): E269‐

E276. 
Linde K, Rossnagel K. Propranolol for migraine prophylaxis. Cochrane Database Syst Rev 2004, Issue 2. 

Art. No.: CD003225. DOI: 10.1002/14651858.CD003225.pub2. 
PL Detail‐Document, Drugs to Prevent Migraines in Adults. Pharmacist’s Letter/Prescriber’s Letter. July 

2012. 
Treatment Guidelines.  Drugs for Migraine.  The Medical Letter. Vol. 9 (Issue 102).  February 2011. 
Silberstein SD, Holland S, Freitag F et al.  Evidence‐based guideline update: Pharmacologic treatment for 

episodic migraine prevention in adults: Report of the Quality Standards Subcommittee of the 
American Academy of Neurology and the American Headache Society.  Neurology 2012;78:1337‐
1345.  

Kapusta MJ, Allan GM.  Are antihypertensive medications effective for migraine prophylaxis? Tools for 
Practice 2011.  Available from: http://www.acfp.ca/Portals/0/docs/TFP/20111028_100754.pdf. 
Accessed on: September 29, 2012. 

Allan GM, Levy M.  Antidepressants for preventing headaches: which work and how well? Tools for 
Practice 2011.  Available from: http://www.acfp.ca/Portals/0/docs/TFP/20111028_100921.pdf 
Accessed on: September 29, 2012. 

Shamliyan TA, Kane RL, Taylor FR. Migraine in Adults: Preventive Pharmacologic Treatments. 
Comparative Effectivesness Review No. 103. (Prepared by the University of Minnesota Evidence‐
based Practice Center under Contract No. 290‐2007‐10064‐I) AHRQ Publication No. 13‐EHC068‐EF. 
Rockville, MD: Agency for Healthcare Research and Quality; April 2013. 
www.effectivehealthcare.ahrq.gov/reports/final.cfm.  

Headache Network Canada http://www.headachenetwork.ca 
Migraine Quebec www.migrainequebec.com 
American Headache Society 

http://www.americanheadachesociety.org/professionalresrouces/TriggerAvoidanceInformation.asp 
 
Chronic Daily Headache: AAFP Patient Page: http://www.aafp.org/afp/2014/0415/p642‐s1.html 
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EXTRAS – RxFiles – Abnormal Uterine Bleeding – Tx Chart 
 
:  Further investigations for Special Circumstances 

Bleeding Disorders‐  suspicion when initial onset of menses is heavy & regular bleeding patterns or presents with suggestive sx: postpartum hemorrhage; surgery‐related bleeding, & bleeding 
associated with dental procedures; or frequent bruising, epistaxis, and bleeding gums. Further investigations: platelet count, PTT, INR, von Willebrand factor,& ristocetin factor 

Peri‐menopausal‐  consider endometrial sampling first line due to  risk of endometrial hyperplasia/carcinoma in patients >45yrs or <45 WITH hx of unopposed estrogen exposure, failed medical 
management, or persistent AUB 
 

Uterine Fibroids & AUB Treatment32,33,34,35 

Uterine fibroids are commonly found in women in the middle to later reproductive years & are associated with symptoms such as heavy bleeding, menstrual pain, pressure in the lower abdomen, 
infertiliy, & recurrent miscarriages. Uterine fibroids are thought to be estrogen and progesterone dependent because they shrink after menopause. Traditionally treatment has been the surgical route 
(myomectomy or hysterectomy), but drug treatments are becoming more relevant:  
  Agents currently used for Uterine Fibroids 

1. GnRH agonists:  uterine fibroid size (by 50%) &   uterine fibroid‐related symptoms, but treatment restricted to 3‐6 months due to hypoestrogenic AE & fibroids return 
to pretreatment size once agents are stopped  

2. LNG‐IUS MIRENA:  menstrual blood loss related to uterine fibroids &  hemoglobin in women with anemia, but is not beneficial for uterine regression  
3. Ulipristal FIBRISTAL: selective progesterone receptor modulator;  uterine fibroid volume (31% vs placebo  3%); controls bleeding & faster onset of amenorrhea 

(noninferior & more sustained effect than leuprolide acetate); no serious side effects 
Agents in the Clinical Trial Pipeline for the indication of Uterine Fibroid Associated Abnormal Uterine Bleeding:  

 Mifepristone MIFEPREX: competitively binds & antagonizes progesterone receptors; inconsistent evidence on effect of uterine size reduction (0 to 50%);  endometrial 
hyperplasia with no atypia (unsure of clinical implications) 

 Asoprisnil:  selective progesterone receptor modulator with high receptor & tissue specificity; 25mg/day  volume by 36%;  bloating, pelvic pain, & uterine artery blood 
flow; minimal hypoestrogenic effects 

 Telapristone PROELLEX: selective progesterone modulator; doses of 12.5, 25, & 50mg  fibroid size by 10.6, 32.6, & 40.3% respectively (leuprolide acetate 32.6% & placebo 
10.6% ) 

 Aromatase inhibitors (letrozole, anastrozole, fadrozole): antiestrogen;  size of fibroid & symptoms (menstrual volume, duration of menstruation, & dysmenorrhea); no 
serious side effects reported  

 
 
 

                                                 
1 Singh S, Best C, Dunn S, Leyland N, Wolfman WL, et al.; Clinical Practice – Gynaecology Committee; Society of Obstetricians and Gynaecologists of Canada. Abnormal uterine bleeding  in pre‐menopausal women. J Obstet 

Gynaecol Can. 2013 May;35(5):473‐9. 
2 Davidson BR, Dipiero CM, Govoni KD, Littleton SS, Neal JL. Abnormal uterine bleeding during the reproductive years. J Midwifery Womens Health. 2012 May‐Jun;57(3):248‐54. 
3 Sweet MG, Schmidt‐Dalton TA, Weiss PM, Madsen KP. Evaluation and management of abnormal uterine bleeding in premenopausal women. Am Fam Physician. 2012 Jan 1;85(1):35‐43. 
4 Bordman R, Telner D, Jackson B, Little D, Gamache N. An Approach to the diagnosis and management of benign uterine conditions in primary care. Second. 2010. Centre for Effective Practice and Ontario College of Family 

Physicians. Accessed October 4, 2013 from: http://machealth.ca/programs/buc/m/resources/26.aspx. 
5 Ely JW, Kennedy CM, Clark EC, Bowdler NC. Abnormal uterine bleeding: a management algorithm. J Am Board Fam Med. 2006 Nov‐Dec;19(6):590‐602. 
6 American College of Obstetricians and Gynecologists. ACOG committee opinion no. 557: Management of acute abnormal uterine bleeding in nonpregnant reproductive‐aged women. Obstet Gynecol. 2013 Apr;121(4):891‐6. 
7 Morrell MJ, Hayes FJ, Sluss PM, et al. Hyperandrogenism, ovulatory dysfunction, and polycystic ovary syndrome with valproate versus lamotrigine. Ann Neurol. 2008;64(2):200–211. 
8 Madhusoodanan S, Parida S, Jimenez C. Hyperprolactinemia associated with psychotropics—a review. Hum Psychopharmacol. 2010;25(4):281–297. 
9 O'Malley P. Selective serotonin reuptake inhibitors and abnormal bleeding. Implications for the clinical nurse specialist. Clin Nurse Spec. 2004 Mar‐Apr;18(2):65‐7. 
10 Committee on Practice Bulletins—Gynecology. Practice bulletin no. 136: management of abnormal uterine bleeding associated with ovulatory dysfunction. Obstet Gynecol. 2013 Jul;122(1):176‐85. 
11 Matteson KA, Abed H, Wheeler TL 2nd, Sung VW, Rahn DD, Schaffer JI, Balk EM;Society of Gynecologic Surgeons Systematic Review Group. A systematic review comparing hysterectomy with less‐invasive treatments for 

abnormal uterine bleeding. J Minim Invasive Gynecol. 2012 Jan‐Feb;19(1):13‐28. 
12 Marret H, Fauconnier A, Chabbert‐Buffet N, Cravello L, Golfier F, Gondry J, Agostini A,et al.; CNGOF Collège National des Gynécologues et Obstétriciens Français. Clinical practice guidelines on menorrhagia: management of 

abnormal uterine bleeding before menopause. Eur J Obstet Gynecol Reprod Biol. 2010 Oct;152(2):133‐7. 
13 Learman LA, Summitt RJ, Varner RE, et al. Hysterectomy versus expanded medical treatment for abnormal uterine bleeding: clinical outcomes in the medicine or surgery trial. Obstet Gynecol. 2004;103(5):824‐833. 
14 Showstack J, Lin F, Learman LA, et al. Randomized trial of medical treatment versus hysterectomy for abnormal uterine bleeding: resource use in theMedicine or Surgery (Ms) trial. Am J Obstet Gynecol. 2006;194(2):332‐338. 
15 Jensen B, Regier L, Downey S, Karlson P, Taylor J. RxFiles Over the Counter Products Summary Chart. RxFiles, Drug Comparison Charts, 9th edition. 2012. Accessed online at: 

http://www.rxfiles.ca/rxfiles/uploads/documents/members/CHT‐OTCs.pdf  
16 Munro MG, Critchley HO, Broder MS, Fraser IS; FIGO Working Group on Menstrual Disorders. FIGO classification system (PALM‐COEIN) for causes of abnormal uterine bleeding in nongravid women of reproductive age. Int J 

Gynaecol Obstet. 2011 Apr;113(1):3‐13. 
17 Telner DE, Jakubovicz D. Approach to diagnosis and management of abnormal uterine bleeding. Can Fam Physician. 2007 Jan;53(1):58‐64.  
18 Shawki O, Wahba A, Magon N. Abnormal uterine bleeding in midlife: The role of levonorgestrel intrauterine system. J Midlife Health. 2013 Jan;4(1):36‐9. 
19 Duckitt K. Medical management of perimenopausal menorrhagia: an evidence‐based approach. Menopause Int. 2007 Mar;13(1):14‐8. 
20 Beasley A. Contraception for specific populations. Semin Reprod Med. 2010 Mar;28(2):147‐55. 
21 World Health Organization, Department of Reproductive Health. Medical elgibility criteria for contraceptive use, fourth edition. 2010.  
22 Hardman SM, Gebbie AE. Hormonal contraceptive regimens in the perimenopause. Maturitas. 2009 Jul 20;63(3):204‐12. 
23 Lidegaard Ø. Hormonal contraception and venous thromboembolic risk in midlife  women. Maturitas. 2013 Jan;74(1):1‐2. 
24 Kaunitz, A., Inki, P. The Levonorgestrel‐Releasing Intrauterine System in Heavy Menstrual Bleeding. Drugs. 2012;72 (2):193‐215. 
25 ACOG Practice Bulletin No. 110: noncontraceptive uses of hormonal contraceptives. Obstet Gynecol. 2010 Jan;115(1):206‐18. 
26 Inki P, Hurskainen R, Palo P, Ekholm E, Grenman S, Kivelä A, Kujansuu E, Teperi J, Yliskoski M, Paavonen J. Comparison of ovarian cyst formation in women  using the levonorgestrel‐releasing intrauterine system vs. 

hysterectomy. Ultrasound Obstet Gynecol. 2002 Oct;20(4):381‐5. 



                                                                                                                                                                                                                         
27 Regier L, Downey S. RxFiles Hormonal Contraception Summary Chart. RxFiles, Drug Comparison Charts, 9th edition. 2012. Accessed online at: http://www.rxfiles.ca/rxfiles/uploads/documents/members/CHT‐OCs‐Color.pdf  
28 Espey E. Levonorgestrel intrauterine system‐‐first‐line therapy for heavy menstrual bleeding. N Engl J Med. 2013 Jan 10;368(2):184‐5. 
29 Palmara V, Sturlese E, Villari D, Giacobbe V, Retto A, Santoro G. Levonorgestrel‐releasing intrauterine device in the treatment of abnormal uterinebleeding: a 6‐ and 12‐month morphological and clinical follow‐up. Aust N Z J 

Obstet Gynaecol. 2013 Aug;53(4):381‐5. 
30 Robinson JA, Burke AE. Obesity and hormonal contraceptive efficacy. Womens Health (Lond Engl). 2013 Sep;9(5):453‐66. 
31 Madden T, Proehl S, Allsworth JE, Secura GM, Peipert JF. Naproxen or estradiol for bleeding and spotting with the levonorgestrel intrauterine system: a randomized controlled trial. Am J Obstet Gynecol. 2012 

Feb;206(2):129.e1‐8 
32 Tristan M, Orozco LJ, Steed A, Ramírez‐Morera A, Stone P. Mifepristone for uterine fibroids. Cochrane Database Syst Rev. 2012 
33 Therapeutic Research Center. New Drug: Fibristal (Ulipristal). Pharmacist’s Letter.2013. 
34 Sangkomkamhang US, Lumbiganon P, Laopaiboon M, Mol BW. Progestogens orprogestogen‐releasing intrauterine systems for uterine fibroids. Cochrane Database Syst Rev. 2013. 
35 Islam MS, Protic O, Giannubilo SR, Toti P, Tranquilli AL, Petraglia F, Castellucci M, Ciarmela P. Uterine leiomyoma: available medical treatments and new possible therapeutic options. J Clin Endocrinol Metab. 2013 

Mar;98(3):921‐34. 
 
Additional References:  
ACOG: American College of Obstetricians and Gynecologists.Committee Opinion No. 580. Von Willebrand Disease in women. Obstet Gynecol 2013 Dec; 122:1368.  
Ammerman SR, Nelson AL. A new progestogen‐only medical therapy for outpatient management of acute, abnormal uterine bleeding: a pilot study. Am J Obstet Gynecol. 2013 Jun;208(6):499.e1‐5. 
Bs D, Nanda SK. The role of sevista in the management of dysfunctional uterine bleeding. J Clin Diagn Res. 2013 Jan;7(1):132‐4. 
Committee on Practice Bulletins—Gynecology. Practice bulletin no. 128: diagnosis of abnormal uterine bleeding in reproductive‐aged women. Obstet Gynecol. 2012 Jul;120(1):197‐206. 
Cooper NA, Barton PM, Breijer M, et al. Cost‐effectiveness of diagnostic strategies for the management of abnormal uterine bleeding (heavy menstrual bleeding and post‐menopausal bleeding): a decision analysis.  
       Health Technol Assess. 2014 Apr;18(24):1‐202. 
Deligeoroglou E, Karountzos V, Creatsas G. Abnormal uterine bleeding and dysfunctional uterine bleeding in pediatric and adolescent gynecology. Gynecol Endocrinol. 2013 Jan;29(1):74‐8. 
Farquhar C. Oral contraceptive pill for heavy menstrual bleeding. Cochrane Database Syst Rev. 2009. 
Ker K, Prieto‐Merino D, Roberts I. Systematic review, meta‐analysis and meta‐regression of the effect of tranexamic acid on surgical blood loss. Br J Surg 2013;100:1271–9. 
Lethaby a, Cooke I, Rees MC. Progesterone or progestogen‐releasing intrauterine systems for heavy menstrual bleeding. Cochrane Database Syst Rev. 2010.  
Lethaby A, Duckitt K, Farquhar C. Non‐steroidal anti‐inflammatory drugs forheavy menstrual bleeding. Cochrane Database Syst Rev. 2013. 
Lethaby A, Farquhar C, Cooke I. Antifibrinolytics for heavy menstrual bleeding. Cochrane Database Syst Rev. 2010.  
Hoellen F, Griesinger G, Bohlmann MK. Therapeutic drugs in the treatment of symptomatic uterine fibroids. Expert Opin Pharmacother. 2013 Oct;14(15):2079‐85. 
Manno D, Ker K, Roberts I. How effective is tranexamic acid for acute gastrointestinal bleeding? BMJ. 2014 Feb 17;348:g1421. 
Matteson KA, Rahn DD, Wheeler TL 2nd, Casiano E, Siddiqui NY, Harvie HS, Mamik MM, Balk EM, Sung VW; Society of Gynecologic Surgeons Systematic Review Group. Nonsurgical management of heavy menstrual bleeding: a 

systematic review. Obstet Gynecol. 2013 Mar;121(3):632‐43. 
Middleton LJ, Champaneria R, Daniels JP, Bhattacharya S, Cooper KG, Hilken NH, et al. Hysterectomy, endometrial destruction, and levonorgestrel releasing intrauterine system (Mirena) for heavy menstrual bleeding: systematic 

review and meta‐analysis of data from individual patients. BMJ. 2010 Aug 16;341:c3929. 
Peragallo Urrutia R, Coeytaux RR, McBroom AJ, Gierisch JM, Havrilesky LJ, Moorman PG, Lowery WJ, Dinan M, Hasselblad V, Sanders GD, Myers ER. Risk of Acute Thromboembolic Events With Oral Contraceptive Use: A 

Systematic Review and Meta‐analysis. Obstet Gynecol. 2013 Aug;122(2, PART 1):380‐389. 
Pinkerton JV. Pharmacological therapy for abnormal uterine bleeding. Menopause. 2011 Apr;18(4):453‐61. 
Roberts TE, Tsourapas A, Middleton LJ, Champaneria R, Daniels JP, Cooper KG, et al. Hysterectomy, endometrial ablation, and levonorgestrel releasing intrauterine system (Mirena) for treatment of heavy menstrual bleeding: 

cost effectiveness analysis. BMJ. 2011 Apr 26;342:d2202. 
Rott H. Thrombotic risks of oral contraceptives. Curr Opin Obstet Gynecol.2012 Aug;24(4):235‐40. 
Simon JA. Future developments in the medical treatment of abnormal uterine bleeding: what can we expect? Menopause. 2011 Apr;18(4):462‐6. 
Suh‐Burgmann E, Hung YY, Mura J. Abnormal vaginal bleeding after epidural steroid injection: a paired observation cohort study. Am J Obstet Gynecol. 2013 Sep;209(3):206.e1‐6. 
Tsai MC, Goldstein SR. Office diagnosis and management of abnormal uterine bleeding. Clin Obstet Gynecol. 2012 Sep;55(3):635‐50. 
Wheeler TL 2nd, Murphy M, Rogers RG, Gala R, Washington B, Bradley L, Uhlig K; Society of Gynecologic Surgeons Systematic Review Group. Clinical practice guideline for abnormal uterine bleeding: hysterectomy versus 

alternative therapy. J Minim Invasive Gynecol. 2012 Jan‐Feb;19(1):81‐8. 
Wilkinson JP, Kadir RA. Management of abnormal uterine bleeding in adolescents. J Pediatr Adolesc Gynecol. 2010 Dec;23(6 Suppl):S22‐30. 
 
 
 
 
RxFiles – Abnormal Uterine Bleeding – Tx Chart (Developed by Kellie Towriss, BSP (Pharmacy Resident, Saskatoon Health Region (2013) 
 
Acknowledgements to those who assisted with development and review of this chart:  

Obs/Gyne: Dr. L. Regush, Dr. M. Shubert, Dr. A. Epp 
Family Physicians: Dr. J. Hey, Dr. R. Reineger, Dr. S. Fenton, Dr. S. Wegner 
Pharmacists: B. Jensen, L. Regier, L. Kosar, B. Schuster 

 

 Produced by RxFiles – a provincial academic detailing service funded by Saskatchewan Health.  For more information check our website at www.RxFiles.ca or contact us c/o Saskatoon City Hospital,  
701 Queen Street, Saskatoon, SK.   S7K 0M7  Copyright 2013 – RxFiles, Saskatoon Health Region (SHR)   www.RxFiles.ca  See online extras for disclaimer & more information.  

 

 DISCLAIMER: The content of this newsletter represents the research, experience and opinions of the authors and not those of the Board or Administration of Saskatoon Health Region (SHR). Neither the authors nor Saskatoon Health Region nor any other party who has been involved in the preparation or publication of this 
work warrants or represents that the information contained herein is accurate or complete, and they are not responsible for any errors or omissions or for the result obtained from the use of such information. Any use of the newsletter will imply acknowledgment of this disclaimer and release any responsibility of SHR, its 
employees, servants or agents. Readers are encouraged to confirm the information contained herein with other sources.     Additional information and references online at  www.RxFiles.ca  

 



References (page 125):  
1. Society of Obstetricians and Gynaecologists of Canada (SOGC).  The Canadian Consensus  
    Conference on Contraception. J Obstet Gynaecol Can. 2004 Mar;26(3):219-96. 
2. Sherif K.  Benefits and risks of oral contraceptives.  Am J Obstet Gynecol.  1999; 180: S343-8. 
3. Venous thromboembolic disease and combined oral contraceptives: results of international  
    multicentre case-control study.  World Health Organization Collaborative Study of  
    Cardiovascular Disease and Steroid Hormone Contraception.  Lancet. 1995; 346: 1575-82 
4. Effect of different progestagens in low estrogen oral contraceptives on venous thromboembolic  
    disease. World Health Organization Collaborative Study of Cardiovascular Disease and Steroid  
    Hormone Contraception.  Lancet. 1995; 346: 1582-8. 
5. Kemmeren JM, Algra A, Grobbee DE. Third generation oral contraceptives and risk of venous  
    thrombosis: meta-analysis. BMJ. 2001 Jul 21;323(7305):131-4.  
6. Acute myocardial infarction and combined oral contraceptives: results of international  
    multicentre case-control study.  World Health Organization Collaborative Study of  
    Cardiovascular Disease and Steroid Hormone Contraception.  Lancet. 1997; 349: 1202-9 
7. Schlesselman J.  Net effect of oral contraceptive use in risk or cancer in women in United  
    States.  Obstet Gynecol. 1995; 85: 793-801. 
8. Hatcher R et al.  Contraceptive Technology, 16th edition. New York, Irvington, 1994. 
9. Dickey R.  Managing Oral Contraceptive Patients, 9th edition. Essential Medical Information  
    Systems, Durant, OK. 1998. 
10. Petitti, Diana B. Combo Estrogen-Progestin Oral Contraceptives. NEJM 2003;349:1443-1450. 
11. Treatment Guidelines: Choice of Contraceptives. Medical Letter: Dec 2010;  p. 89-96. 
12. Society of Obstetricians & Gynaecologists of Canada www.sexualityandu.ca ; http://www.sogc.org  

    
Contraceptive, Combination Hormonal Products Additional references: 

AAP: Committee on Adolescence. Emergency contraception. Pediatrics. 2012 Dec;130(6):1174-82. 
Abou-Setta AM, et al. Levonorgestrel-releasing intrauterine device (LNG-IUD) for symptomatic endometriosis following surgery. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD005072. 
ACOG Frequently Asked Questions #114, Emergency Contraception. http://www.acog.org/~/media/For%20Patients/faq114.pdf?dmc=1&ts=20121127T1830130312. Accessed 1/6/13 
ACOG Committee Opinion. Access to Emergency Contraception. Number 542, November 2012. www.acog.org/Resources_And_Publications/Committee_Opinions/Committee_on_Health_Care_for_Underserved_Women/ 
               Access_to_Emergency_Contraception. Accessed January 10, 2013. 
ACOG- Practice bulletin no. 121: Long-acting reversible contraception: Implants and intrauterine devices. Obstet Gynecol 2011 Jul; 118:184.  
ACOG: Committee opinion no. 539: adolescents and long-acting reversible contraception: implants and intrauterine devices. Obstet Gynecol. 2012 Oct;120(4):983-8. 
ACOG: Committee Opinion No 544: Over-the-Counter Access to Oral Contraceptives. Obstet Gynecol. 2012 Dec;120(6):1527-31.  
Adab P, Jiang CQ, Rankin E, et al. Breastfeeding practice, oral contraceptive use and risk of rheumatoid arthritis among Chinese women: the Guangzhou Biobank Cohort Study. Rheumatology(Oxford). 2014 Jan 6. 
Agostino H, Di Meglio G. Low-dose oral contraceptives in adolescents: how low can you go? J Pediatr Adolesc Gynecol. 2010 Aug;23(4):195-201. 
Ahmed S, Li Q, Liu L, Tsui AO. Maternal deaths averted by contraceptive use: an analysis of 172 countries. Lancet. 2012 Jul 9. 
Alkema L, Kantorova V, Menozzi C, Biddlecom A. National, regional, and global rates and trends in contraceptive prevalence and unmet need for family planning between 1990 and 2015: a systematic and comprehensive  
                 analysis. Lancet 2013; online March 12. 
Allen RH, Cwiak CA, Kaunitz AM. Contraception in women over 40 years of age. CMAJ. 2013 Apr 16;185(7):565-73.  
Almstedt Shoepe H, Snow CM. Oral contraceptive use in young women is associated with lower bone mineral density than that of controls. Osteoporos Int. 2005 May 19; [Epub ahead of print]  
American College of Obstetricians and Gynecologists (ACOG). Emergency contraception. Washington (DC): American College of Obstetricians and Gynecologists (ACOG); 2005 Dec. 10 p. (ACOG practice bulletin; no. 69). 
American College of Obstetricians and Gynecologists (ACOG). Emergency contraception. Washington (DC): American College of Obstetricians and Gynecologists (ACOG); 2010 May.  (ACOG practice bulletin; no. 112). 
American College of Obstetricians and Gynecologists (ACOG). Noncontraceptive uses of hormonal contraceptives. Washington (DC): American College of Obstetricians and  
                  Gynecologists (ACOG); 2010 Jan. 13 p. (ACOG practice bulletin; no. 110). 
American College of Obstetricians and Gynecologists (ACOG): Practice Bulletin #121 "Long-Acting Reversible Contraception: Implants and Intrauterine Devices" in the July 2011 issue of Obstetrics & Gynecology.  
Amy JJ, Tripathi V. Contraception for women: an evidence based overview. BMJ. 2009 Aug 7;339:b2895. doi: 10.1136/bmj.b2895. 
Anderson FD, Hait H. A multicenter, randomized study of an extended cycle oral contraceptive. Contraception. 2003 Aug;68(2):89-96. Erratum in: Contraception. 2004 Feb;69(2):175.  
Anderson DC, Sullivan DM. Plan B and the german catholic bishops. Ann Pharmacother. 2013 Jul;47(7-8):1079-80.  
Austin Harland, Lally Cathy, et al. Hormonal contraception, sickle cell trait, and risk for venous thromboembolism among African American women. American Journal of Obstetrics & Gynecology - June 2009 (Vol. 200,  
                   Issue 6, Pages 620.e1-620.e3, DOI: 10.1016/j.ajog.2009.01.038) 
Baillargeon JP, McClish DK, et al. Association between the current use of low-dose oral contraceptives and cardiovascular arterial disease: a meta-analysis. J Clin Endocrinol Metab. 2005 Jul;90(7):3863-70.Epub 2005Apr 6. 
Bateson D, McNamee K, Briggs P. Newer non-oral hormonal contraception. BMJ. 2013 Feb 14;346:f341. 
Batur P. Emergency contraception: Separating fact from fiction. Cleve Clin J Med. 2012 Nov;79(11):771-6. 
Beksinska ME, Smit JA, et al. Prospective study of weight change in new adolescent users of DMPA, NET-EN, COCs, nonusers and discontinuers of hormonal contraception. Contraception. 2010 Jan;81(1):30-4. 
Bender NM, Segall-Gutierrez P, Najera SO, et al. Effects of progestin-only long-acting contraception on metabolic markers in obese women. Contraception. 2013 Jan 2.  
Bermas BL. Oral contraceptives in systemic lupus erythematosus -- a tough pill to swallow? N Engl J Med. 2005 Dec 15;353(24):2602-4.  
Bernier MO, Mikaeloff Y, Hudson M, Suissa S. Combined oral contraceptive use and the risk of systemic lupus erythematosus. Arthritis Rheum. 2009 Apr 15;61(4):476-81.  
Bialer M, et al. Pharmacokinetic interactions of topiramate. Clin Pharmacokinet. 2004;43(12):763-80.  
Black A, Francoeur D, Rowe T, Collins J, Miller D, Brown T, David M, Dunn S, Fisher WA, Fleming N, Fortin CA, Guilbert E, Hanvey L, Lalonde A, Miller R, Morris M, O'Grady T, Pymar H, Smith T, Henneberg E;  
                Society of Obstetricians and Gynaecologists of Canada. SOGC clinical practice guidelines: Canadian contraception consensus. J Obstet Gynaecol Can. 2004 Mar;26(3):219-96.  
Blumenthal PD, Edelman A. Hormonal contraception. Obstet Gynecol. 2008 Sep;112(3):670-84. 
Bonnema RA., McNamara MC., Spencer AL.,Contraception Choices in Women with Underlying Medical Conditions. Am Fam Physician. 2010 Sep 15;82(6):621-628. 
Bosworth MC, Olusola PL, Low SB. An update on emergency contraception. Am Fam Physician. 2014 Apr 1;89(7):545-50. 
British National Formulary 2005 
Calhoun A. Combined hormonal contraceptives: Is it time to reassess their role in migraine? Headache 2011. Published online ahead of print January 6, 2012.  
Camacho EM, Lunt M, Farragher TM, et al. The relationship between oral contraceptive use and functional outcome in women with recent onset inflammatory polyarthritis: Results from the Norfolk Arthritis Register  
                 (NOAR). Arthritis Rheum. 2011 Apr 22. doi: 10.1002/art.30416.  
Cameron ST, Glasier A, Chen ZE, Johnstone A, Dunlop C, Heller R. Effect of contraception provided at termination of pregnancy and incidence of subsequent termination of pregnancy. BJOG. 2012 Aug;119(9):1074-80.  
Canning D, Schultz TP. The economic consequences of reproductive health and family planning. Lancet. 2012 Jul 9.  
Castellsagué X, Díaz M, et al. Intrauterine device use, cervical  infection with human papillomavirus, and risk of cervical cancer: a pooled analysis of 26 epidemiological studies. Lancet Oncol 2011; online Sept 13.  



CDA Diane 35 response http://www.dermatology.ca/english/public-patients/Diane35-Fact-Sheet_e.pdf  
Centers for Disease Control and Prevention (CDC). Division of Reproductive Health, National Center for Chronic Disease Prevention and Health Promotion. U.S. selected practice recommendations for 

contraceptive use, 2013: adapted from the World Health Organization Selected Practice Recommendations for Contraceptive Use, 2nd edition. MMWR Recomm Rep 2013;62(RR05):1-60. 
CDC: Centers for Disease Control and Prevention (CDC). U.S. medical eligibility criteria for contraceptive use, 2010: adapted from the World Health Organization medical eligibility criteria for contraceptive use, 4th edition.  
                MMWR Recomm Rep 2010 Jun 18;59(RR-4):1-86. CDC has released medical eligibility criteria for contraceptive use to help U.S. healthcare providers counsel patients about their contraceptive choices. The  
               criteria, published in MMWR, are modified from the World Health Organization's 2009 guidance. The CDC offers modified recommendations about contraception for U.S. women who have venous thromboembolism,  
               valvular heart disease, ovarian cancer, and uterine fibroids, as well as women who are postpartum and breast-feeding. It also gives additional guidance on contraception for women with rheumatoid arthritis, previous  
               bariatric surgery, peripartum cardiomyopathy, endometrial hyperplasia, inflammatory bowel disease, and organ transplantation.  http://www.cdc.gov/mmwr/pdf/rr/rr59e0528.pdf  
CDC: Update to CDC's U.S. Medical Eligibility Criteria for Contraceptive Use, 2010: Revised Recommendations for the Use of Contraceptive Methods During the Postpartum Period.  
            http://www.cdc.gov/mmwr/pdf/wk/mm6026.pdf  
CDC: Centers for Disease Control and Prevention. Sexual experience and contraceptive use among female teens — United States, 1995, 2002, and 2006–2010. MMWR Morb Mortal Wkly Rep 2012 May 4; 61:297.  
Cheng L, et al. Interventions for emergency contraception. Cochrane Database Syst Rev. 2008 Apr 16;(2):CD001324. Mifepristone middle dose (25-50 mg) was superior to other hormonal regimens. Mifepristone low dose (<25 mg) could be more effective  
                       than levonorgestrel 0.75 mg (two doses) but this was not conclusive. Levonorgestrel proved more effective than the Yuzpe regimen. The copper IUD was another effective emergency contraceptive that can provide ongoing contraception. 
Cheng L, Che Y, Gulmezoglu AM. Interventions for emergency contraception. Cochrane Database Syst Rev. 2012 Aug 15;8:CD001324. Intermediate-dose mifepristone (25-50 mg) was superior to LNG and Yuzpe regimens. Mifepristone low dose  
                     (< 25 mg) may be more effective than LNG (0.75 mg two doses), but this was not conclusive. UPA may be more effective than LNG. LNG proved to be more effective than the Yuzpe regimen. The copper IUD was the most effective EC method and was the only EC method  
                     to provide ongoing contraception if left in situ. 
Clark MK, et al. Bone mineral density loss and recovery during 48 months in first-time users of depot medroxyprogesterone acetate. Fertil Steril. 2006 Nov;86(5):1466-74. Epub 2006 Sep 25. 
Cleland K, Raymond E, Trussell J, Cheng L, Zhu H. Ectopic pregnancy and emergency contraceptive pills: a systematic review. Obstet Gynecol. 2010 Jun;115(6):1263-6.  
Cleland K, Zhu H, Goldstuck N, Cheng L, Trussell J. The efficacy of intrauterine devices for emergency contraception: a systematic review of 35 years of experience. Human Reproduction doi:10.1093/humrep/des140. 
Clinical Effectiveness Unit. Drug interactions with hormonal contraception. London (UK): Faculty of Sexual and Reproductive Healthcare; 2012 Jan. 
Collaborative Group on Epidemiological Studies of Ovarian Cancer, Beral V, Doll R, Hermon C, Peto R, Reeves G. Ovarian cancer and oral contraceptives: collaborative reanalysis of data from 45 epidemiological studies  
                   including 23,257 women with ovarian cancer and 87,303 controls. Lancet. 2008 Jan 26;371(9609):303-14. Use of oral contraceptives confers long-term protection against ovarian cancer. These findings suggest that  
                  oral contraceptives have already prevented some 200,000 ovarian cancers and 100,000 deaths from the disease, and that over the next few decades the number of cancers prevented will rise to at least 30,000 per year. 
Compassionate Contraceptive Assistance Program SGOC: http://www.sogc.org/projects/ccap_e.asp  
Creinin MD, et al. Progesterone receptor modulator for emergency contraception: a randomized controlled trial. Obstet Gynecol. 2006 Nov;108(5):1089-97.  
Creinin MD, Meyn LA, Borgatta L, et al. Multicenter comparison of the contraceptive ring and patch: a randomized controlled trial. Obstet Gynecol. 2008 Feb;111(2 Pt 1):267-77. The majority of women who are using oral  
                   contraceptives (OCs) and try the vaginal ring continue with the ring rather than go back to OCs. Most women who try patches go back to OCs. It is uncertain whether the nonmasked nature of the trial, which was  
                   funded by the manufacturer of the vaginal ring, introduced bias into the study. (LOE = 1b-) 
D'Cruz DP.  Systemic lupus erythematosus. BMJ. 2006 Apr 15;332(7546):890-4. 
Daniels K, Jones J, Abma J. Use of emergency contraception among women aged 15-44: United States, 2006-2010. NCHS Data Brief. 2013 Feb;(112):1-8. 
Darroch JE, Singh S. Trends in contraceptive need and use in developing countries in 2003, 2008, and 2012: an analysis of national surveys. Lancet. 2013 May 18;381(9879):1756-62.  
Davis AR, Westhoff C, O'Connell K, Gallagher N. Oral contraceptives for dysmenorrhea in adolescent girls. Obstet Gynecol 2005; 106:97-104. (InfoPOEMs: This trial substantiates previous observational data that low-dose oral contraceptives  
                        (OCs) are effective treatment for dysmenorrhea in adolescents. Although just one formulation was used in this study, the results are likely generalizable to all combination oral contraceptives. (LOE = 1b) ) 
de Ziegler D, Gayet V, Aubriot FX, et al. Use of oral contraceptives in women with endometriosis before assisted reproduction treatment improves outcomes. Fertil Steril. 2010 Jul 21.  
Dinger JC, Cronin M, Möhner S, Schellschmidt I, et al. Oral contraceptive effectiveness according to body mass index, weight, age, and other  factors. Am J Obstet Gynecol. 2009 Sep;201(3):263.e1-9. Epub 2009 May 30.  
Dinger JC, Heinemann LA, Kühl-Habich D. The safety of a drospirenone-containing oral contraceptive: final results from the European Active Surveillance Study on oral contraceptives based on 142,475 women-years of   
                   observation. Contraception. 2007 May;75(5):344-54.   
Dinger J, Assmann A, Möhner S, Minh TD. Risk of venous thromboembolism and the use of dienogest- and drospirenone-containing oral contraceptives: results from a German case-control study. J Fam Plann Reprod  
                   Health Care. 2010 Jul;36(3):123-9.  
Dinger J, Minh TD, Buttmann N, Bardenheuer K. Effectiveness of oral contraceptive pills in a large U.S. cohort comparing progestogen and regimen. Obstet Gynecol. 2011 Jan;117(1):33-40. There are fewer unintended  
                        pregnancies with the use of an oral contraceptive (OC) regimen with a progestogen of long half-life, such as drospirenone or norethisterone, when taken for a cycle of 24 days plus 4 days as compared with the standard 21 days plus 7 days (LOE = 2b) 
Doose DR, et al. Effect of topiramate or carbamazepine on the pharmacokinetics of an oral contraceptive containing norethindrone and ethinyl estradiol in healthy obese and nonobese female subjects. Epilepsia. 2003  

Apr;44(4):540-9.  
Dude A, Neustadt A, Martins S, et al. Use of withdrawal and unintended pregnancy among females 15-24 years of age. Obstet Gynecol. 2013 Sep 
Dunn Nick. Oral contraceptives and venous thromboembolism. BMJ  2009;339:b3164, doi: 10.1136/bmj.b3164 (Published 13 August 2009)  
Edelman AB, et al. Continuous oral contraceptives: are bleeding patterns dependent on the hormones given? Obstet Gynecol. 2006 Mar;107(3):657-65. CONCLUSION: The addition of 10 mug of ethinyl E2 to a 20 mug ethinyl E2 pill containing  
                       levonorgestrel or norethindrone acetate did not improve bleeding patterns. During continuous dosing, the use of oral contraceptives containing 1,000 mug norethindrone acetate resulted in more days of amenorrhea and fewer days of spotting than preparations containing  
                       100 mug levonorgestrel.   
Edelman AB, et al. Continuous or extended cycle vs. cyclic use of combined oral contraceptives for contraception. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD004695. 
Edelman AB, Carlson NE, Cherala G, et al. Impact of obesity on oral contraceptive pharmacokinetics and hypothalamic-pituitary-ovarian activity. Contraception. 2009 Aug;80(2):119-27. Epub 2009 Jun 4.  
Espey  E, et al.  Effect of progestin compared with combined oral contraceptive pills on lactation: a randomized controlled trial.  Obstet Gynecol.  January  2012;119(1):5–13. 
Etminan, Mahyar, Delaney, Joseph A.C., Bressler, Brian, et al. Oral contraceptives and the risk of gallbladder disease: a comparative safety study. CMAJ 2011 0: cmaj.110161.  (small significant increase) 
FDA Oct/11 released the final report of an FDA-funded study looking into the risk for venous thromboembolism (VTE) in women taking oral contraceptives containing drospirenone. As previously reported by Medscape  
                  Medical News, on September 26 the FDA said preliminary findings from the study indicate that women who use drospirenone-containing birth control pills have an approximately 1.5-fold increase in the risk of  
                  developing blood clots relative to women using other types of hormonal contraceptives.  
FDA Drug Safety Communication Sept/11: Safety review update on the possible increased risk of blood clots with birth control pills containing drospirenone. http://www.fda.gov/Drugs/DrugSafety/ucm273021.htm (Accessed 

November 29th, 2011).  
FDA Apr/12 has completed its review of recent observational (epidemiologic) studies regarding the risk of blood clots in women taking drospirenone-containing birth control pills.Based on this review, FDA has concluded that  
                 drospirenone-containing birth control pills may be associated with a higher risk for blood clots than other progestin-containing pills. . Report that some epidemiologic studies reported as high as a three-fold increase in  
                 the risk of blood clots for drospirenone-containing products when compared to products containing levonorgestrel or some other progestins, whereas other epidemiological studies found no additional risk of blood clots  
                 with drospirenone-containing products.  
Fine P et al. Ulipristal acetate taken 48-120 hours after intercourse for emergency contraception. Obstet Gynecol 2010; 115:257. 
Finer LB, Philbin JM. Sexual Initiation, Contraceptive Use, and Pregnancy Among Young Adolescents. Pediatrics. 2013 Apr 1.  
Fisher WA, Black A. Contraception in Canada: a review of method choices, characteristics, adherence and approaches to counselling. CMAJ 2007;176:953-61. 
Foster DG, Hulett D, Bradsberry M, Darney P, Policar M. Number of oral contraceptive pill packages dispensed and subsequent unintended pregnancies. Obstet Gynecol. 2011 Mar;117(3):566-72. 
Gaffield ME, Culwell KR, Lee CR. The use of hormonal contraception among women taking anticonvulsant therapy. Contraception. 2011 Jan;83(1):16-29. Epub 2010 Sep 15.  



Gallo MF, et al. Combination contraceptives: effects on weight. The Cochrane Database of Systematic Reviews 2006, Issue 1. 
                CONCLUSIONS: Available evidence was insufficient to determine the effect of combination contraceptives on weight, but no large effect was evident. 
Gallo MF, Grimes DA, Schulz KF. Cervical cap versus diaphragm for contraception. Cochrane Database Syst Rev. 2002;(4):CD003551.  
Gallo MF, Lopez LM, Grimes DA, et al. Combination contraceptives: effects on weight. Cochrane Database Syst Rev. 2011 Sep 7;9:CD003987.   Available evidence was insufficient to determine the effect of combination  
                 contraceptives on weight, but no large effect was evident.  
Gallo MF, Lopez LM, Grimes DA, et al. Combination contraceptives: effects on weight. Cochrane Database Syst Rev. 2014 Jan 29;1:CD003987.  Available evidence was insufficient to determine the effect of combination  
                  contraceptives on weight, but no large effect was evident.  
Gemzell-Danielsson K. Mechanism of action of emergency contraception. Contraception. 2010 Nov;82(5):404-9. 
Gemzell-Danielsson K, Cho S, Inki P, et al. Use of contraceptive methods and contraceptive recommendations among health care providers actively involved in contraceptive  
                  counseling - results of an international survey in 10 countries. Contraception. 2012 Dec;86(6):631-8.  
Gentile GP, et al.  Hormone levels before and after tubal sterilization. Contraception. 2006 May;73(5):507-11. Epub 2006 Feb 23. There were no significant hormonal changes in sterilized women over a period of 2 yrs when compared with their baseline levels  
                      or when compared with unsterilized age-matched controls. 
Glasier AF, Cameron ST, Fine PM, et al. Ulipristal acetate versus levonorgestrel for emergency contraception: a randomised non-inferiority trial and meta-analysis. Lancet. 2010 Jan 28. 375:555. 
Glasier A, Cameron ST, et al. Can we identify women at risk of pregnancy despite using emergency contraception? Data from randomized trials of ulipristal acetate and levonorgestrel. Contraception. 2011 Oct;84(4):363-7.  
Gomes MP, Deitcher SR. Risk of venous thromboembolic disease associated with hormonal contraceptives and hormone replacement therapy: a clinical review. Arch Intern Med. 2004 Oct 11;164(18):1965-76.  
Goundry B, Bell L, Langtree M, Moorthy A. Diagnosis and management of Raynaud's phenomenon. BMJ. 2012 Feb 7;344:e289.  
Greene Foster D, Hulett D, Bradsberry M, et al.  Number of oral contraceptive pill packages dispensed and subsequent unintended pregnancies.  Obstet Gynecol 2011;117:566-72.  
Grimes DA, Jones LB, Lopez LM, Schulz KF. Oral contraceptives for functional ovarian cysts. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD006134. Although widely used for treating functional ovarian cysts, combined  
                oral contraceptives appear to be of no benefit. Watchful waiting over several cycles is appropriate. Should cysts persist, surgical management is often indicated. 
Grimes DA, Jones LB, Lopez LM, et al. Oral contraceptives for functional ovarian cysts. Cochrane Database Syst Rev. 2009 Apr 15;(2):CD006134. Although widely used for treating functional ovarian cysts, combined oral contraceptives appear to be of  
                    no benefit. Watchful waiting for two or three cycles is appropriate. Should cysts persist, surgical management is often indicated. 
Gronich N, Lavi I, Rennert G. Higher risk of venous thrombosis associated with drospirenone-containing oral contraceptives: population-based cohort study. CMAJ 2011Nov 7.  
Grossman D. Moving Oral Contraceptives Over-the-Counter as a Strategy to Reduce Unintended Pregnancy. Ann Intern Med. 2013 Mar 26.  
Guilbert E, Black A, Dunn S, Senikas V, Berube J, et al. Missed hormonal contraceptives: new recommendations. (SOGC) J Obstet Gynaecol Can 2008 Nov;30(11):1050-62, 1063-77.   
                http://www.sogc.org/jogc/abstracts/200811_SOGCClinicalPracticeGuidelines_1.pdf 
Guilbert E, Boroditsky R, Black A, Kives S, Leboeuf M, Mirosh M, Senikas V, Wagner MS, Weir E, York-Lowry J, Reid R, Trussell J; Society of Obstetricians and Gynaecologists of Canada. Canadian Consensus Guideline          

on Continuous and Extended Hormonal Contraception, 2007. J Obstet Gynaecol Can. 2007 Jul;29(7 Suppl 2):S1-32.  
Gurtcheff SE, Turok DK,  et al. Lactogenesis after early postpartum use of the contraceptive implant (Implanon): a randomized controlled trial. Obstet Gynecol. 2011 May;117(5):1114-21. (1-3 day postpartum vs 4 wks) 
Hannaford PC, Selvaraj S, Elliott AM, et al. Cancer risk among users of oral contraceptives: cohort data from the Royal College of General Practitioner?s oral contraception study. BMJ 2007;335(7621):651-659. {InfoPOEMs Jan07:  
                      Oral contraceptive (OC) use does not increase a woman's overall risk of cancer and may slightly decrease it. However, the risk for particular cancers may be increased or decreased, depending on the duration of use &  the length of time since last use. (LOE = 1b)} 
Hannaford Philip C, Iversen Lisa, Macfarlane Tatiana V, et al. Mortality among contraceptive pill users: cohort evidence from Royal College of General Practitioners’ Oral Contraception Study.  BMJ  2010 
Harel Z et al. Recovery of bone mineral density in adolescents following the use of depot medroxyprogesterone acetate contraceptive injections. Contraception 2010 Apr; 81:281. 
Havrilesky LJ, Gierisch JM, Moorman PG, et al. Oral Contraceptive Use for the Primary Prevention of Ovarian Cancer. AHRQ Comparative Effectiveness Review. Rockville (MD): Agency for Healthcare Research and  
                  Quality (US); 2013 June. Report No.:13-E002-EF  There is insufficient evidence to recommend for or against the use of OCs solely for the primary prevention of ovarian cancer.  
Havrilesky LJ, Moorman PG, Lowery WJ, et al. Oral contraceptive pills as primary prevention for ovarian cancer: a systematic review and meta-analysis. Obstet Gynecol. 2013 Jul;122(1):139-47.   
Health Canda June/10 MIRENA (Levonorgestrel-Releasing Intrauterine System) - Potential Risk of Uterine Perforation - Bayer Inc.  Bayer Inc., in collaboration with Health Canada, would like to remind you of important  
                   safety information regarding reports of uterine perforation in women treated with MIRENA. 
Health Canada Dec/11 has completed a safety review of drospirenone-containing oral contraceptives (marketed under the brand names Yasmin and Yaz) with respect to the risk of blood clots (venous thromboembolism, or VTE).  
                   The review determined that drospirenone-containing birth control pills may be associated with a risk of blood clots that is 1.5 to 3 times higher than other birth control pills. 
Health Canada May/13: Diane-35 supports current labelling and use.  The  review of the safety of the anti-acne medication Diane-35 has found that the drug’s benefits continue to outweigh the risks, when used as authorized. 
Health Canada Sep/13 Freya-28, an oral contraceptive (birth control product), is being voluntarily recalled from the Canadian market by Mylan Pharmaceuticals after a pharmacy reported that a placebo pill was found in place  
                   of an active pill in one package. 
Health Canada Sep/13 Esme-28 (DIN 02388146), an oral contraceptive (birth control product), is being voluntarily recalled from the Canadian market by Mylan Pharmaceuticals.  
Health Canada Mar/14 has asked companies to add new warnings to product packages advising that Emergency contraceptive pills, also known as the “morning after” pill,are less effective in 
                    women weighing 165 to 176 pounds (75-80 kg), and are not effective in women over 176 pounds (80 kg).  
Heit JA, Kobbervig CE, James AH, et al. Trends in the incidence of venous thromboembolism during pregnancy or postpartum: a 30-year population-based study. Ann Intern Med. 2005 Nov 15;143(10):697-706.  
Heliövaara-Peippo S, Hurskainen R, Teperi J, et al. Quality of life and costs of levonorgestrel-releasing intrauterine system or hysterectomy in the treatment of menorrhagia: a 10-year randomized controlled trial.  
                    Am J Obstet Gynecol. 2013 Dec;209(6):535.e1-535.e14. 
Herndon EJ, Zieman M. New contraceptive options. Am Fam Physician. 2004 Feb 15;69(4):853-60. Review. Erratum in: Am Fam Physician. 2004 Apr 15;69(8):1863.  
HHS Aug 2011.: Affordable Care Act Ensures Women Receive Preventive Services at No Additional Cost (including contraception).  http://www.hhs.gov/news/press/2011pres/08/20110801b.html 
Hickey M, Ballard K, Farquhar C. Endometriosis. BMJ. 2014 Mar 19;348 
Hicks CW, Rome ES. Menstrual manipulation: options for suppressing the cycle. Cleve Clin J Med. 2010 Jul;77(7):445-53. 
Horga M, Gerdts C, Potts M. The remarkable story of Romanian women’s struggle to manage their fertility. J Fam Plan Reprod Health Care 2013;39:2-4. 
Hou MY, Hurwitz S, Kavanagh E, et al.   Using daily text-message reminders to improve adherence with oral contraceptives: a randomized controlled trial. Obstet Gynecol. 2010 Sep;116(3):633-40.   
Huber J, Walch K. Treating acne with oral contraceptives: use of lower doses. Contraception. 2006 Jan;73(1):23-9. Epub 2005 Sep 26.  
Huq FY et al. Menstrual problems and contraception in women of reproductive age receiving oral anticoagulation. Contraception2011 Aug; 84:128. 
Iliadou A, Milsom I, Pedersen NL,  et al. Risk of urinary incontinence symptoms in oral contraceptive users: a national cohort study from the Swedish Twin Register. Fertil Steril. 2009 Aug;92(2):428-33. Epub 2008 Aug 15. 
International Collaboration of Epidemiological Studies of Cervical Cancer, Appleby P, Beral V, Berrington de González A, et al. Cervical cancer and hormonal contraceptives: collaborative reanalysis of individual data for  
                   16,573 women with cervical cancer and 35,509 women without cervical cancer from 24 epidemiological studies. Lancet. 2007 Nov 10;370(9599):1609-21. The relative risk of cervical cancer is increased in current users of oral  
                         contraceptives and declines after use ceases. 10 years' use of oral contraceptives from around age 20 to 30 years is estimated to increase the cumulative incidence of invasive cervical cancer by age 50 from 7.3 to 8.3 per 1000 in less developed countries and from 3.8 to 4.5 per 1000 in more  
                         developed countries. 
International Federation of Gynecology and Obstetrics (FIGO) and International Consortium for Emergency Contraception (ICEC). Emergency Contraception Statement, March 2011.  
                   http://www.emergencycontraception.org/publications/PDFs/policy/MOA_ENG_2011.pdf . Accessed January 10, 2013. 
James AH, et al. Incidence & risk factors for stroke in pregnancy and the puerperium. Obstet Gynecol. 2005 Sep;106(3):509-16. (InfoPOEMs: Hospitalization with a diagnosis of stroke in pregnancy or puerperium occurs in 34 per 100,000 deliveries in the United  
                        States. It occurs in more that 50 per 100,000 in African American women and women older than 35 years. The most common comorbid conditions associated with increased risk are migraine headache and hypertension (including gestational hypertension). (LOE = 2c) )  
Jensen, Jeffrey T.   Effective Treatment of Heavy Menstrual Bleeding With Estradiol Valerate and Dienogest (Natazia): A Randomized Controlled Trial. Obstet Gynecol. 2011;117:773-774, 777-787.    



Jick SS, Kaye JA, Russmann S, Jick H.  Risk of nonfatal venous thromboembolism with oral contraceptives containing norgestimate or desogestrel compared with oral contraceptives containing levonorgestrel. Contraception.  
                  2006 Jun;73(6):566-70. Epub 2006 Mar 29. The incidence rates of VTE were 30.6 (95% CI, 25.5-36.5), 53.5 (95% CI, 42.9-66.0) and 27.1 (95% CI, 21.1-34.3) per 100,000 woman-years for users of norgestimate-, desogestrel- and levonorgestrel-containing OCs, respectively. 
Jick SS, Hernandez RK. Risk of non-fatal venous thromboembolism in women using oral contraceptives containing drospirenone compared with women using oral contraceptives containing levonorgestrel: case-control  
                  study using United States claims data. BMJ 2011;342:d2151. 
Jin J. JAMA patient page. Oral contraceptives. JAMA. 2014 Jan 15;311(3):321. 
Jones, Claire, Chan, Crystal, Farine, Dan. Sex in pregnancy. CMAJ 2011 0: cmaj.091580.  
Kahlenborn C, Modugno F, Potter DM, Severs WB. Oral contraceptive use as a risk factor for premenopausal breast cancer: a meta-analysis. Mayo Clin Proc. 2006 Oct;81(10):1290-302. Use of OCs is associated with an  
                   increased risk of premenopausal breast cancer, especially with use before first full term pregnancy in parous women. 
Kamel H et al. Risk of a thrombotic event after the 6-week postpartum period. N Engl J Med 2014 Feb 13. 
Katzman DK, Taddeo D; Canadian Paediatric Society, Adolescent Health Committee. Emergency contraception. Paediatr Child Health 2010;15(6):363-372.  http://www.cps.ca/english/statements/am/ah10-02.htm 
Kaunitz AM. Clinical practice. Hormonal contraception in women of older reproductive age. N Engl J Med. 2008 Mar 20;358(12):1262-70. 
Kaunitz AM, Portman D, Westhoff CL, et al.   Low-dose levonorgestrel and ethinyl estradiol patch and pill: a randomized controlled trial. Obstet Gynecol. 2014 Feb;123(2 Pt 1):295-303.  
Keenan Jeffrey A. Ulipristal Acetate: Contraceptive or Contragestive?  Articles Ahead of Print published on 1 June 2011, DOI 10.1345/aph.1Q248. Ann Pharmacother ;45:813-815.  
Koo EB, Petersen TD, Kimball AB. Meta-analysis comparing efficacy of antibiotics versus oral contraceptives in acne vulgaris. J Am Acad Dermatol. 2014 May 28. 
Koulouri O, Conway GS. Management of hirsutism. BMJ. 2009 Mar 27;338:b847. doi: 10.1136/bmj.b847.  
Kroll R, et al. The efficacy and safety of a low-dose, 91-day, extended-regimen oral contraceptive with continuous ethinyl estradiol. Contraception. 2010 Jan;81(1):41-8.  
Legro RS, Pauli JG, Kunselman AR, et al. Effects of Continuous versus Cyclic Oral Contraception: A Randomized Controlled Trial. J Clin Endocrinol Metab. 2007 Dec 4; [Epub ahead of print] Continuous oral contraception  
                  does not result in a reduction of bleeding days over a 168d period of observation, but provides greater suppression of the ovary and endometrium. These effects are associated with improved patient symptomatology. 
Lesnewski R, Prine L, Ginzburg R. Preventing Gaps when Switching Contraceptives. Am Fam Physician. 2011 Mar 1;83(5):567-570. 
Leyland N, Casper R, Laberge P, Singh SS, Allen L, Arendas K. Endometriosis: diagnosis and management. J Obstet Gynaecol Can 2010 Jul;32(7 Suppl 2):S1-32.  
Liao PV, Dollin J. Half a century of the oral contraceptive pill: Historical review and view to the future. Can Fam Physician. 2012 Dec;58(12):e757-60.  
Lidegaard Øjvind, Løkkegaard Ellen, Svendsen Anne Louise, et al. Hormonal contraception and risk of venous thromboembolism: Denmark national follow-up study. BMJ  2009;339:b2890, doi: 10.1136/bmj.b2890                   
Lidegaard Ø, Nielsen LH, Skovlund CW, et al. Risk of venous thromboembolism from use of oral contraceptives containing different progestogens and oestrogen doses: Danish cohort study, 2001-9. BMJ 2011;343:d6423.   
Lidegaard O, Nielsen LH, Skovlund CW, et al. Venous thrombosis in users of non-oral hormonal contraception: follow-up study, Denmark 2001-10. BMJ. 2012 May 10;344:e2990. doi: 10.1136/bmj.e2990.   
Lidegaard Ø, Løkkegaard E, Jensen A, Skovlund CW, Keiding  N. Thrombotic stroke and myocardial infarction with hormonal  contraception. N Engl J Med 2012;366:2257-66.  
Linden JA. Clinical practice. Care of the adult patient after sexual assault. N Engl J Med. 2011 Sep 1;365(9):834-41. 
Loder EW, et al. Headache as a side effect of combination estrogen-progestin oral contraceptives: a systematic review. Am J Obstet Gynecol. 2005 Sep;193(3 Pt 1):636-49. (InfoPOEMs: There is not a clearly documented causal relationship  
                        between headaches and oral contraceptives (OCs). Headaches that patients attribute to initiation of OCs tend to improve over time. There is no evidence to support change of formulation to manage headache. Manipulation of estrogen withdrawal has not been sufficiently studied. (LOE = 1a-) ) 
Loder EW, Buse DC, Golub JR. Headache and combination estrogen-progestin oral contraceptives: integrating evidence, guidelines, and clinical practice. Headache. 2005 Mar;45(3):224-31. 
Lopez LM, Newmann SJ, Grimes DA, Nanda K, Schulz KF. Immediate start of hormonal contraceptives for contraception. Cochrane Database Syst Rev. 2008;(2):CD006260. 
Lopez LM, et al. Skin patch and vaginal ring versus combined oral contraceptives for contraception. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD003552. Effectiveness rates were similar for the methods compared. The patch group had  
                        better compliance than the COC group. Compared to COC users, patch users had more side effects. Ring users generally had fewer adverse events than COC users but more vaginal irritation and discharge. The patch could lead to more discontinuation while the vaginal ring showed little  
                        difference. High losses to follow up can affect the validity of the results. 
Lopez LM, Grimes DA, Chen-Mok M, et al. Hormonal contraceptives for contraception in overweight or obese women. Cochrane Database Syst Rev. 2010 Jul 7;7:CD008452.  Body weight addresses overall body size, while BMI generally  
                       reflects the amount of fat. Only one of three studies using BMI found a higher pregnancy risk for overweight women. The efficacy of implants and injectable contraceptives may be unaffected by body mass. The field could use trials of contraceptive methods with groups stratified by BMI. The  
                       current evidence on effectiveness by BMI is limited. However, the contraceptive methods examined here are still among the most effective when the recommended regimen is followed. 
Lopez LM, Edelman A, Chen-Mok M, Trussell J, Helmerhorst FM. Progestin-only contraceptives: effects on weight. Cochrane Database Syst Rev. 2011 Apr 13;4:CD008815. We found little evidence of weight gain when using POCs.  
                       Mean gain was less than 2 kg for most studies up to 12 months, and usually similar for the comparison group using another contraceptive. 
Lopez LM, Hiller JE, Grimes DA, et al. Education for contraceptive use by women after childbirth. Cochrane Database Syst Rev. 2012 Aug 15;8:CD001863.  The overall quality of evidence was moderate. Half of these postpartum interventions led to  
                        fewer repeat pregnancies or births or more contraceptive use.  
Lopez L, et al. Oral contraceptives containing drospirenone for premenstrual syndrome. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD006586. Drospirenone plus EE 20 mug may help treat premenstrual symptoms in  
                    women with PMDD. 
Lopez LM, Grimes DA, Gallo MF, Schulz KF. Skin patch and vaginal ring versus combined oral contraceptives for contraception. Cochrane Database Syst Rev. 2010 Mar 17;3:CD003552.  Effectiveness was similar for the  
                    methods compared. The patch could lead to more discontinuation while the vaginal ring showed little difference. The patch group had better compliance than the COC group but more side effects. Ring users  
                    generally had fewer adverse events than COC users but more vaginal irritation and discharge.  
Lopez LM, Edelman A, Chen-Mok M, et al. Progestin-only contraceptives: effects on weight. Cochrane Database Syst Rev. 2011 Apr 13;4:CD008815. We found little evidence of weight gain when using POCs. Mean gain was less than 2 kg for most  
                           studies up to 12 months, and usually similar for the comparison group using another contraceptive. Appropriate counseling about typical weight gain may help reduce discontinuation of contraceptives due to perceptions of weight gain. 
Lopez LM, Newmann SJ, Grimes DA, et al. Immediate start of hormonal contraceptives for contraception. Cochrane Database Syst Rev. 2012 Dec 12;12:CD006260. doi: 10.1002/14651858.CD006260.pub3.  
                           We found limited evidence that immediate start of hormonal contraception reduces unintended pregnancies or increases method continuation. However, the pregnancy rate was lower with immediate start of DMPA versus another method.  
Lopez LM, Stockton LL, ChenM, SteinerMJ, GalloMF. Behavioral interventions for improving dual-method contraceptive use. Cochrane Database of Systematic Reviews 2014, Issue 3. Art. No.: CD010915. DOI:  
                   10.1002/14651858.CD010915.pub2. We found few behavioral interventions for improving dual-method contraceptive use and little evidence of effectiveness. Amultifaceted program showed some effect but only had self-reported outcomes. Two trials were more applicable to  
                          clinical settings and had objective outcomesmeasures, but neither showed any effect.The included studies had adequate information on intervention fidelity and sufficient follow-up periods for change to occur.  
Lumsden MA, Gebbie A, Holland C. Managing unscheduled bleeding in non-pregnant premenopausal women. BMJ. 2013 Jun 4;346:f3251. 
Maloney JM, Dietze P Jr, Watson D, et al. Treatment of Acne Using a 3-Milligram Drospirenone/20-Microgram Ethinyl Estradiol Oral Contraceptive Administered in a 24/4 Regimen: A Randomized Controlled Trial. 
                    Obstet Gynecol. 2008 Oct;112(4):773-781. 
Mantha S, Karp R, Raghavan V et al. Assessing the risk of venous thromboembolic events in women taking progestin-only contraception: a meta-analysis. BMJ. 2012 Aug 7;345:e4944.  
Marchbanks PA, Curtis KM, Mandel MG, Oral contraceptive formulation and risk of breast cancer. Contraception. 2012;85:342-350. 
Margel David,  Fleshner Neil E. Oral contraceptive use is associated with prostate cancer: an ecological study.  BMJ Open 2011;1:e000311 doi:10.1136/bmjopen-2011-000311. 
Marions L et al. Effect of emergency contraception with levonorgestrel or mifepristone on ovarian function. Contraception2004 May; 69:373-7. 
McNicholas C, Zhao Q, Secura G, et al. Contraceptive failures in overweight and obese combined hormonal contraceptive users. Obstet Gynecol. 2013 Mar;121(3):585-92.  
Medical Letter. Three new oral contraceptives. (Yaz, Seasonique, Loestrin 24 Fe) Sept 25, 2006. 
Medical Letter. A New Progestin Implant (Implanon) Oct 9,2006. 
Medical Letter. Plan B OTC. Sept 11, 2006. 
Medical Letter. Combination Oral Contraceptives and the Risk of Venous Thromboembolism. Mar 22, 2010. 
Medical Letter- Treatment Guidelines: Choice of Contraceptives. Dec 2007;  p. 101-108. (Updated Dec 2010) 
Moniz MH, Davis MM, Chang T. Attitudes About Mandated Coverage of Birth Control Medication and Other Health Benefits in a US National Sample. JAMA. 2014  Apr 22. 



Moorman PG, Havrilesky LJ, Gierisch JM, et al.   Oral Contraceptives and Risk of Ovarian Cancer and Breast Cancer Among High-Risk Women: A Systematic Review and Meta-Analysis. J Clin Oncol. 2013 Oct 21.   
Morch Lina Steinrud; Lokkegaard Ellen; Andreasen Anne Helms; et al. Hormone Therapy and Ovarian Cancer. JAMA. 2009;302(3):298-305.  
Munro MG, et al. Oral medroxyprogesterone acetate and combination oral contraceptives for acute uterine bleeding: a randomized controlled trial. Obstet Gynecol. 2006 Oct;108(4):924-9. This randomized trial is limited by  
                  sample size but suggests that both regimens may be effective and reasonably well tolerated. 
NICE: National Institute for Health and Care Excellence, 2014. Contraceptive services with a focus on young people up to the age of 25 (PH51) [online]. Available: http://guidance.nice.org.uk/PH51  [Accessed 21May14]. 
Noé G, Croxatto HB, Salvatierra AM, et al. Contraceptive efficacy of emergency contraception with levonorgestrel given before or after ovulation. Contraception. 2011 Nov;84(5):486-92. The efficacy of LNG-EC has been  
                  overestimated in studies using presumptive menstrual cycle data. Our results confirm previous similar studies and demonstrate that LNG-EC does not prevent embryo implantation and therefore cannot be labeled as  

abortifacient. …when used after ovulation has occurred, the number of observed and expected pregnancies is not statistically different, indicating that no reproductive process subsequent to ovulation is interfered 
with by LNG-EC….In conclusion, LNG-EC is highly effective for preventing unintended pregnancy when it is used before ovulation, but when used after ovulation, it is completely unable to prevent pregnancy 
because it has no effect on subsequent reproductive processes, including implantation of the embryo. 

Novikova N, Weisberg E, Stanczyk FZ, Croxatto HB, Fraser IS. Effectiveness of levonorgestrel emergency contraception given before or after ovulation—a pilot study. Contraception 2007; 75:112–118. 
Odmark IS, Bixo M, Englund D, Risberg B, Jonsson B, Olsson SE. Endometrial safety and bleeding pattern during a five-year treatment with long-cycle hormone therapy. Menopause. 2005 Nov-Dec;12(6):699-707. Epub 2005  
                   Nov 8.  (InfoPOEMs: In this small study, continuous estrogen therapy combined with 14 days of progestin every 3 months (long-cycle therapy) did not result in endometrial hyperplasia or cancer. (LOE = 1b)  )  
Orbo A, Vereide A, Arnes M, et al. Levonorgestrel-impregnated intrauterine device as treatment for endometrial hyperplasia: a national multicentre randomised trial. BJOG. 2013 Nov 28. 
Osayande AS, Mehulic S. Diagnosis and initial management of dysmenorrhea. Am Fam Physician. 2014 Mar 1;89(5):341-6. 
Panzer C, et al. Impact of oral contraceptives on sex hormone-binding globulin & androgen levels: a retrospective study in women with sexual dysfunction. J Sex Med. 2006 Jan;3(1):104-13.  
Parkin L, Sharples K, Hernandez RK, Jick SS. Risk of venous thromboembolism in users of oral contraceptives containing drospirenone or levonorgestrel: nested case-control study based on UK General Practice Research  
                 Database. BMJ 2011;342:d2139. 
Peipert JF, Madden T, Allsworth JE, et al. Preventing Unintended Pregnancies by Providing No-Cost Contraception. Obstet Gynecol. 2012 Oct 3. 
Peragallo Urrutia R, Coeytaux RR, et al. Risk of acute thromboembolic events with oral contraceptive use: a systematic review and meta-analysis. Obstet Gynecol. 2013 Aug;122(2 Pt 1):380-9. 
Petri M, Kim MY, Kalunian KC, Grossman J, et al. Combined Oral Contraceptives in Women with Systemic Lupus Erythematosus. N Engl J Med. 2005 Dec 15;353(24):2550-2558.  (InfoPOEMs: This study found that oral contraceptives are  
                        safe and do not increase the risk of flares in women with systemic lupus erythematosus (SLE). Another study in the same issue of the journal found no difference in clinical outcomes for women randomized to an oral contraceptive, progestin-only pill, or intrauterine device (N Engl J Med  
                        2005;353:2539-49). (LOE = 1b) )  
Pharmacist’s Letter: Hormonal Contraception July 2006 
Pharmacists Letter. Single dose regimen (1.5mg) for Plan B. June 2007. 
Polis CB, Grimes DA, Schaffer K, Blanchard K, Glasier A, Harper C. Advance provision of emergency contraception for pregnancy prevention. Cochrane Database of Systematic Reviews 2007, Issue 2. Art. No.: CD005497.  
Polis CB, Curtis KM. Use of hormonal contraceptives and HIV acquisition in women: a systematic review of the epidemiological evidence. Lancet Infect Dis. 2013 Jul 18. 
Polonsky M. Cancer and contraception: Release date May 2012 SFP Guideline #20121. Contraception. 2012 Jun 7. 
Prabakar I, Webb A. Emergency contraception. BMJ. 2012 Mar 19;344:e1492 
Raymond EG, Halpern V, Lopez LM. Pericoital oral contraception with levonorgestrel: a systematic review. Obstet Gynecol. 2011 Mar;117(3):673-81.  
Reed B, Harlow S, Legocki L, et al. Oral contraceptive use and risk of vulvodynia: a population-based longitudinal study. BJOG. 2013 Aug 13. 
Rose SB, Lawton BA. Impact of long-acting reversible contraception on return for repeat abortion. Am J Obstet Gynecol. 2012 Jan;206(1):37.e1-6. (esp. IUD) 
Rosenfield RL. Hirsutism. N Engl J Med. 2005 Dec 15;353(24):2578-88. 
Rott H. Thrombotic risks of oral contraceptives. Curr Opin Obstet Gynecol. 2012 Jun 8. 
Sanchez-Guerrero J, Uribe AG, Jimenez-Santana L, et al. A Trial of Contraceptive Methods in Women with Systemic Lupus Erythematosus. N Engl J Med. 2005 Dec 15;353(24):2539-2549.  
Schrager S, Falleroni J, Edgoose J. Evaluation and Treatment of Endometriosis. Am Fam Physician. 2013;87(2):107-113.  
Schürks Markus, Rist Pamela M, et al. Migraine and cardiovascular disease: systematic review and meta-analysis. BMJ  2009;339:b3914, doi: 10.1136/bmj.b3914 (Published 27Oct09)  
Secura GM, Adams T, Buckel CM, et al. Change in sexual behavior with provision of no-cost contraception. Obstet Gynecol. 2014 Apr;123(4):771-6. 
Sedlak T, Bairey Merz CN, Shufelt C, et al. Contraception in patients with heart failure. Circulation. 2012 Sep 11;126(11):1396-400.  
Seeger JD, Loughlin J, Eng PM, Clifford CR, Cutone J, Walker AM. Risk of thromboembolism in women taking ethinylestradiol/drospirenone and other oral contraceptives. Obstet Gynecol. 2007 Sep;110(3):587-93.  
                 Ethinylestradiol/drospirenone initiators and initiators of other oral contraceptives are similarly likely to experience thromboembolism. 
sexualityandU.ca website (supported by SOGC) http://sexualityandu.ca/professionals/index.aspx  
Shaarawy M, et al. Effects of the long-term use of depot medroxyprogesterone acetate as hormonal contraceptive on bone mineral density and biochemical markers of bone remodeling. Contraception. 2006 Oct;74(4):297-302.  
                Epub 2006 Jun 16.  
Shapiro S. Combined hormonal contraceptives and the risk of venous and arterial thromboembolism and cardiovascular death: misuse of automated databases. J Fam Plann Reprod Health Care. 2013 Apr;39(2):89-96.   
Shrader SP, Hall LN, Ragucci KR, Rafie S. Updates in hormonal emergency contraception. Pharmacotherapy. 2011 Sep;31(9):887-95. 
Shufelt CL, Bairey Merz CN. Contraceptive hormone use and cardiovascular disease. J Am Coll Cardiol 2009; 53:221-231 
Sidneya S, Cheethamb TC, Connell FA, et al. Recent combined hormonal contraceptives (CHCs) and the risk of thromboembolism and other cardiovascular events in new users. Contraception 2013; 87:93-100.  
Sieving RE, McRee AL, McMorris BJ, et al. Prime Time: Sexual Health Outcomes at 24 Months for a Clinic-Linked Intervention to Prevent Pregnancy Risk Behaviors. JAMA Pediatr. 2013 Feb 25:1-8.  
Smoley BA, Robinson CM. Natural Family Planning. Am Fam Physician. 2012 Nov 15;86(10):924-928. 
Smulders B, van Oirschot SM, Farquhar C, et al. Oral contraceptive pill, progestogen or estrogen pre-treatment for ovarian stimulation protocols for women undergoing assisted reproductive techniques. Cochrane Database  
                 Syst Rev. 2010 Jan 20;(1):CD006109.  
Snow Sara E, Melillo Stephanie N, Jarvis Courtney I. Ulipristal Acetate for Emergency Contraception. Articles Ahead of Print published on 1 June 2011, DOI 10.1345/aph.1P704. Ann Pharmacother ;45:780-786.  
SOGC: Society of Obstetricians and Gynaecologists of Canada. Emergency contraception. SOGC clinical practice guideline. J Obstet Gynaecol Can 2012;34:870-8. www.sogc.org/guidelines/documents/gui280CPG1209E.pdf  

         SOGC: Society of Obstetricians and Gynaecologists of Canada. Diane-35 and risk of venous thromboembolism (VTE). Position statement. February 19, 2013. www.sogc.org/media/documents/medDiane35VTE130219.pdf  
Speroff, Leon, and Daniel R. Mishell Jr. “The postpartum visit: it’s time for a change in order to optimally initiate contraception.” Contraception 78 (2008): 90-98 
Stegeman BH, de Bastos M, Rosendaal FR, et al. Different combined oral contraceptives and the risk of venous thrombosis: systematic review and network meta-analysis. BMJ. 2013 Sep 12;347:f5298.   
Stewart FH, Kaunitz AM, Laguardia KD, et al. Extended use of transdermal norelgestromin/ethinyl estradiol: a randomized trial. Obstet Gynecol. 2005 Jun;105(6):1389-96.  
Sufrin CB et al. Neisseria gonorrhea and Chlamydia trachomatis screening at intrauterine device insertion and pelvic inflammatory disease. Obstet Gynecol 2012 Dec; 120:1314. 
Sweet MG, Schmidt-Dalton TA, Weiss PM, Madsen KP. Evaluation and management of abnormal uterine bleeding in premenopausal women. Am Fam Physician. 2012 Jan 1;85(1):35-43. 
Templeton A, Grimes DA. A Request for Abortion. N Engl J Med 2011; 365:2198-2204. 
Thonneau P, et al. Risk factors for IUD failure: results of a large multicentre case-control study. Hum Reprod. 2006 Oct;21(10):2612-6. Epub 2006 Jun 14. Only a history of previous IUD expulsion was found to be a risk  
              factor for failure, indicating that these women should have regular medical and echographical follow-up. Comparing the efficacy rate of various types of IUDs, we found a clear advantage for levonorgestrel-releasing  
              devices. 
Tozer BS, Boatwright EA, David PS, et al. Prevention of migraine in women throughout the life span. Mayo Clin Proc. 2006 Aug;81(8):1086-91; quiz 1092. 



Trenor, Cameron C., III, Chung, Richard J., Michelson, Alan D., et al. Hormonal Contraception and Thrombotic Risk: A Multidisciplinary Approach. Pediatrics 2011 127: 347-357.  
Trussell J et al. New estimates of the effectiveness of the Yuzpe regimen of emergency contraception. Contraception 1998; 57:363. 
Tworoger SS, Fairfield KM, Colditz GA, Rosner BA, Hankinson SE. Association of oral contraceptive use, other contraceptive methods, and infertility with ovarian cancer risk. Am J Epidemiol. 2007 Oct 15;166(8):894-901.  
              Epub 2007 Jul 26. Results suggest that the beneficial effect of oral contraceptives on ovarian cancer risk attenuates after 20 years since last use. Furthermore, tubal ligation, intrauterine device use, and infertility were  
              associated with ovarian cancer risk. 
van Hylckama Vlieg A, Helmerhorst F M, Vandenbroucke J P, et al. The venous thrombotic risk of oral contraceptives, effects of oestrogen dose and progestogen type: results of the MEGA case-control study.  
               BMJ  2009;339:b2921, doi: 10.1136/bmj.b2921 (Published 13 August 2009)  
Van Vliet HA, Grimes DA, Lopez LM, et al.   Triphasic versus monophasic oral contraceptives for contraception. Cochrane Database Syst Rev. 2011 Nov 9;11:CD003553.   The available evidence is insufficient to determine whether triphasic  
                   OCs differ from monophasic OCs in effectiveness, bleeding patterns or discontinuation rates. Therefore, we recommend monophasic pills as a first choice for women starting OC use. Large, high-quality RCTs that compare triphasic and monophasic OCs with identical progestogens are needed to  
                   determine whether triphasic pills differ from monophasic OCs.  
Westhoff C, et al. Initiation of Oral Contraceptives Using a Quick Start Compared With a Conventional Start: A Randomized Controlled Trial. Obstet Gynecol. 2007 Jun;109(6):1270-1276. Protocols that require a woman to  
              wait until the next menses to start hormonal contraceptives are an obstacle to contraceptive initiation. Directly observed, immediate initiation of the pill improves short-term continuation. (InfoPOEMs: The immediate  
              start of oral contraceptives (OCs) in young women improves initiation, but not continuation of use, and does not decrease pregnancy rates. (LOE = 1b)) 
Westhoff CL, Torgal AH, Mayeda ER, et al. Pharmacokinetics of a combined oral contraceptive in obese and normal-weight women. Contraception. 2010 Jun;81(6):474-80.  
Westhoff CL et al. Body weight does not impact pregnancy rates during use of a low-dose extended-regimen 91-day oral contraceptive. Contraception 2012 Mar; 85:235. (LoSEASONIQUE) 
Wiebe E, Kaczorowski J, Mackay J. Mood and sexual side effects of hormonal contraception: Physicians' and residents' knowledge, attitudes, and practices. Can Fam Physician. 2012 Nov;58(11):e677-83.  
Wiebe E. Contraceptive practices and attitudes among immigrant and nonimmigrant women in Canada. Can Fam Physician. 2013 Oct;59(10):e451-5. 
Wiegratz I, Kuhl H. Long-cycle treatment with oral contraceptives. Drugs. 2004;64(21):2447-62.  
Wiegratz I, et al. Fertility after discontinuation of treatment with an oral contraceptive containing 30 microg of ethinyl estradiol and 2 mg of dienogest. Fertil Steril. 2006 Jun;85(6):1812-9. The present prospective study revealed only a slight  
                    delay in regaining fertility during the first three cycles after cessation of EE/DNG. Thereafter, the cumulative rate of conception did not differ from that observed in fertile women who attempted to become pregnant without prior contraception. 
Wilkinson TA, Fahey N, Shields C, et al. Pharmacy communication to adolescents and their physicians regarding access to emergency contraception. Pediatrics. 2012 Apr;129(4):624-9.  
Winner B, Peipert JF, Zhao Q, et al. Effectiveness of long-acting reversible contraception. N Engl J Med. 2012 May 24;366(21):1998-2007.   
Wong CL, Farquhar C, Roberts H, et al. Oral contraceptive pill as treatment for primary dysmenorrhoea. Cochrane Database Syst Rev. 2009 Apr 15;(2):CD002120. There is limited evidence for pain improvement with the use of the OCP (both low  
                    and medium dose oestrogen) in women with dysmenorrhoea. There is no evidence of a difference between different OCP preparations. 
Woodhams EJ, Gilliam M, In the Clinic: Contraception. Ann Intern Med Oct 2, 2012. ITC4-2. (choices for post-partum and breastfeeding)  
Wu C, Grandi S, Filion K, Abenhaim H, Joseph L, Eisenberg M. Drospirenone-containing oral contraceptive pills and the risk of venous and arterial thrombosis: a systematic review. BJOG. 2013 Mar 26.  
Xu H et al. Contraceptive failure rates of etonogestrel subdermal implants in overweight and obese women. Obstet Gynecol 2012 Jul; 120:21.  
Xu H, Eisenberg DL, Madden T, Secura GM, Peipert JF. Medical contraindications in women seeking combined hormonal contraception. Am J Obstet Gynecol. 2014 Mar;210(3):210.e1-5. 
Zhang L et al. Pregnancy outcome after levonorgestrel-only emergency contraception failure: A prospective cohort study. Hum Reprod 2009 Mar 31; [e-pub ahead of print]. 
 
 
 
 
SOGC: Nov 2008 Missed Contraceptives: http://www.sogc.org/jogc/abstracts/200811_SOGCClinicalPracticeGuidelines_1.pdf  



www.RxFiles.ca 

 
 
 
 
 
References:  Hormonal Birth Control Options – www.RxFiles.ca 
                                                           
1 Black A, Francoeur D, Rowe T, et al. Canadian contraception consensus. J Obstet Gynaecol Can. 2004 Feb;26(2):143-56, 158-74.  
2 Herndon EJ, Zieman M. New contraceptive options. Am Fam Physician. 2004 Feb 15;69(4):853-60. Review. Erratum in: Am Fam  
  Physician. 2004 Apr 15;69(8):1863.  
3 Choice of contraceptives. Treat Guidel Med Lett. 2004 Aug;2(24):55-62. 
4 Micromedex 2013 
5 Holt VL, Scholes D, Wicklund KG, et al. Body mass index, weight, and oral contraceptive failure risk. Obstet Gynecol. 2005 Jan;105(1):46-52. {If causal, this association  
  translates to an additional 2-4 pregnancies per 100 woman-years of use among overweight women, for whom consideration of additional or effective alternative  
  contraceptive methods may be warranted.} 
6 Wiegratz I, Kuhl H. Long-cycle treatment with oral contraceptives. Drugs. 2004;64(21):2447-62. (Pharmacists Letter. Canadian Consensus Guideline on Continuous and  
  Extended Hormonal Contraception, 2007. Aug 2007.) 
  Shrader SP, Dickerson LM.  Extended- and continuous-cycle oral contraceptives. Pharmacotherapy. 2008 Aug;28(8):1033-40. 
7 Edelman AB, Koontz SL, Nichols MD, Jensen JT. Continuous oral contraceptives: are bleeding patterns dependent on the hormones given? Obstet Gynecol 2006;107:657-65.     
  {InfoPOEMs May06.  In continuous dosing regimens, more days of amenorrhea can be achieved with oral contraceptives (OCs) containing 1 mg norethindrone acetate (NETA)  
  than with OCs containing 100 ug levonorgestrel (LNG). (LOE = 2b)} 
8 Johnson BA. Insertion and removal of intrauterine devices. Am Fam Physician. 2005 Jan 1;71(1):95-102.  
  Middleton L. J., Champaneria R., Daniels J. P., et al. on behalf of the International Heavy Menstrual Bleeding Individual Patient Data Meta-analysis Collaborative Group.  
  Hysterectomy, endometrial destruction, and levonorgestrel releasing intrauterine system (Mirena) for heavy menstrual bleeding: systematic review and meta-analysis of data  
  from individual patients. BMJ  2010;341:c3929, doi: 10.1136/bmj.c3929 (Published 16 August 2010)   
 Gupta J, Kai J, Middleton L, Pattison H, Gray R, Daniels J; ECLIPSE Trial Collaborative Group. Levonorgestrel intrauterine system versus medical therapy for menorrhagia.  
  N Engl J Med. 2013 Jan 10;368(2):128-37. 
 
 
Additional sources: 
AAP: Committee on Adolescence. Emergency contraception. Pediatrics. 2012 Dec;130(6):1174-82. 
Abou-Setta AM, et al. Levonorgestrel-releasing intrauterine device (LNG-IUD) for symptomatic endometriosis following surgery. Cochrane Database Syst Rev. 2006 Oct  
             18;(4):CD005072. 
ACOG Frequently Asked Questions #114, Emergency Contraception. http://www.acog.org/~/media/For%20Patients/faq114.pdf?dmc=1&ts=20121127T1830130312. Accessed 1/6/13 
ACOG Committee Opinion. Access to Emergency Contraception. Number 542, November 2012.     
               www.acog.org/Resources_And_Publications/Committee_Opinions/Committee_on_Health_Care_for_Underserved_Women/ 
ACOG: Practice Bulletin #121 "Long-Acting Reversible Contraception: Implants and Intrauterine Devices" is published in the July 2011 issue of Obstetrics & Gynecology.  
ACOG- Practice bulletin no. 121: Long-acting reversible contraception: Implants and intrauterine devices. Obstet Gynecol 2011 Jul; 118:184.  
ACOG: Committee opinion no. 539: adolescents and long-acting reversible contraception: implants and intrauterine devices. Obstet Gynecol. 2012 Oct;120(4):983-8. 
ACOG: Committee Opinion No 544: Over-the-Counter Access to Oral Contraceptives. Obstet Gynecol. 2012 Dec;120(6):1527-31.  
Adab P, Jiang CQ, Rankin E, et al. Breastfeeding practice, oral contraceptive use and risk of rheumatoid arthritis among Chinese women: the Guangzhou Biobank Cohort  
               Study. Rheumatology(Oxford). 2014 Jan 6. 
Agostino H, Di Meglio G. Low-dose oral contraceptives in adolescents: how low can you go? J Pediatr Adolesc Gynecol. 2010 Aug;23(4):195-201. 
Ahmed S, Li Q, Liu L, Tsui AO. Maternal deaths averted by contraceptive use: an analysis of 172 countries. Lancet. 2012 Jul 9. 
Alkema L, Kantorova V, Menozzi C, Biddlecom A. National, regional, and global rates and trends in contraceptive prevalence and unmet need for family planning between  
                1990 and 2015: a systematic and comprehensive analysis. Lancet 2013; online March 12. 
Allen RH, Cwiak CA, Kaunitz AM. Contraception in women over 40 years of age. CMAJ. 2013 Apr 16;185(7):565-73.  
American College of Obstetricians and Gynecologists (ACOG). Noncontraceptive uses of hormonal contraceptives. Washington (DC): American College of Obstetricians and  
              Gynecologists (ACOG); 2010 Jan. 13 p. (ACOG practice bulletin; no. 110). 
Amy JJ, Tripathi V. Contraception for women: an evidence based overview. BMJ. 2009 Aug 7;339:b2895. doi: 10.1136/bmj.b2895. 
Bakhru A, Stanwood N.  Performance of contraceptive patch compared with oral contraceptive pill in a high-risk population. Obstet Gynecol. 2006 Aug;108(2):378-86.  
Bateson D, McNamee K, Briggs P. Newer non-oral hormonal contraception. BMJ. 2013 Feb 14;346:f341. 
Batur P. Emergency contraception: Separating fact from fiction. Cleve Clin J Med. 2012 Nov;79(11):771-6. 
Bednarek PH et al. Immediate versus delayed IUD insertion after uterine aspiration. N Engl J Med 2011 Jun 9; 364:2208.  
Beksinska ME, Smit JA, Kleinschmidt I, et al. Prospective study of weight change in new adolescent users of DMPA, NET-EN, COCs, nonusers and discontinuers of hormonal  
            contraception. Contraception. 2010 Jan;81(1):30-4. 
Bender NM, Segall-Gutierrez P, Najera SO, et al. Effects of progestin-only long-acting contraception on metabolic markers in obese women. Contraception. 2013 Jan 2.  
Berenson A, et al. Complications and Continuation of Intrauterine Device Use Among Commercially Insured Teenagers Obstetrics & Gynecology: 2013 May; 121: 5: 951-958. 
Blumenthal PD, Edelman A. Hormonal contraception. Obstet Gynecol. 2008 Sep;112(3):670-84. 
Bonnema RA., McNamara MC., Spencer AL., Contraception Choices in Women with Underlying Medical Conditions. Am Fam Physician. 2010 Sep 15;82(6):621-628. 
Bonny AE, et al. Weight gain in obese and nonobese adolescent girls initiating depot medroxyprogesterone, oral contraceptive pills, or no hormonal contraceptive method. Arch  
            Pediatr Adolesc Med. 2006 Jan;160(1):40-5.  
Berenson AB, Rahman M. Changes in weight, total fat, percent body fat, and central-to-peripheral fat ratio associated with injectable and oral contraceptive use. Am J Obstet  
            Gynecol. 2009 Mar;200(3):329.e1-8. n=703 3yrs. Bodyweight and fat significantly increase with the use of DMPA. After discontinuation of DMPA, some decrease in bodyweight and fat occurs  
              when NH is used. 
Calhoun A. Combined hormonal contraceptives: Is it time to reassess their role in migraine? Headache 2011. Published online ahead of print January 6, 2012.  
Camacho EM, Lunt M, Farragher TM, et al. The relationship between oral contraceptive use and functional outcome in women with recent onset inflammatory polyarthritis:  
            Results from the Norfolk Arthritis Register (NOAR). Arthritis Rheum. 2011 Apr 22. doi: 10.1002/art.30416.  
Cameron ST, Glasier A, Chen ZE, et al. Effect of contraception provided at termination of pregnancy and incidence of subsequent termination of pregnancy.  
             BJOG. 2012 Aug;119(9):1074-80.  
Campbell SJ, Cropsey KL, Matthews CA. Intrauterine device use in a high-risk population: experience from an urban university clinic. Am J Obstet Gynecol. 2007  
            Aug;197(2):193.e1-6; discussion 193.e6-7.  IUD/IUS use appears to be safe, acceptable, and feasible in high-risk patients. The IUS (Mirena) had lower rates of complications and greater  
              acceptability than the IUD. 
Canning D, Schultz TP. The economic consequences of reproductive health and family planning. Lancet. 2012 Jul 9.  



www.RxFiles.ca 

                                                                                                                                                                                                                                    
Castellsagué X, Díaz M, et al. Intrauterine device use, cervical  infection with human papillomavirus, and risk of cervical cancer: a pooled analysis of 26 epidemiological  
            studies. Lancet Oncol 2011; online Sept 13.  
CDC: Centers for Disease Control and Prevention (CDC). U.S. medical eligibility criteria for contraceptive use, 2010: adapted from the World Health Organization medical  
            eligibility criteria for contraceptive use, 4th edition. MMWR Recomm Rep 2010 Jun 18;59(RR-4):1-86. CDC has released medical eligibility criteria for contraceptive  
            use to help U.S. healthcare providers counsel patients about their contraceptive choices. The criteria, published in MMWR, are modified from the World Health  
            Organization's 2009 guidance. The CDC offers modified recommendations about contraception for U.S. women who have venous thromboembolism, valvular heart  
            disease, ovarian cancer, and uterine fibroids, as well as women who are postpartum and breast-feeding. It also gives additional guidance on contraception for women with  
            rheumatoid arthritis, previous bariatric surgery, peripartum cardiomyopathy, endometrial hyperplasia, inflammatory bowel disease, and organ transplantation.   
             http://www.cdc.gov/mmwr/pdf/rr/rr59e0528.pdf  
CDC: 2011 Update to CDC's U.S. Medical Eligibility Criteria for Contraceptive Use, 2010: Revised Recommendations for the Use of Contraceptive Methods During the  
           Postpartum Period. http://www.cdc.gov/mmwr/pdf/wk/mm6026.pdf  
CDC Update to CDC's U.S. Medical Eligibility Criteria for Contraceptive Use, 2010: Revised Recommendations for the Use of Hormonal Contraception Among Women at  
           High Risk for HIV Infection or Infected with HIV. Weekly. June 22, 2012 / 61(24);449-452. http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6124a4.htm?s_cid=mm6124a4_x 
CDC: Centers for Disease Control and Prevention. Sexual experience and contraceptive use among female teens — United States, 1995, 2002, and 2006–2010.  
           MMWR Morb Mortal Wkly Rep 2012 May 4; 61:297.  
Centers for Disease Control and Prevention (CDC). Division of Reproductive Health, National Center for Chronic Disease Prevention and Health Promotion. U.S. selected 

practice recommendations for contraceptive use, 2013: adapted from the World Health Organization Selected Practice Recommendations for Contraceptive Use, 2nd 
edition. MMWR Recomm Rep 2013;62(RR05):1-60. 

Cheng L, Che Y, Gulmezoglu AM. Interventions for emergency contraception. Cochrane Database Syst Rev. 2012 Aug 15;8:CD001324. Intermediate-dose mifepristone (25-50 mg)  
             was superior to LNG and Yuzpe regimens. Mifepristone low dose (< 25 mg) may be more effective than LNG (0.75 mg two doses), but this was not conclusive. UPA may be more effective than LNG.  
             LNG proved to be more effective than the Yuzpe regimen. The copper IUD was the most effective EC method and was the only EC method to provide ongoing contraception if left in situ. 
Clark MK, et al. Bone mineral density loss and recovery during 48 months in first-time users of depot medroxyprogesterone acetate. Fertil Steril. 2006 Nov;86(5):1466-74. Epub  
           2006 Sep 25. Depot MPA-related BMD loss is substantial but occurs mostly during the first 2 years of DMPA use. Therefore, longer use may not  substantially increase the risk of osteoporosis. The  
             prolonged recovery time suggests the need to consider timing of use in relation to  menopause or other factors that may impede bone remodeling. 
Cleland K, Zhu H, Goldstuck N, et al. The efficacy of intrauterine devices for emergency contraception: a systematic review of 35 years of experience.  
            Human Reproduction doi:10.1093/humrep/des140. 
Clinical Effectiveness Unit. Drug interactions with hormonal contraception. London (UK): Faculty of Sexual and Reproductive Healthcare; 2012 Jan. 
Cole JA, Norman H, Doherty M, Walker AM. Venous thromboembolism, myocardial infarction, and stroke among transdermal contraceptive system users. Obstet Gynecol.  
            2007 Feb;109(2 Pt 1):339-46. There was a more than two-fold increase in the risk of venous thromboembolism associated with the transdermal contraceptive system. 
Collaborative Group on Epidemiological Studies of Ovarian Cancer, Beral V, Doll R, Hermon C, Peto R, Reeves G. Ovarian cancer and oral contraceptives: collaborative  
            reanalysis of data from 45 epidemiological studies including 23,257 women with ovarian cancer and 87,303 controls. Lancet. 2008 Jan 26;371(9609):303-14. Use of oral  
            contraceptives confers long-term protection against ovarian cancer. These findings suggest that oral contraceptives have already prevented some 200,000 ovarian cancers  
            and 100,000 deaths from the disease, and that over the next few decades the number of cancers prevented will rise to at least 30,000 per year. 
Creinin MD, Meyn LA, Borgatta L, et al. Multicenter comparison of the contraceptive ring and patch: a randomized controlled trial. Obstet Gynecol. 2008 Feb;111(2 Pt 1):267- 
            77. The majority of women who are using oral contraceptives (OCs) and try the vaginal ring continue with the ring rather than go back to OCs. Most women who try  
            patches go back to OCs. It is uncertain whether the nonmasked nature of the trial, which was funded by the manufacturer of the vaginal ring, introduced bias into the  
            study. (LOE = 1b-) 
Culwell KR, Curtis KM. Use of contraceptive methods by women with current venous thrombosis on anticoagulant therapy: a systematic review. Contraception. 
            2009 Oct;80(4):337-45. Epub 2009 Jun 10. Levonorgestrel-IUD may be an effective treatment for menorrhagia secondary to anticoagulation or bleeding disorders & may be safer alternative to    

invasive treatment (hysterectomy). 
Curtis KM, Martins SL.  Progestogen-only contraception and bone mineral density: a systematic review. Contraception. 2006 May;73(5):470-87. Epub 2006 Feb 20.  
Curtis KM, Ravi A, Gaffield ML. Progestogen-only contraceptive use in obese women. Contraception. 2009 Oct;80(4):346-54. Epub 2009 Jun 10. Adolescent DMPA users who are  
              obese may gain more weight than normal weight users. This observation was not seen in adult DMPA users or adolescent Norplant users. 
Darroch JE, Singh S. Trends in contraceptive need and use in developing countries in 2003, 2008, and 2012: an analysis of national surveys.  
              Lancet. 2013 May 18;381(9879):1756-62. 
Dinger JC, et al. Oral contraceptive effectiveness according to body mass index, weight, age, and other factors. Am J Obstet Gynecol. 2009 Sep;201(3):263.e1-9.   
Dinger JC, Heinemann LA, Kühl-Habich D. The safety of a drospirenone-containing oral contraceptive: final results from the European Active Surveillance Study on oral  
             contraceptives based on 142,475 women-years of  observation. Contraception. 2007 May;75(5):344-54.   
Dinger J, Minh TD, Buttmann N, Bardenheuer K. Effectiveness of oral contraceptive pills in a large U.S. cohort comparing progestogen and regimen. Obstet Gynecol. 2011  
             Jan;117(1):33-40. There are fewer unintended pregnancies with the use of an oral contraceptive (OC) regimen with a progestogen of long half-life, such as drospirenone or norethisterone, when  
               taken for a cycle of 24 days plus 4 days as compared with the standard 21 days plus 7 days (LOE = 2b) 
Dogterom P, van den Heuvel MW, Thomsen T. Absence of pharmacokinetic interactions of the combined contraceptive vaginal ring NuvaRing with oral amoxicillin or  
            doxycycline in two randomised trials. Clin Pharmacokinet. 2005;44(4):429-38.  
Dude A, Neustadt A, Martins S, et al. Use of withdrawal and unintended pregnancy among females 15-24 years of age. Obstet Gynecol. 2013 Sep 
Dunn Nick. Oral contraceptives and venous thromboembolism. BMJ  2009;339:b3164, doi: 10.1136/bmj.b3164 (Published 13 August 2009)  
Edelman A, et al. Continuous or extended cycle vs. cyclic use of combined oral contraceptives for contraception. Cochrane Database Syst Rev. 2005 Jul 20;3:CD004695.  
Edelman A, et al.  Continuous versus cyclic use of combined oral contraceptives for contraception: systematic Cochrane review of randomized controlled trials. Hum Reprod.  
            2006 Mar;21(3):573-8.  
Espey  E, et al.  Effect of progestin compared with combined oral contraceptive pills on lactation: a randomized controlled trial.  Obstet Gynecol.  January  2012;119(1):5–13. 
Etminan, Mahyar, Delaney, Joseph A.C., Bressler, Brian, et al. Oral contraceptives and the risk of gallbladder disease: a comparative safety study. CMAJ 2011 0: cmaj.110161.   
Evra patch FDA warning Nov/05  http://www.fda.gov/bbs/topics/news/2005/NEW01262.html (& An Update on Ortho Evra & the Risk of  
           Thromboembolism Pharmacist's Letter Dec 2005). 
           Health Canada Mar/06  http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_14_e.html  
           Health Canada Nov/06  http://www.hc-sc.gc.ca/dhp-mps/medeff/advisories-avis/prof/2006/evra_hpc-cps_e.html  
           Health Canada Jan/08 Canadian Adverse Reaction Newsletter Evra: http://www.hc-sc.gc.ca/dhp-mps/medeff/bulletin/carn-bcei_v18n1_e.html    
           FDA BCDSP VTE & PE Evra Risk Jan/08 http://www.fda.gov/bbs/topics/NEWS/2008/NEW01781.html  
FDA Apr/12 has completed its review of recent observational (epidemiologic) studies regarding the risk of blood clots in women taking drospirenone-containing birth control  
              pills.Based on this review, FDA has concluded that drospirenone-containing birth control pills may be associated with a higher risk for blood clots than other  
              progestin-containing pills. . Report that some epidemiologic studies reported as high as a three-fold increase in the risk of blood clots for drospirenone-containing  
              products when compared to products containing levonorgestrel or some other progestins, whereas other epidemiological studies found no additional risk of blood clots  
             with drospirenone-containing products.  
Finer LB, Philbin JM. Sexual Initiation, Contraceptive Use, and Pregnancy Among Young Adolescents. Pediatrics. 2013 Apr 1.  
Fisher WA, Black A. Contraception in Canada: a review of method choices, characteristics, adherence and approaches to counselling. CMAJ 2007;176:953-61. 
Foster DG, Hulett D, et al. Number of oral contraceptive pill packages dispensed and subsequent unintended pregnancies. Obstet Gynecol. 2011 Mar;117(3):566-72. 



www.RxFiles.ca 

                                                                                                                                                                                                                                    
Gaffield ME, Culwell KR, Lee CR. The use of hormonal contraception among women taking anticonvulsant therapy. Contraception. 2011 Jan;83(1):16-29. Epub 2010 Sep 15.  
Gai L, Zhang J, Zhang H, et al. The effect of depot medroxyprogesterone acetate (DMPA) on bone mineral density (BMD) and evaluating changes in BMD after  
                discontinuation of DMPA in Chinese women of reproductive age. Contraception. 2011 Mar;83(3):218-22.  
Gallo MF, Grimes DA, Lopez LM, Schulz KF.  Non-latex versus latex male condoms for contraception. Cochrane Database Syst Rev. 2006 Jan 25;(1):CD003550. Although the  
               nonlatex condoms were associated with higher rates of clinical breakage than their latex comparison condoms, the new condoms still provide an acceptable alternative  
               for those with allergies, sensitivities, or preferences that might prevent the consistent use of latex condoms. The contraceptive efficacy of the nonlatex condoms requires  
               more research.  
Gallo M, et al. Combination injectable contraceptives for contraception. Cochrane Database Syst Rev. 2005 Jul 20;3:CD004568.  
Gallo MF, Grimes DA, Schulz KF. Cervical cap versus diaphragm for contraception. Cochrane Database Syst Rev. 2002;(4):CD003551.  
Gallo MF, Lopez LM, Grimes DA, et al. Combination contraceptives: effects on weight. Cochrane Database Syst Rev. 2011 Sep 7;9:CD003987.   Available evidence was  
                insufficient to determine the effect of combination contraceptives on weight, but no large effect was evident.  
Gallo MF, Lopez LM, Grimes DA, et al. Combination contraceptives: effects on weight. Cochrane Database Syst Rev. 2014 Jan 29;1:CD003987.  Available evidence was  
                 insufficient to determine the effect of combination contraceptives on weight, but no large effect was evident.  
Gemzell-Danielsson K. Mechanism of action of emergency contraception. Contraception. 2010 Nov;82(5):404-9. 
Gemzell-Danielsson K, Cho S, Inki P, et al. Use of contraceptive methods and contraceptive recommendations among health care providers actively involved in contraceptive  
                  counseling - results of an international survey in 10 countries. Contraception. 2012 Dec;86(6):631-8.  
Giles SL, Lester F. Should women with HIV, or at high risk of  contracting HIV, use progestogen-containing contraception? BMJ. 2013 Nov 14;347:f6695. 
Gomes MP, Deitcher SR. Risk of venous thromboembolic disease associated with hormonal contraceptives and hormone replacement therapy: a clinical review. Arch  

Intern Med. 2004 Oct 11;164(18):1965-76. http://archinte.ama-assn.org/cgi/reprint/164/18/1965.pdf  
Guilbert ER et al. The use of depot-medroxyprogesterone acetate in contraception and its potential impact on skeletal health. Contraception 2009 Mar; 79:167. 
Health Canada Mirena & uterine perforation warning  2006. http://www.hc-sc.gc.ca/dhp-mps/medeff/bulletin/carn-bcei_v16n1_e.html#2  

Greene FD, Hulett D, Bradsberry M, et al.  Number of oral contraceptive pill packages dispensed and subsequent unintended pregnancies.  Obstet Gynecol 2011;117:566-72.  
Grimes DA, Lopez LM, O'Brien PA, Raymond EG. Progestin-only pills for contraception. Cochrane Database Syst Rev. 2010 Jan 20;(1):CD007541. 
Grimes DA, Lopez LM, Schulz KF, et al. Immediate post-partum insertion of intrauterine devices. Cochrane Database Syst Rev. 2010 May 12;5:CD003036.  
Gronich N, Lavi I, Rennert G. Higher risk of venous thrombosis associated with drospirenone-containing oral contraceptives: population-based cohort study. CMAJ 2011Nov 7.  
Grossman D. Moving Oral Contraceptives Over-the-Counter as a Strategy to Reduce Unintended Pregnancy. Ann Intern Med. 2013 Mar 26.  
Guilbert E, Boroditsky R, Black A, Kives S, Leboeuf M, Mirosh M, Senikas V, Wagner MS, Weir E, et al. Society of Obstetricians and Gynaecologists of Canada. Canadian  
                 Consensus Guideline on Continuous and Extended Hormonal Contraception, 2007. J Obstet Gynaecol Can. 2007 Jul;29(7 Suppl 2):S1-32.  
Gupta J, Kai J, Middleton L, Pattison H, Gray R, Daniels J; ECLIPSE Trial Collaborative Group. Levonorgestrel intrauterine (Mirena) system versus medical therapy for  
                 menorrhagia. N Engl J Med. 2013 Jan 10;368(2):128-37. 
Gurtcheff SE, Turok DK, et al. Lactogenesis after early postpartum use of the contraceptive implant (Implanon): a randomized controlled trial. Obstet Gynecol. 2011  
                 May;117(5):1114-21. {Lactation delay, failure, and continuation were not increased among women who received the etonogestrel contraceptive implant within the first 3 days postpartum versus the standard practice of insertion at 4 

weeks. Women who intended to use this form of contraception were more likely to actually receive it when the insertion was done during their postpartum hospital stay. (LOE = 1b)} 
Hannaford Philip C, Iversen Lisa, Macfarlane Tatiana V, et al. Mortality among contraceptive pill users: cohort evidence from Royal College of General Practitioners’ Oral  
               Contraception Study.  BMJ  2010 
Hardeman J, Weiss BD. Intrauterine devices: An update. Am Fam Physician. 2014;89(6):445-450.  
Harel Z et al. Recovery bone mineral density in adolescents following the use of depot medroxyprogesterone acetate contraceptive injections. Contraception 2010Apr; 81:281. 
Havrilesky LJ, Gierisch JM, Moorman PG, et al. Oral Contraceptive Use for the Primary Prevention of Ovarian Cancer. AHRQ Comparative Effectiveness Review. Rockville  
               (MD): Agency for Healthcare Research and Quality (US); 2013 June. Report No.:13-E002-EF  There is insufficient evidence to recommend for or against the use of  
               OCs solely for the primary prevention of ovarian cancer.  
Havrilesky LJ, Moorman PG, Lowery WJ, et al. Oral contraceptive pills as primary prevention for ovarian cancer: a systematic review and meta-analysis.  
               Obstet Gynecol. 2013 Jul;122(1):139-47.   
Health Canda June/10 MIRENA (Levonorgestrel-Releasing Intrauterine System) - Potential Risk of Uterine Perforation - Bayer Inc.  Bayer Inc., in collaboration with Health  
               Canada, would like to remind you of important safety information regarding reports of uterine perforation in women treated with MIRENA. 
Health Canada Dec/11 has completed a safety review of drospirenone-containing oral contraceptives (marketed under the brand names Yasmin and Yaz) with respect to the risk of  
               blood clots (venous thromboembolism, or VTE). The review determined that drospirenone-containing birth control pills may be associated with a risk of blood clots  
               that is 1.5 to 3 times higher than other birth control pills. 
Health Canada Sep/13 Freya-28, an oral contraceptive (birth control product), is being voluntarily recalled from the Canadian market by Mylan Pharmaceuticals after a pharmacy  
               reported that a placebo pill was found in place of an active pill in one package. 
Health Canada Sep/13 Esme-28 (DIN 02388146), an oral contraceptive (birth control product), is being voluntarily recalled from the Canadian market by Mylan Pharmaceuticals.  
Heliövaara-Peippo S, Hurskainen R, Teperi J, et al. Quality of life and costs of levonorgestrel-releasing intrauterine system or hysterectomy in the treatment of menorrhagia:  
               a 10-year randomized controlled trial. Am J Obstet Gynecol. 2013 Dec;209(6):535.e1-535.e14.  
HHS Aug 2011.: Affordable Care Act Ensures Women Receive Preventive Services at No Additional Cost (incl. contraception). http://www.hhs.gov/news/press/2011pres/08/20110801b.html 
Hickey M, Ballard K, Farquhar C. Endometriosis. BMJ. 2014 Mar 19;348 
Hicks CW, Rome ES. Menstrual manipulation: options for suppressing the cycle. Cleve Clin J Med. 2010 Jul;77(7):445-53. 
Hidalgo MM, Hidalgo-Regina C, Bahamondes MV, et al. Serum levonorgestrel levels & endometrial thickness during extended use of the levonorgestrel-releasing intrauterine  
                system. Contraception. 2009 Jul;80(1):84-9. Epub 2009 Feb 27. During extended use of the LNG-IUS, serum LNG levels were nearly half those found in the first 2  
                months of use (Wilcoxon signed rank test); serum E(2) levels were normal. Despite the very thin endometrium, menstrual bleeding was reinstated in many cases. At the  
                end of its 5-year life span, there is a window for changing the LNG-IUS, and physicians and users should not be concerned about delaying replacement of the device for  
                a short time beyond the approved life span; however, maintaining the same device long after its approved life span cannot be recommended. 
Hofmeyr GJ, Singata M, Lawrie TA. Copper containing intra-uterine devices versus depot progestogens for contraception. Cochrane Database Syst Rev. 2010 Jun 
                16;6:CD007043. In the populations studied, the IUD was more effective than hormonal contraception with respect to pregnancy prevention.  
Horga M, Gerdts C, Potts M. The remarkable story of Romanian women’s struggle to manage their fertility. J Fam Plan Reprod Health Care 2013;39:2-4. 
Huq FY et al. Menstrual problems and contraception in women of reproductive age receiving oral anticoagulation. Contraception2011 Aug; 84:128. 
International Federation of Gynecology and Obstetrics (FIGO) and International Consortium for Emergency Contraception (ICEC). Emergency Contraception  
                 Statement, March 2011. http://www.emergencycontraception.org/publications/PDFs/policy/MOA_ENG_2011.pdf . Accessed January 10, 2013. 
Jick SS, Hagberg KW, Hernandez RK, Kaye JA. Postmarketing study of ORTHO EVRA and levonorgestrel oral contraceptives containing hormonal contraceptives with 30 
                mcg of ethinyl estradiol in relation to nonfatal venous thromboembolism. Contraception. 2010 Jan;81(1):16-21.  
Jick SS, Hernandez RK. Risk of non-fatal venous thromboembolism in women using oral contraceptives containing drospirenone compared with women using oral  
                contraceptives containing levonorgestrel: case-control study using United States claims data. BMJ 2011;342:d2151. 
Jin J. JAMA patient page. Oral contraceptives. JAMA. 2014 Jan 15;311(3):321. 
Jones, Claire, Chan, Crystal, Farine, Dan. Sex in pregnancy. CMAJ 2011 0: cmaj.091580.  
Kaunitz AM. Clinical practice. Hormonal contraception in women of older reproductive age. N Engl J Med. 2008 Mar 20;358(12):1262-70. 
Kaunitz, Andrew M. “Postpartum and postabortal contraception.” Up to Date. 15 Aug. 2008. 27 Feb. 2009 <http://www.utdol.com/home/index.html>. 
Kaunitz AM, Meredith S, et al. Levonorgestrel-releasing intrauterine system and endometrial ablation in heavy menstrual bleeding: a systematic review and meta-analysis.  



www.RxFiles.ca 

                                                                                                                                                                                                                                    
                 Obstet Gynecol. 2009 May;113(5):1104-16. Based on the meta-analysis of six randomized clinical trials, the efficacy of the levonorgestrel intrauterine system in the management of heavy menstrual bleeding appears to have similar therapeutic effects to that of 

endometrial ablation up to 2 years after treatment.  {InfoPOEMs Jun09: The levonorgestrel-releasing intrauterine system (LNG-IUS) is as effective as endometrial ablation for the treatment of heavy menses. Its advantages include lower cost, less invasiveness, and retained fertility. (LOE = 1b)} 

Kaunitz AM, Darney PD, Ross D, Wolter KD, Speroff L. Subcutaneous DMPA vs.intramuscular DMPA: a 2-year randomized study of contraceptive efficacy and bone  
             mineral density. Contraception. 2009 Jul;80(1):7-17. Epub 2009 Mar 27. DMPA-SC is an effective and well-tolerated contraceptive option, providing comparable  
                 efficacy and BMD safety to DMPA-IM. 
Kaunitz AM, Bissonnette F, Monteiro I, et al. Levonorgestrel-Releasing Intrauterine System or Medroxyprogesterone for Heavy Menstrual Bleeding: A Randomized Controlled  
                 Trial. Obstet Gynecol. 2010 Sep;116(3):625-632. 
Kaunitz AM, Inki P. The levonorgestrel-releasing intrauterine system in heavy menstrual bleeding: a benefit-risk review. Drugs. 2012 Jan 22;72(2):193-215. 
Kavanaugh ML et al. Characteristics of women in the United States who use long-acting reversible contraceptive methods. Obstet Gynecol 2011 Jun; 117:1349. 
Kroll R, et al. The efficacy and safety of a low-dose, 91-day, extended-regimen oral contraceptive with continuous ethinyl estradiol. Contraception. 2010 Jan;81(1):41-8.  
Kulier R, et al. Copper containing, framed intra-uterine devices for contraception. Cochrane Database Syst Rev. 2006 Jul 19;3:CD005347.  
Le YC, Rahman M, Berenson AB. Early weight gain predicting later weight gain among depot medroxyprogesterone acetate users. Obstet Gynecol. 2009 Aug;114(2 Pt  
                1):279-84. Most DMPA users who gain excessive weight experience more than a 5% weight increase within 6 months. 
Legro RS, Pauli JG, Kunselman AR, et al. Effects of Continuous versus Cyclic Oral Contraception: A Randomized Controlled Trial. J Clin Endocrinol Metab. 2007 Dec 4;  
                [Epub ahead of print] Continuous oral contraception does not result in a reduction of bleeding days over a 168d period of observation, but provides greater suppression  
                of the ovary and endometrium. These effects are associated with improved patient symptomatology. 
Lesnewski R, Prine L, Ginzburg R. Preventing Gaps when Switching Contraceptives. Am Fam Physician. 2011 Mar 1;83(5):567-570. 
Lethaby A, Penninx J, Hickey M, et al. Endometrial resection and ablation techniques for heavy menstrual bleeding.Cochrane Database Syst Rev. 2013 Aug 30;8:CD001501.   
Lewis C et al. Intrauterine contraception: Impact of provider training on participant knowledge and provision. Contraception 2013 Aug; 88:226.  
Leyland N, Casper R, Laberge P, Singh SS, Allen L, Arendas K. Endometriosis: diagnosis and management. J Obstet Gynaecol Can 2010 Jul;32(7 Suppl 2):S1-32.  
Liao PV, Dollin J. Half a century of the oral contraceptive pill: Historical review and view to the future. Can Fam Physician. 2012 Dec;58(12):e757-60.  
Lidegaard Øjvind, Løkkegaard Ellen, Svendsen Anne Louise, et al. Hormonal contraception and risk of venous thromboembolism: Denmark national follow-up study. 
                BMJ  2009;339:b2890, doi: 10.1136/bmj.b2890 (Published 13 August 2009)  
Lidegaard Ø, Nielsen LH, Skovlund CW, Skjeldestad FE, Løkkegaard E. Risk of venous thromboembolism from use of oral contraceptives containing different progestogens and  
                oestrogen doses: Danish cohort study, 2001-9. BMJ 2011;343:d6423.   
Lidegaard O, Nielsen LH, et al. Venous thrombosis in users of non-oral hormonal contraception: follow-up study, Denmark 2001-10. BMJ. 2012 May 10;344:e2990.  
Lidegaard Ø, Løkkegaard E, Jensen A, Skovlund CW, et al. Thrombotic stroke and myocardial infarction with hormonal  contraception. N Engl J Med 2012;366:2257-66.  
Lopez LM, et al. Skin patch and vaginal ring versus combined oral contraceptives for contraception. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD003552. Effectiveness rates  
                were similar for the methods compared. The patch group had better compliance than the COC group. Compared to COC users, patch users had more side effects. Ring  
                users generally had fewer adverse events than COC users but more vaginal irritation and discharge. The patch could lead to more discontinuation while the vaginal ring  
                showed little difference. High losses to follow up can affect the validity of the results. 
Lopez LM, Grimes DA, Gallo MF, Schulz KF. Skin patch and vaginal ring versus combined oral contraceptives for contraception. Cochrane Database Syst Rev. 2010  
                Mar 17;3:CD003552.  Effectiveness was similar for the methods compared. The patch could lead to more discontinuation while the vaginal ring showed little  
                difference. The patch group had better compliance than the COC group but more side effects. Ring users generally had fewer adverse events than COC users but more  
                vaginal irritation and discharge.  
Lopez LM, Newmann SJ, Grimes DA, Nanda K, Schulz KF. Immediate start of hormonal contraceptives for contraception. Cochrane Database Syst Rev.  
             2008;(2):CD006260. 
Lopez LM, Grimes DA, Chen-Mok M, et al. Hormonal contraceptives for contraception in overweight or obese women. Cochrane Database Syst Rev. 2010 Jul 7;7:CD008452.   
                 Body weight addresses overall body size, while BMI generally reflects the amount of fat. Only one of three studies using BMI found a higher pregnancy risk for overweight women. The efficacy of implants and injectable  
                       contraceptives may be unaffected by body mass. The field could use trials of contraceptive methods with groups stratified by BMI. The current evidence on effectiveness by BMI is limited. However, the contraceptive methods  
                       examined here are still among the most effective when the recommended regimen is followed. 
Lopez LM, Edelman A, Chen-Mok M, et al. Progestin-only contraceptives: effects on weight. Cochrane Database Syst Rev. 2011 Apr 13;4:CD008815. We found little evidence of  
                       weight gain when using POCs. Mean gain was less than 2 kg for most studies up to 12 months, and usually similar for the comparison group using another contraceptive. Appropriate counseling about typical weight gain may  
                       help reduce discontinuation of contraceptives due to perceptions of weight gain. 
Lopez LM, Newmann SJ, Grimes DA, et al. Immediate start of hormonal contraceptives for contraception. Cochrane Database Syst Rev. 2012 Dec 12;12:CD006260.  
                  doi: 10.1002/14651858.CD006260.pub3. We found limited evidence that immediate start of hormonal contraception reduces unintended pregnancies or increases method continuation. However, the pregnancy  
                        rate was lower with immediate start of DMPA versus another method.  
Lopez LM, Hiller JE, Grimes DA, et al. Education for contraceptive use by women after childbirth. Cochrane Database Syst Rev. 2012 Aug 15;8:CD001863.  The overall quality of  
                       evidence was moderate. Half of these postpartum interventions led to  fewer repeat pregnancies or births or more contraceptive use.  
Lopez LM, Stockton LL, ChenM, SteinerMJ, GalloMF. Behavioral interventions for improving dual-method contraceptive use. Cochrane Database of Systematic Reviews  
                 2014, Issue 3. Art. No.: CD010915. DOI: 10.1002/14651858.CD010915.pub2. We found few behavioral interventions for improving dual-method contraceptive use and little evidence of effectiveness.  
                       Amultifaceted program showed some effect but only had self-reported outcomes. Two trials were more applicable to clinical settings and had objective outcomesmeasures, but neither showed any effect.The included studies had  
                      adequate information on intervention fidelity and sufficient follow-up periods for change to occur. 
Loprinzi CL, et al. Phase III comparison of depomedroxyprogesterone acetate to venlafaxine for managing hot flashes: North Central Cancer Treatment Group Trial N99C7. J  
               Clin Oncol. 2006 Mar 20;24(9):1409-14. Epub 2006 Feb 27.  
Lumsden MA, Gebbie A, Holland C. Managing unscheduled bleeding in non-pregnant premenopausal women. BMJ. 2013 Jun 4;346:f3251. 
Madden T, Proehl S, Allsworth JE, et al. Naproxen or estradiol for bleeding and spotting with the levonorgestrel intrauterine system: a randomized controlled trial.  
                Am J Obstet Gynecol. 2012 Feb;206(2):129.e1-8. 
Mantha S, Karp R, Raghavan V et al. Assessing the risk of venous thromboembolic events in women taking progestin-only contraception: a meta-analysis.  
                BMJ. 2012 Aug 7;345:e4944.  
Marchbanks PA, Curtis KM, Mandel MG, Oral contraceptive formulation and risk of breast cancer. Contraception. 2012;85:342-350. 
Marions L et al. Effect of emergency contraception with levonorgestrel or mifepristone on ovarian function. Contraception2004 May; 69:373-7. 
Marjoribanks J, Lethaby A, Farquhar C.  Surgery versus medical therapy for heavy menstrual bleeding. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD003855. Surgery,  
              especially hysterectomy, reduces menstrual bleeding at one year more than medical treatments but LNG-IUS appears equally effective in improving quality of life. The  
              evidence for longer term comparisons is weak and inconsistent. Oral medication suits a minority of women long term. 
Margel David,  Fleshner Neil E. Oral contraceptive use is associated with prostate cancer: an ecological study.  BMJ Open 2011;1:e000311 doi:10.1136/bmjopen-2011-000311. 
McNicholas C, Zhao Q, Secura G, et al. Contraceptive failures in overweight and obese combined hormonal contraceptive users. Obstet Gynecol. 2013 Mar;121(3):585-92.  
Medical Letter. Three new oral contraceptives. (Yaz, Seasonique, Loestrin 24 Fe) Sept 25,2006. 
Medical Letter. Combination Oral Contraceptives and the Risk of Venous Thromboembolism. Mar 22, 2010. 
Medical Letter- Treatment Guidelines: Choice of Contraceptives. Dec 2007;  p. 101-108. (Updated Dec 2010) 
Meier C, Brauchli YB, Jick SS, Kraenzlin ME, Meier CR. Use of Depot Medroxyprogesterone Acetate and Fracture Risk. J Clin Endocrinol Metab. 2010 Aug  4.  
Miller L, et al. Extended Regimens of the Contraceptive Vaginal Ring: A Randomized Trial. Obstet Gynecol. 2005 Sep;106(3):473-482.  
Moniz MH, Davis MM, Chang T. Attitudes About Mandated Coverage of Birth Control Medication and Other Health Benefits in a US National Sample. JAMA. 2014  Apr 22. 
Nelson A, Apter D, Hauck B, et al. Two low-dose levonorgestrel intrauterine contraceptive systems: a randomized controlled trial. Obstet Gynecol. 2013 Dec;122(6):1205-13 
Newman, Adam. Inadvertent use of a levonorgestrel-releasing intrauterine device as postcoital contraception. Can Fam Physician 2010 56: 1301-1302  
Noé G, Croxatto HB, Salvatierra AM, et al. Contraceptive efficacy of emergency contraception with levonorgestrel given before or after ovulation. Contraception. 2011  



www.RxFiles.ca 

                                                                                                                                                                                                                                    
              Nov;84(5):486-92. The efficacy of LNG-EC has been overestimated in studies using presumptive menstrual cycle data. Our results confirm previous similar studies and  
             demonstrate that LNG-EC does not prevent embryo implantation and therefore cannot be labeled as abortifacient. 
 …when used after ovulation has occurred, the number of observed and expected pregnancies is not statistically different, indicating 

that no reproductive process subsequent to ovulation is interfered with by LNG-EC….In conclusion, LNG-EC is highly effective for preventing 
unintended pregnancy when it is used before ovulation, but when used after ovulation, it is completely unable to prevent pregnancy because it has no effect on 
subsequent reproductive processes, including implantation of the embryo. 

Novikova N, Weisberg E, Stanczyk FZ, Croxatto HB, Fraser IS. Effectiveness of levonorgestrel emergency contraception given before or after ovulation—a pilot study.  
               Contraception 2007; 75:112–118. 
Odmark IS, Bixo M, Englund D, Risberg B, Jonsson B, Olsson SE. Endometrial safety and bleeding pattern during a five-year treatment with long-cycle hormone therapy.  
             Menopause. 2005 Nov-Dec;12(6):699-707. Epub 2005 Nov 8.  (InfoPOEMs: In this small study, continuous estrogen therapy combined with 14 days of progestin every 3 months (long-cycle therapy) did not  
                 result in endometrial hyperplasia or cancer. (LOE = 1b)  )  
Orbo A, Vereide A, Arnes M, et al. Levonorgestrel-impregnated intrauterine device as treatment for endometrial hyperplasia: a national multicentre randomised trial.  
             BJOG. 2013 Nov 28. 
Osayande AS, Mehulic S. Diagnosis and initial management of dysmenorrhea. Am Fam Physician. 2014 Mar 1;89(5):341-6. 
Parkin L, Sharples K, Hernandez RK, Jick SS. Risk of venous thromboembolism in users of oral contraceptives containing drospirenone or levonorgestrel: nested case-control  
             study based on UK General Practice Research Database. BMJ 2011;342:d2139. 
Peipert JF, Madden T, Allsworth JE, et al. Preventing Unintended Pregnancies by Providing No-Cost Contraception. Obstet Gynecol. 2012 Oct 3. 
Peragallo Urrutia R, Coeytaux RR, et al. Risk of acute thromboembolic events with oral contraceptive use: a systematic review and meta-analysis.  
            Obstet Gynecol. 2013 Aug;122(2 Pt 1):380-9. 
Pijuan-Domènech A, Baró-Mariné F, Rojas-Torrijos M, et al. Usefulness of progesterone-only components for contraception in patients with congenital heart disease.  
             Am J Cardiol. 2013 Aug 15;112(4):590-3. 
Polonsky M. Cancer and contraception: Release date May 2012 SFP Guideline #20121. Contraception. 2012 Jun 7. 
Prabakar I, Webb A. Emergency contraception. BMJ. 2012 Mar 19;344:e1492 
Pederson HB, Curtis KM. Long-Acting Methods of Contraception. N Engl J Med 2005;353:2169-75. 
Pharmacist’s Letter: Hormonal Contraception July 2006 
Pharmacists Letter. Canadian Consensus Guideline on Continuous and Extended Hormonal Contraception, 2007. Aug 2007. 
Pijuan-Domènech A, Baró-Mariné F, Usefulness of Progesterone-Only Components for Contraception in Patients With Congenital Heart Disease. Am J Cardiol. 2013 May 22.  
Polis CB, Curtis KM. Use of hormonal contraceptives and HIV acquisition in women: a systematic review of the epidemiological evidence. Lancet Infect Dis. 2013 Jul 18. 
Rahman M, Berenson AB. Predictors of higher bone mineral density loss and use of depot medroxyprogesterone acetate. Obstet Gynecol. 2010 Jan;115(1):35-40. 
                  The risk of higher BMD loss associated with DMPA use may be reduced by quitting smoking and increasing calcium intake. Having had a child is also protective. 
Roberts T E, Tsourapas A, Middleton L J, et al. Hysterectomy, endometrial ablation, & levonorgestrel releasing intrauterine system (Mirena) for treatment of heavy menstrual  
              bleeding: cost effectiveness analysis.  BMJ 2011;342:doi:10.1136/bmj.d2202  
Rosenberg L, Zhang Y, Constant D et al. Bone status after cessation of use of injectable progestin contraceptives. Contraception. 2007 Dec;76(6):425-31. Epub 2007 Nov 9. The  
              data suggest that bone loss during IPC use is reversible and that this loss of bone is completely recovered several years after cessation of use. 
              sexualityandU.ca website (supported by SOGC) http://sexualityandu.ca/professionals/index.aspx  
Rott H. Thrombotic risks of oral contraceptives. Curr Opin Obstet Gynecol. 2012 Jun 8. 
Schrager S, Falleroni J, Edgoose J. Evaluation and Treatment of Endometriosis. Am Fam Physician. 2013;87(2):107-113.  
Secura GM, Adams T, Buckel CM, et al. Change in sexual behavior with provision of no-cost contraception. Obstet Gynecol. 2014 Apr;123(4):771-6. 
Sedlak T, Bairey Merz CN, Shufelt C, et al. Contraception in patients with heart failure. Circulation. 2012 Sep 11;126(11):1396-400.  
Shabaan MM, Zakherah MS, El-Nashar SA, Sayed GH. Levonorgestrel-releasing intrauterine system compared to low dose combined oral contraceptive pills for idiopathic  
             menorrhagia: a randomized clinical trial. Contraception. 2011 Jan;83(1):48-54.  
Shaamash AH, et al. A comparative study of the levonorgestrel-releasing intrauterine system Mirena(R) versus the Copper T380Aintrauterine device during lactation: breast- 
             feeding performance, infant growth and infant development. Contraception. 2005 Nov;72(5):346-51. Epub 2005 Jul 6.  
Shaarawy M, et al. Effects of the long-term use of depot medroxyprogesterone acetate as hormonal contraceptive on bone mineral density and biochemical markers of bone  
            remodeling. Contraception. 2006 Oct;74(4):297-302. Epub 2006 Jun 16.  
Shapiro S. Combined hormonal contraceptives and the risk of venous and arterial thromboembolism and cardiovascular death: misuse of automated databases.  
            J Fam Plann Reprod Health Care. 2013 Apr;39(2):89-96.   
Sidneya S, Cheethamb TC, Connell FA, et al. Recent combined hormonal contraceptives (CHCs) and the risk of thromboembolism and other cardiovascular events in new  
            users. Contraception 2013; 87:93-100.  
Sieving RE, McRee AL, McMorris BJ, et al. Prime Time: Sexual Health Outcomes at 24 Months for a Clinic-Linked Intervention to Prevent Pregnancy Risk Behaviors. 
            JAMA Pediatr. 2013 Feb 25:1-8.  
Smoley BA, Robinson CM. Natural Family Planning. Am Fam Physician. 2012 Nov 15;86(10):924-928. 
Speroff, Leon, and Daniel R. Mishell Jr. “The postpartum visit: it’s time for a change in order to optimally initiate contraception.” Contraception 78 (2008): 90-98 
Shufelt CL, Bairey Merz CN. Contraceptive hormone use and cardiovascular disease. J Am Coll Cardiol 2009; 53:221-231. 
SOGC: Nov 2008 Missed Contraceptives: http://www.sogc.org/jogc/abstracts/200811_SOGCClinicalPracticeGuidelines_1.pdf  
SOGC: Society of Obstetricians and Gynaecologists of Canada. Emergency contraception. SOGC clinical practice guideline. J Obstet Gynaecol Can 2012;34:870-8.  
             www.sogc.org/guidelines/documents/gui280CPG1209E.pdf  

         SOGC: Society of Obstetricians and Gynaecologists of Canada. Diane-35 and risk of venous thromboembolism (VTE). Position statement. February 19, 2013.  
                       www.sogc.org/media/documents/medDiane35VTE130219.pdf  

Steiner MJ, Kwok C, Stanback J, et al.  Injectable contraception: what should the longest interval be for reinjections? Contraception. 2008 Jun;77(6):410-4. Epub 2008 Apr 10.  
              Extending the current WHO grace period for DMPA reinjection from 2 to 4 weeks does not increase pregnancy risk and could increase contraceptive continuation.  
Stegeman BH, de Bastos M, Rosendaal FR, et al. Different combined oral contraceptives and the risk of venous thrombosis: systematic review and network meta-analysis.  
               BMJ. 2013 Sep 12;347:f5298.   
Stewart FH, Kaunitz AM, Laguardia KD, et al. Extended use of transdermal norelgestromin/ethinyl estradiol: a randomized trial. Obstet Gynecol. 2005 Jun;105(6):1389-96.  
Sulak PJ, Kuehl TJ, Coffee A, Willis S.  Prospective analysis of occurrence and management of breakthrough bleeding during an extended oral contraceptive regimen. 
            Am J Obstet Gynecol. 2006 Apr 27; [Epub ahead of print]  
Sulak PJ, et al. Frequency and management of breakthrough bleeding with continuous use of the transvaginal contraceptive ring: a randomized controlled trial. Obstet Gynecol.  
            2008 Sep;112(3):563-71.   
Sufrin CB et al. Neisseria gonorrhea and Chlamydia trachomatis screening at intrauterine device insertion and pelvic inflammatory disease.  
            Obstet Gynecol 2012 Dec; 120:1314. 
Sweet MG, Schmidt-Dalton TA, Weiss PM, Madsen KP. Evaluation and management of abnormal uterine bleeding in premenopausal women. Am Fam Physician. 2012  
            Jan 1;85(1):35-43. 
Templeton A, Grimes DA. A Request for Abortion. N Engl J Med 2011; 365:2198-2204. 
Thonneau P, et al. Risk factors for IUD failure: results of a large multicentre case-control study. Hum Reprod. 2006 Oct;21(10):2612-6. Epub 2006 Jun 14. Only a history of  



www.RxFiles.ca 

                                                                                                                                                                                                                                    
            previous IUD expulsion was found to be a risk factor for failure, indicating that these women should have regular medical and echographical follow-up. Comparing the  
            efficacy rate of various types of IUDs, we found a clear advantage for levonorgestrel-releasing devices. 
Trenor, Cameron C, Chung, Richard J., Michelson, Alan D., et al. Hormonal Contraception and Thrombotic Risk: A Multidisciplinary Approach. Pediatrics 2011 127: 347-357.  
Trussell J. Contraceptive failure in the United States. Contraception. 2004 Aug;70(2):89-96.  
Tsai R, Schaffir J. Effect of depot medroxyprogesterone acetate on postpartum depression. Contraception. 2010 Aug;82(2):174-7. Epub 2010 Apr 13. Administration of  
            DMPA in the immediate postpartum period does not appear to predispose women to PPD. 
Van Houdenhoven K, et al. Uterine perforation in women using a levonorgestrel-releasing intrauterine system. Contraception. 2006 Mar;73(3):257-60. Epub 2005 Oct 21.  
van Hylckama Vlieg A, Helmerhorst F M, Vandenbroucke J P, et al. Venous thrombotic risk of oral contraceptives, effects of oestrogen dose and progestogen type: results of  
            the MEGA case-control study. BMJ  2009;339:b2921, doi: 10.1136/bmj.b2921 (Published 13 August 2009)  
Van Vliet HA, Grimes DA, Lopez LM, et al.   Triphasic versus monophasic oral contraceptives for contraception. Cochrane Database Syst Rev. 2011 Nov 9;11:CD003553.    
            The available evidence is insufficient to determine whether triphasic OCs differ from monophasic OCs in effectiveness, bleeding patterns or discontinuation rates. Therefore, we recommend monophasic pills as a first choice for  
                women starting OC use. Large, high-quality RCTs that compare triphasic and monophasic OCs with identical progestogens are needed to determine whether triphasic pills differ from monophasic OCs.  
Westhoff CL, Torgal AH, Mayeda ER, et al. Pharmacokinetics of a combined oral contraceptive in obese and normal-weight women. Contraception. 2010 Jun;81(6):474-80.   
Westhoff CL et al. Body weight does not impact pregnancy rates during use of a low-dose extended-regimen 91-day oral contraceptive.  
             Contraception 2012 Mar; 85:235. (LoSEASONIQUE) 
Wiebe E, Kaczorowski J, Mackay J. Mood and sexual side effects of hormonal contraception: Physicians' and residents' knowledge, attitudes, and practices.  
             Can Fam Physician. 2012 Nov;58(11):e677-83.  
Wiegratz I, Kuhl H. Long-cycle treatment with oral contraceptives. Drugs. 2004;64(21):2447-62.  
Wilailak S, Vipupinyo C, Suraseranivong V, et al. Depot medroxyprogesterone acetate and epithelial ovarian cancer: a multicentre case-control study.  
             BJOG. 2012 May;119(6):672-7. 
Winner B, Peipert JF, Zhao Q, et al. Effectiveness of long-acting reversible contraception. N Engl J Med. 2012 May 24;366(21):1998-2007.   
Woodhams EJ, Gilliam M, In the Clinic: Contraception. Ann Intern Med Oct 2, 2012. ITC4-2. 
Wu C, Grandi S, Filion K, Abenhaim H, Joseph L, Eisenberg M. Drospirenone-containing oral contraceptive pills and the risk of venous and arterial thrombosis: a systematic  
             review. BJOG. 2013 Mar 26.  
Xu H et al. Contraceptive failure rates of etonogestrel subdermal implants in overweight and obese women. Obstet Gynecol 2012 Jul; 120:21. 
 

 

 



 
 
Pearls for post‐menopausal hormone therapy (HT): 

-  without hx of hysterectomy who are on estrogen should use a progestogen to protect against endometrial hyperplasia & carcinoma 
- If last menstrual period < 1yr prior, a sequential combined regimen recommended (e.g. continuous estrogen with 12‐14 days progestogen/month) 
- If last menstrual period > 1yr prior,  who wish to avoid monthly withdrawal bleed, may start continuous combined regimen 
- If breakthrough bleeding occurs following switch to continuous combined & does not settle within 3‐6months, consider switch back to sequential for 1 or more years 
- If bleeding is heavy or erratic on sequential regimen, consider  dose of progestagen (e.g. double) 
- Persistent bleeding beyond 6 months warrant referral/investigation 
- 90% of  persisting with regimens will eventually be bleed free 
- If AEs 2 to progestagen (mood swings, PMS like effects, androgenic effects), may  dose by ½ &/or  duration to 7 ‐10 days 
- HT prescribed before age 60 has a favorable benefit/risk profile 
- If using HT after age 60 lower doses (lowest effective dose) especially prudent due to gradually increasing risk 
- Venlafaxine (75mg/day) was equal to low dose estrogen (estradiol 0.5mg/day) for treatment of vasomotor symptoms in a RCT.Joffe H et al., 2014.  
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63-69 
Medical Letter. Bioidentical Hormones. May 31, 2010. 
Menopause: The Journal of The North American Menopause Society Vol. 17, No. 2, pp. 242/255. 
FDA press release: http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/2008/ucm116832.htm 
Pattimakiel L, Thacker HL. Bioidentical hormone therapy: Clarifying the misconceptions. Cleve Clin J Med. 2011 Dec;78(12):829-36.  
 
Links: 
NAMS: Position Statements: http://www.menopause.org/aboutmeno/consensus.aspx  
The North American Menopause Society www.menopause.org  
National Library of Medicine, MedlinePlus www.nlm.nih.gov/medlineplus/menopause.html  
 



 
 
 
 
 
 
TSH Trimester Specific Targets for Hypothyroidism  
The 2011 American Thyroid Association (ATA) Guideline recommends a first trimester TSH target of <2.5mIU/L, and second & third trimester TSH targets of <3mIU/L.12  These goals are 
often attainable with an increase in the levothyroxine dose, especially when the targets are met in early pregnancy. However, in clinical practice, there may be the rare occasion when it is 
difficult to reach the second & third trimester TSH target of <3mIU/L.  This may occur when the levothyroxine dose required to achieve a TSH <3mIU/L results in symptoms of 
hyperthyroidism (e.g. maternal palpitations, failure to gain weight in either mother and/or fetus, or the development of maternal mood disorders).  It may also result when pregnant 
patients are non‐compliant with their levothyroxine as they are hesitant to take medications or increase their doses during pregnancy.  In these rare situations, if a second and third 
trimester TSH <3mIU/L cannot be tolerated or attained, a TSH of <3.5mIU/L may be reasonable. 
 
In 2012, the ATA & American Association of Clinical Endocrinologists released guidelines suggestion the following TSH targets: first trimester ≤ 2.5mIU/L, second trimester ≤ 3mIU/L & 
third trimester ≤ 3.5mIU/L.12 
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                                                               these supplements taken alone and in combination in patients with painful knee osteoarthritis (WOMAC Pain 125-400 mm) treated at 16 academic medical centers in the U.S. The response rate for all patients was  
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Complementary and alternative medicine-what people 50 are using & discussing with their doctor Jan/07 Nearly two-thirds of older people in the U.S. use complimentary or alternative therapies, but less than a third of the users discuss the practice with  
                                                              their physicians, according to a survey commissioned by the NIH and the AARP. The survey was based on interviews last year with about 1600 people aged 50 and older. The leading reason people said they don’t  
                                                              discuss alternative therapies -- which include herbal and dietary supplements, massage, and chiropractic manipulation -- is that physicians never ask. Others said, among other reasons, that they did not know they should  
                                                              or they did not have enough time during the office visit. In addition, nearly 75% of respondents report taking one or more prescription medications, and nearly 60% said they take over-the-counter medications. 
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                                                 disposition of docetaxel. However, it cannot be excluded that garlic decreases the clearance of docetaxel in patients carrying a CYP3A5*1A allele. 
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Denham Bryan E. Dietary Supplements—Regulatory Issues (DSHEA) and Implications for Public Health. JAMA. 2011;Published online July 5, 2011. doi:10.1001/jama.2011.982 
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                                                            (SAMe) appear to be effective in treating pain, but even these data are limited and potentially subject to bias in favor of publishing positive results. (LOE = 1a-)  
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                                                       the treatment of liver disease. Of the 4 products evaluated in this review -- Phyllanthus, Silybum marianum (milk thistle), glycyrrhizin (licorice root extract), and Liv 52 (a  mixture of  
                                                       herbs) -- available evidence supports only the use of the licorice root extract in the treatment of subacute liver failure and the prevention of hepatocellular carcinoma in patients with  
                                                       chronic hepatitis C. (LOE = 2a) )  



 

DMAA: July 25/12- Manufacturers of some sports supplements are falsely claiming a compound known as DMAA is a natural substance derived from geraniums, researchers say.  Instead, research  
                                                   shows that DMAA is synthetic, consisting of four compounds called stereoisomers. DMAA (1,3-dimethylamylamine) is a stimulant found in some nutritional and sport  
                                                   supplements. 
Dodge HH, Zitzelberger T, Oken BS, et al. A randomized placebo-controlled trial of ginkgo biloba for the prevention of cognitive decline. Neurology. 2008 Feb 27; [Epub ahead of print] n=118 42 month In unadjusted  
                                                      analyses, ginkgo biloba extract (GBE) neither altered the risk of progression from normal to Clinical Dementia Rating (CDR) = 0.5, nor protected against a decline in memory function.  
                                                      Secondary analysis taking into account medication adherence showed a protective effect of GBE on the progression to CDR = 0.5 and memory decline. 
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Effect of Gamma-Linolenic Acid on the Transcriptional activity of the Her- 2/neu (erbB-2) oncogene. Journal of the National Cancer Institute, Vol. 97, No. 21, November 2, 2005, p. 1611-1615. 
Elderberry extract has long been used as a folk remedy for cold and influenza symptoms. A recent randomized trial provides evidence for its efficacy (level 2 [mid-level] evidence). During the spring  
                                                     2009 influenza season in China, 64 patients with ≥ 3 influenza-like symptoms (fever, headache, myalgias, coughing, nasal mucus discharge, nasal congestion) were randomized within 24  
                                                     hours of symptom onset to elderberry extract lozenge (175 mg) vs. placebo orally 4 times daily for 2 days. After 48 hours, the rate of complete symptom relief was higher in the  
                                                     elderberry group (28% vs. 0%, no p value reported), with at least some symptom relief (only 0-2 mild symptoms remaining) reported in 88% vs. 16% for placebo (no p value reported).  
                                                     Elderberry extract was associated with significantly improved symptom severity scores for headache, nasal congestion, muscle aches, and fever at 24 hours (p < 0.001) and for all  
                                                     symptoms at 48 hours (p < 0.001). The elderberry group had higher symptom scores at baseline, however, suggesting that the groups may have been at different stages in their overall  
                                                     illness course despite randomization within 24 hours (Online J Pharmacol Pharmacokin 2009;5:32). 
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Fava M, Alpert J, et al. A Double-blind, Randomized Trial of St John's Wort, Fluoxetine, and Placebo in Major Depressive Disorder. J Clin Psychopharmacol. 2005 Oct;25(5):441-447.  
FDA May 2007 FDA chemical analysis revealed that Energy Max contains thione analog of sildenafil, a substance with a structure similar to sildenafil, the active ingredient in Viagra, an FDA- 
                                                    approved drug for ED.Substances like this are called analogs because they have a structure similar to another drug and may cause similar side effects and drug  
                                                    interactions. True Man contains a thione analog of sildenafil or piperadino vardenafil, an analog of vardenafil, the active ingredient in Levitra, another FDA-approved  
                                                    prescription drug for ED. Neither the thione analog of sildenafil nor piperadino vardenafil are components of approved drug products.  
FDA Feb/08 Palo Alto Labs and FDA notified consumers and healthcare professionals of a voluntary nationwide recall of two dietary supplements, Aspire36 and Aspire Lite. The products were  
                                                    recalled because they were found to contain Aildenafil in trace amounts and Dimethyl sildenafil thione, an analog of Sildenafil, a drug used to treat erectile dysfunction.  
FDA Mar/08 The U.S. Food and Drug Administration is advising consumers not to purchase or use "Blue Steel" or "Hero" products, marketed nationally as dietary supplements, because these products  
                                                    contain undeclared ingredients similar to sildenafil. 
FDA April/08 Herbal Science International, Inc. and FDA informed consumers and healthcare professionals of a nationwide recall of twelve dietary supplements that contain ephedra, aristolochic  
                                                    acid or human placenta because they may present a serious health hazard to consumers. FDA has long regarded dietary supplements containing ephedra, a botanical that  
                                                    contains ephedrine alkaloids, as a potential health hazards because the alkaloid raises blood pressure and otherwise stress the circulatory system. 
FDA May/08 is requesting that the manufacturer of Xiadafil — an "all natural" dietary supplement sold to treat erectile dysfunction — recall all its stock from natural food stores & discontinue  
                                                    marketing it on the Web since it contains an analog of sildenafil. 
FDA May/08 notified consumers and healthcare professionals that supplement products sold under the brand name of Viril-ity Power (VIP) Tablets is being recalled because one lot was found to  
                                                    contain a potentially harmful undeclared ingredient, hydroxyhomosildenafil, an analog of sildenafil. 
FDA May/08 The US Food and Drug Administration advised consumers not to use the products Total Body Formula in Tropical Orange and Peach Nectar flavours, and Total Body Mega Formula in  
                                                     Orange/Tangerine flavour, because they contain high doses of selenium and chromium. 
FDA July/08 Jack Distribution, LLC issued a voluntary nationwide recall of selected lots of Rize 2 The Occasion Capsules and Rose 4 Her Capsules, marketed as dietary supplements. The products  
                                                    were recalled because certain lots contained thiomethisosildenafil, an undeclared analog of sildenafil, a FDA-approved drug used for Erectile Dysfunction. 
FDA July/08 not to buy or use Viapro 375mg Capsules because one lot of the product was found to contain a potentially harmful undeclared ingredient, thio-methisosildenafil, an analog of sildenafil. 
FDA Nov/08 Balanced Health Products, Inc. announced a recall of STARCAPS due to the presence of an undeclared drug ingredient, Bumetanide. Bumetanide is a diuretic indicated for the treatment  
                                                     of edema associated with congestive heart failure, hepatic and renal disease including nephrotic syndrome. 
FDA Nov/08 Fashion Sanctuary announced a recall of Zhen De Shou Fat Loss Capsules because FDA analysis found the product to contain undeclared sibutramine, an FDA approved drug used as an  
                                                     appetite suppressant for weight loss. 
FDA Dec/08 alerted consumers not to purchase or consume more than 25 different products marketed for weight loss because they contain undeclared, active pharmaceutical ingredients that  
                                                     may put consumers' health at risk. The undeclared active pharmaceutical ingredients in some of these products include sibutramine (a controlled substance), rimonabant  
                                                    ( a drug not approved for marketing in the USA), phenytoin ( an anti-seizure medication), and phenolphthalein (a solution used in chemical experiments and a  
                                                    suspected cancer causing agent). The weight loss products, some of which are marked as "dietary supplements," are promoted and sold on various web sites and in some  
                                                    retail stores.  FDA advises consumers who use the products to stop taking them and consult their healthcare professional immediately as the health risks posed by these  
                                                    products can be serious (for example, high blood pressure, seizures, tachycardia, palpitations, heart attack or stroke). FDA also encourages consumers to seek guidance  
                                                   from healthcare professional before purchasing weight loss products. See the FDA News Release for a listing of the names of the 25 referenced products.  Read the  
                                                   MedWatch 2008 safety summary, including links to the News Release and Questions and Answers, at: http://www.fda.gov/medwatch/safety/2008/safety08.htm#Weight  
FDA Jan/09 notified consumers not to take Venom HYPERDRIVE 3.0, a product sold as a dietary supplement but containing sibutramine. 
FDA Apr/09: ABC Beauty Supply & FDA notified consumers and healthcare professionals of a recall of 34 dietary supplement products. FDA lab analyses identified undeclared sibutramine, an  
                                                    FDA- approved drug, used as an appetite suppressant for weight loss. http://www.fda.gov/oc/po/firmrecalls/universalabc04_09.html  
FDA Apr/09 Nature & Health Co. and FDA notified healthcare professionals of a recall of a supplement product, Libimax. FDA analysis found the product contains tadalafil 
FDA May/09 warned consumers to immediately stop using Hydroxycut products by Iovate Health Sciences, Inc. Hydroxycut products are associated with a number of serious  
                                              liver injuries. Hydroxycut products are dietary supplements that are marketed for weight-loss, as fat burners, as energy-enhancers, as low carb diet  
                                              aids, and for water loss under the Iovate and MuscleTech brand names. FDA has received 23 reports of serious health problems ranging from  
                                              jaundice and elevated liver enzymes, an indicator of potential liver injury, to liver damage requiring liver transplant. One death due to liver failure  
                                              has been reported to FDA. Other health problems reported include seizures; cardiovascular disorders; and rhabdomyolysis, a type of muscle damage  
                                              that can lead to other serious health problems such as kidney failure.  
FDA June/09 notified consumers and healthcare professionals to discontinue use of three Zicam Nasal Gel/Nasal Swab products sold over-the-counter as cold remedies because  
                                              they are associated with the loss of sense of smell that may be long-lasting or permanent.  
FDA July/09 and  Haloteco notified healthcare professionals and consumers of a nationwide voluntary recall of Libipower Plus. Lab analysis of Libipower Plus samples were  
                                              found to contain undeclared Tadalalafil. 
FDA July/09 notified healthcare professionals that four weight loss dietary supplements sold and marketed by the firm (Slimbionic, One Weight Loss Pill, SlimDemand  
                                              Capsules, Botanical Weight Loss) contain sibutramine. 
FDA Aug/09  not to use body-building products marketed as containing steroids or steroid-like substances. The affected products are TREN-Xtreme, MASS Xtreme, ESTRO  
                                               Xtreme, AH-89-Xtreme, HMG Xtreme, MMA-3 Xtreme, VNS-9 Xtreme, and TT-40-Xtreme.. 



 

FDA Nov/09 notified consumers that Stiff Nights, a product sold as a dietary supplement, contains sulfoaildenafil, a chemical similar to sildenafil (Viagra). 
FDA Nov/09 & GMP Herbal Products notified consumers and healthcare professionals of a recall of Pai You Guo, a weight loss dietary supplement, due to the presence  
                                               sibutramine & phenolphthalein. 
FDA Nov/09  & RockHard Laboratories notified consumers that RockHard Weekend, a product sold as a dietary supplement, contains sulfoaildenafil, an analogue of sildenafil. 
FDA Nov/09 & IDS Sports notified consumers that five of the IDS's dietary supplement products (Bromodrol, Dual Action Grow Tabs, Grow Tabs, Mass Tabs, and Ripped  
                                              Tabs TR) contain the following undeclared substances, which FDA considers to be steroids: “Madol,” “Turinabol,” “Superdrol,” &/or  
                                               “Androstenedione.” 
FDA Dec/09 for S-DROL: a voluntary recall by the manufacturer of one lot (lot# 810481, expiry date 01/2012) of S-DROL after FDA testing found it to contain undeclared  
                                               desoxymethyltestosterone. 
FDA Dec/09 warned consumers to stop using bodybuilding products manufactured by American Cellular Labs after they were found to contain unauthorized synthetic steroids in  
                               TREN-Xtreme, MASS Xtreme, ESTRO Xtreme, AH-89-Xtreme, HMG Xtreme, MMA-3 Xtreme, VNS-9 Xtreme, TT-40-Xtreme. 
FDA Dec/09 warned that Atlas Operations, Inc. notified consumers of a nationwide recall of the company's dietary supplements for sexual enhancement. These products are  
                                                sold as dietary supplements throughout the USA. FDA lab analyses found that the products tested from certain batches contain Sulfoaildenafil. 
FDA Dec/09 The Texas Department of State Health Services and FDA notified healthcare professionals and consumers, especially pregnant or breastfeeding women, to avoid  
                                                 consuming a product called “Nzu”, taken as a traditional remedy for morning sickness,because of the potential health risks from high levels of lead  
                                                 and arsenic, noted on laboratory analysis by Texas DSHS. Nzu, which is sold at African specialty stores is also called Calabash clay, Calabar  
                                                 stone, Mabele, Argile and La Craie. It generally resembles balls of clay or mud and is usually sold in small plastic bags with a handwritten label  
                                                 identifying it as “Nzu” or “Salted Nzu.” 
FDA Jan/10 & MuscleMaster(dot)com, Inc. notified consumers and healthcare professionals of the voluntary nationwide recall of all lots and expiration dates of the seventeen  
                                                 dietary supplements listed in the firm press release, sold between June 1, 2009 and November 17, 2009. FDA informed MuscleMaster(dot)com that  
                                                 it believes that the recalled products contain ingredients that are steroids. 
FDA Jan/10 notified consumers and healthcare professionals about a counterfeit and potentially harmful version of Alli 60 mg capsules (120 count refill kit). The counterfeit  
                                                 version contained the controlled substance sibutramine and did not contain orlistat, the active ingredient.  
FDA Mar/10 & Natural Wellness notified consumers that MasXtreme, a product sold as a dietary supplement contains aildenafil close in structure to sildenafil and is expected  
                                                  to possess a similar pharmacological and adverse event profile as well as the drug phentolamine which is an alpha-adrenergic blocker. 
FDA Apr/10 & Kanec USA notified healthcare professionals of a nationwide recall of Stud Capsule For Men [Lot #060607-01/060108-01, Exp 6-2013], after being informed  
                                                  by FDA that laboratory analysis of a sample found the product to be adulterated with sildenafil, an FDA approved drug.   
FDA May/10 notified healthcare professionals, their patients, and consumers not to consume Vita Breath, a dietary supplement manufactured by American Herbal Lab and  
                                                  marketed at health fairs and on the Internet, because the product may contain hazardous levels of lead.  
FDA June/10 Magic Power Coffee:  Product marketed as a dietary supplement for sexual enhancement contains the drug ingredient hydroxythiohomosildenafil. 
FDA July/10 analysis of Que She found that it contains:  fenfluramine – a stimulant drug withdrawn from the U.S. market in 1997 after studies demonstrated that it caused  
                                                serious heart valve damage, propranolol – a prescription beta blocker drug that can pose a risk to people with bronchial asthma and certain heart  
                                                conditions, sibutramine – a controlled substance and prescription weight loss drug, sibutramine was the subject of a recent study whose preliminary  
                                                findings showed an association between sibutramine use and increased risk of heart attack and stroke in patients who have a history of heart  
                                                disease, & ephedrine – a stimulant drug that is legally marketed over-the-counter for temporary relief of asthma but can pose a risk to people with  
                                                certain cardiovascular conditions.  

       FDA Aug/10 lab analysis of Solo Slim was found to contain the undeclared drug ingredient Didesmethyl Sibutramine.  
FDA Aug/10 lab analysis of Revivexxx Extra Strength was found to contain undeclared tadalafil. 
FDA Aug/10 notified Novacare LLC that certain products appear to contain sulfoaildenafil: Stiff Nights, Aziffa, Size Matters, Erex, Mojo, Hard Drive, Eyeful, Red Magic,  
                                                Straight Up, Zotrex, Monster Excyte, WOW, Xaitrex, Verect, Prolatis, Xytamax, Maxyte, Libidinal, OMG, OMG45, and Zilex (with  
                                                Golden Spear) summers.  

       FDA July/10 lab analysis of Slim-30 Herb Supplement distributed by the company was found to contain undeclared N-Desmethyl Sibutramine and traces of Sibutramine.  
       FDA July/10 & Good Health, Inc. is conducting a voluntary recall after FDA lab analyses found that the product tested from certain batches of Vialipro contain Sulfoaildenafil.  

FDA July/10 lab analysis of this herb supplement, Joyful Slim Herb Supplement, was found to contain the undeclared drug, desmethyl sibutramine. 
FDA July/10 warned consumers not to consume or use Miracle Mineral Solution, an oral liquid solution also known as "Miracle Mineral Supplement" or "MMS."  
                                                 The product, when used as directed, produces an industrial bleach.  
FDA July/10 notified consumers that lab analysis of lots of ejaculoid XXTREME and stimuloid II found that the products, sold as dietary supplements, contain sulfoaildenafil FDA Aug/10 had Lab analysis of Mr. Magic to contain  
                                                  hydroxythiohomosildenafil and sulfoaildenafil. 
FDA Aug/10 analyzed TimeOut and determined that it contains hydroxythiohomosildenafil. 
FDA Sep/10: Products marketed as dietary supplements contain aromatase inhibitors, commonly known as “ATD.” Adverse events associated with the use of aromatase  
                                                inhibitors could include the following: decreased rate of bone maturation and growth, decreased sperm production, infertility, aggressive  
                                               behavior, adrenal insufficiency, kidney failure, and liver dysfunction. Advanced Muscle Science (Arom-X, Arom-X UTT, Arom-XL, 4-AD, and  
                                               Decavol), ArimaDex, Clomed, Off Cycle II Hardcore, iForce – Reversitol. 
FDA Oct/10 advised consumers to avoid “chelation” products that are marketed over-the-counter (OTC) to prevent or treat diseases. There are serious safety issues associated  
                                                with chelation products. Depending on the condition, when relying on unproven OTC chelation products to treat serious conditions, patients may  
                                                delay seeking effective medical care. Even when used under medical supervision, these products can cause serious harm, including dehydration,  
                                                kidney failure, and death.  
FDA Nov/10 ISSUE: Lab analysis has found Duro Extend Capsules for Men to contain Sulfoaidenafil, an analogue of Sildenafil. 
FDA Dec/10 warned consumers not to use Man Up Now capsules, marketed as a dietary supplement for sexual enhancement, because FDA analysis determined that the product  
                                                 contains sulfoaildenafil. 
FDA Dec/10 notified the public that testing determined that RockHard Weekend Lot Numbers 100159 and 100260 sold as blister packs, 3ct bottles and 8ct bottles &  



 

                                                 Pandora Lot Numbers 100378 sold as blister packs & Passion Coffee contain an analogue of sildenafil.   
FDA Dec/10 has received multiple reports of adverse events associated with the use of Fruta Planta, including several cardiac events and one death. FDA laboratory analysis  
                                                 confirmed that Fruta Planta contains sibutramine. 
FDA Jan/11  laboratory analysis confirmed that Celerite Slimming Capsules contain sibutramine 
FDA Mar/11 lab analysis of Svelte 30 orange & gray capsules determined that the product contains Sibutramine. 
FDA Mar/11 notified Biotab Nutraceuticals, Inc. that two lots of counterfeit product purporting to be Extenze contain undeclared drug ingredients. Specifically, lot 0709241  
                                                 contains tadalafil and sildenafil, and lot 0509075 contains tadalafil and sibutramine. 
FDA Mar/11 laboratory analysis confirmed that Black Ant contains sildenafil. 
FDA Mar/11 : USA Far Ocean Group, Inc. issues voluntary nationwide recall of U-Prosta, a product marketed as a dietary supplement that contains undeclared terazosin.   
FDA Mar/11 ISSUE: Tested samples of Soladek contained levels of vitamin A and vitamin D that were many times the recommended daily allowances for these vitamins. 
FDA Mar/11 laboratory analyses of Celerite Slimming Tea: Recall - were found to contain undeclared Sibutramine. 
FDA Mar/11 ISSUE: FDA lab analysis of X-Hero found the product contains sulfosildenafil, the analogue of the active ingredient of an FDA-approved drug. In addition, FDA  
                                                  analysis of Male Enhancer sample found the product contains tadalafil. 
FDA Apr/11 Lab analyses of Best Enhancer found that the product contain Sulfoaildenafil. 
FDA Apr/11 “U-Prosta Natural support for prostate health” is being voluntarily recalled in Canada by Sunnylife International Inc. after the U.S. Food and Drug  
                                                Administration (FDA) found the product contains undeclared terazosin. 
FDA May/11 Regenerect: Recall - Undeclared Drug Ingredient of lab confirmed the presence of Sulfoaildenafil. 
FDA May/11 laboratory analysis confirmed that “Slim Xtreme Herbal Slimming Capsule” contains sibutramine. 
FDA June/11 lab analyses found Via Xtreme Ultimate Sexual Enhancer Dietary Supplement for Men to contain sulfoaildenafil methanesulfonate. 
FDA June/11 Nature Relief and FDA notified the public of a recall of Nature Relief Instant Wart and Mole Remover.  FDA has advised that the active ingredient, calcium  
                                                 oxide, can cause severe burns of the skin, particularly to areas of thin or sensitive skin, such as the face, area around the eyes, and genitalia. 
FDA July/11 is advising consumers not to purchase or use “Slim Forte Slimming Capsules,” “Slim Forte Slimming Coffee,” and “Botanical Slimming Soft Gel  
                                                 & Slim Forte Double Power Slimming Capsules. FDA laboratory analysis confirmed that these products contain sibutramine.  
FDA Oct/11 notified the manufacturer that lab analyses found that the product; Uprizing 2.0 , sold as a testosterone booster, contains superdrol, a synthetic steroid, making it an  
                                                  unapproved new drug. 
FDA Nov/11 lab analysis for Lot 10090571 found Virility Max to contain sulfoaildenafil. 
FDA Dec/11 Eclectic Institute is voluntarily recalling specific lots of its freeze-dried capsules containing Gotu Kola (Centella asiatica) and Bladderwrack (Fucus vesiculosus)  
                                               capsules because of potential Salmonella contamination. 
FDA Feb/12 Healthy People Co. notified the public of a recall of the company’s dietary supplements sold under the brand names Healthy People Co. FDA lab analysis confirmed  
                                               the presence of Sibutramine and Tadalafil, making these products unapproved new drugs. (Mince Belle Dietary Supplement, PERFECT Men  
                                              Dietary Supplement , EVERLAX Dietary Supplement, EVER Slim Dietary Supplement, Herbal Drink Acai-man Mangosteen Dietary Supplement,  
                                              EVER SLIM Shake Mix Dietary Supplement) 
FDA Feb/12 Regeneca, Inc. notifed the public of a nationwide recall of RegenArouse, Lot Number 130100. FDA lab analysis confirmed the presence of Tadalafil. 
FDA Feb/12 is advising consumers not to purchase or use “Hard Ten Days,” & “Man King” a product for sexual enhancement sold on various websites.  FDA laboratory  
                                               analysis confirmed that “Hard Ten Days” contains sildenafil 
FDA Feb/12 is advising consumers not to purchase or use “Japan Weight Loss Blue,” a product for weight loss sold on various websites, laboratory analysis confirmed that  
                                              “Japan Weight Loss Blue” contains sibutramine, analogs of sibutramine, and ephedrine alkaloids.  
FDA Mar/12 notified healthcare professionals and warned consumers not to use skin creams, beauty and antiseptic soaps, or lotions that might contain mercury. The products  
                                               are marketed as skin lighteners and anti-aging treatments that remove age spots, freckles, blemishes and wrinkles. Adolescents also may use these  
                                                products as acne treatments. 
FDA Apr/12 laboratory analysis confirmed that “Japan Rapid Weight Loss Diet Pills Yellow” contains sibutramine and phenolphthalein.   
FDA Apr/12 laboratory analysis confirmed that “France T253” contains sildenafil. 
FDA Apr/12 is advising consumers not to purchase or use “X-Rock,” a product for sexual enhancement manufactured by CRM Laboratories and sold on various websites,  
                                                 including www.xrockme.com.  FDA laboratory analysis confirmed that “X-Rock” contains sildenafil and hydroxythiohomosildenafil. 
FDA Apr/12 laboratory analysis confirmed that “Instant Hard Rod” contains aminotadalafil. FDA laboratory analysis confirmed that “ZenMaxx” contains aminotadalafil.  
                                                 FDA laboratory analysis confirmed that “RigiRx Plus” contains aminotadalafil. 
FDA May/12 is advising consumers not to purchase or use “VMaxx Rx,” a product for sexual enhancement sold on various websites, including www.vmaxxrx.com.   
                                                 FDA laboratory analysis confirmed that “VMaxx Rx” contains the undeclared ingredient sulfoaildenafil.  FDA is also advising consumers not to  
                                                 purchase or use “Boost — Ultra Sexual Enhancement Formula.”  This product is promoted and sold on various websites, including  
                                                 www.boostultra.biz. FDA laboratory analysis confirmed that “Boost—Ultra Sexual Enhancement Formula” contains sildenafil. FDA is also  
                                                 advising consumers not to purchase or use “Firminite,” a product for sexual enhancement sold on various websites,  
                                                 including www.firminite.com.  FDA laboratory analysis confirmed that “Firminite” contains tadalafil. 
FDA May/12 West Coast Nutritionals, Ltd. is conducting a recall of all lots of their dietary supplements Firminite, Extra Strength Instant Hot Rod, and Libidron to the  
                                                 consumer level. An FDA lab analysis of Firminite was found to contain undeclared Tadalafil.  
FDA May/12  is advising consumers not to purchase or use “EreXite,” a product for sexual enhancement sold on various websites, including www.amazon.com.  
                                                 FDA laboratory analysis confirmed that “EreXite” contains tadalafil. 
FDA June/12 cautioned late last week against using Reumofan Plus, a dietary supplement marketed as a "natural" pain reliever for arthritis, osteoporosis, and other conditions. The drug, which is made  
                                                         in Mexico but available online, contains unlabeled and potentially harmful pharmaceutical ingredients: diclofenac, methocarbamol & sometimes dexamethasone.                      
                                                         (Dec/12 FDA: Reumofan Plus is being relabeled and sold under the name “WOW.” ) 
FDA June/12 Botanical Laboratories Inc. and FDA notified consumers and healthcare professionals of a recall of Wellesse Digestive 3 in 1 Health liquid dietary supplement. A supplier of one of the  
                                                          ingredients indicated the ingredient has the potential to be contaminated with Salmonella. 
FDA Aug/12 CRM Laboratories is conducting a consumer/user level recall of all X-ROCK 3 Day Pill For Men and Z-ROCK products sold between October, 2011 and April, 2012. Finished product of  



 

                                                          X-ROCK 3 Day Pill for Men and Z-ROCK was tested and found to contain an analogue of an ingredient in an FDA-approved drug. Analytical tests conducted by  
                                                          the FDA concluded that the products contained sildenafil and hydroxythiohomosildenafil. 
FDA Aug/12 is issuing an updated alert that Reumofan Plus and Reumofan Plus Premium contain undeclared active ingredients found in prescription drugs that should be used only under the  
                                                          supervision of a health care professional. It contains Diclofenac Sodium and Methocarbamol. 
FDA Sep/12 Brand New Energy and FDA notified the public of a recall of all lot codes of EphBurn 25. One lot of EphBurn 25  sampled by the FDA was found to contain ephedrine alkaloids, making  
                                                           it an unapproved drug.  
FDA Sep/12: Body Basics Inc. announced that it is conducting a voluntary nationwide recall of ACTRA-Sx 500 Dietary Supplement Capsules, Lot 008-A, Expiration December 2013.  The Company,  
                                                           through independent lab analysis, has confirmed the presence of Sildenafil Citrate. 
FDA Sep/12 is warning consumers not to use Intestinomicina, a drug product manufactured in El Salvador, because it contains the prescription drug ingredient, Chloramphenicol. 
FDA Sep/12 Evol Nutrition Associates, Inc./Red Dawn (“Evol Nutrition”) notified the public of a nationwide recall of all lots of two dietary supplement products distributed by the company under the  
                                                           names Mojo Nights and Mojo Nights for Her to the consumer level. Testing by the FDA revealed the presence of undeclared tadalafil and sildenafil in Mojo  
                                                           Nights (Evol Nutrition is also recalling Mojo Nights for Her).  
FDA Oct/12 is advising consumers not to purchase or use “Ultimate Formula Bee Pollen Capsules (Ultimate Formula),” or  “Zi Xiu Tang Bee Pollen Capsules,” also referred to as  
                                                          “Zi Xiu Tang Beauty, Face & Figure Capsule,”  a product promoted and sold for weight loss because they contain sibutramine.  
FDA Dec/12: Libigrow, Libigrow XXXtreme, Blue Diamond, Blue Diamond Platinum, Mojo Nights, Mojo Nights Supreme, And Casanova: Recall - Undeclared Ingredients Sulfoaildenafil  
                                                           and Thioaildenafil. 
FDA Dec/12 is advising consumers not to purchase or use “SLIMDIA Revolution,” a product promoted and sold for weight loss on various websites, including www.pinkfatty.com, and in some retail  
                                                           stores since it contains Sibutramine. 
FDA Jan/13 is advising consumers not to purchase or use “MAXILOSS Weight Advanced,” a product promoted and sold for weight loss on various websites, includingwww.dreamlifeweightloss.com,  
                                                            and in some retail stores since it contains sibutramine. 
FDA Jan/13 Freedom Trading is conducting a voluntary consumer recall of a product sold as a dietary supplement under the brand name of Super Power. This product was sold between August 2012  
                                                            and January 2013 nationwide & the products contained trace amounts of sildenafil.  
FDA Feb/13 Olaax Corp announced a nationwide recall of the company's dietary supplement sold under the brand name Maxiloss Weight Advanced Softgels to the user level, because FDA testing  
                                                           found the Maxiloss Weight Advanced product to contain Sibutramine.  
FDA Mar/13  Green Planet, Inc. notified the public of a recall of its dietary supplement product Night Bullet. Analytical tests conducted by the FDA found that the product contains trace amounts of  
                                                           Sulfohydroxyhomosildenafil and Aminotadalafil, which are analogues of sildenafil.  
FDA Apr/13 laboratory analysis confirmed that “Ninja Mojo”&  “Love Rider”  contains tadalafil. FDA also confirmed that “AFFIRM XL” contains the undeclared ingredient sulfoaildenafil.  
FDA Apr/13 Consumer Concepts, Inc. notified the public of a consumer/user level recall of all ROCK-It MAN Male Enhancement Capsules sold between October, 2012 and April, 2013. Analytical  
                                                           tests conducted by the FDA concluded that the product contained hydroxythiohomosildenafil. 
FDA Apr/13 Affirm XL, Inc. is conducting a voluntary recall to the consumer level after FDA lab analysis testing found the product to contain an analogue of sildenafil.  
FDA Apr/13 says it wants to make sure that supplements containing the stimulant dimethylamylamine (DMAA) are not distributed or sold in the U.S. The agency's action comes after reports of illness  
                                                     and death associated with DMAA-containing supplements. It has warned companies that use of DMAA in dietary supplements is illegal. One company, USPLabs, has  
                                                    defended its use. The company makes "Jack3d," which contains DMAA and is described as a "pre-exercise CNS-carnosine-ATP augmentor." It's sold on the Web. 
FDA Apr/13 laboratory analysis confirmed that “Sex Plus” contains undeclared sildenafil, tadalafil, sulfosildenafil and dimethylacetildenafil. FDA laboratory analysis confirmed that  
                                                    “Zoom-Zooma-Zoom” contains sildenafil, the active ingredient in the FDA-approved prescription drug Viagra. 
FDA May/13 American Lifestyle is announcing that it is conducting a voluntary recall of all lots of Vicerex UPC 893490820087 and Black Ant UPC 4026666142546. Laboratory analysis conducted  
                                                      by the FDA has determined the Vicerex product contains undeclared tadalafil and the Black Ant product contains undeclared sildenafil. 
FDA May/13 is advising consumers not to purchase or use “Bullet Proof,” a product promoted and sold for sexual enhancement on various websites and in some retail stores. FDA laboratory analysis confirmed that “Bullet Proof” contains tadalafil.  Plus Chang  
                                                      Kwung announced today that it is conducting a voluntary nationwide recall of the company’s dietary supplements sold under the brand name Lightning Rod (500 mg per capsule packaged in 3-count, UPC 6 89076 20257 2 and 12- 
                                                    count bottles, UPC 6 89076 20297 8), because FDA testing found the Lightning Rod Capsules to contain an analogue of Sildenafil. 
FDA May/13: BeaMonstar Products notified the public that it is recalling its SexVoltz, Velextra, and Amerect capsules. Laboratory analysis conducted by the FDA on SexVoltz and Velextra has determined these products contain undeclared tadalafil.  
FDA Jun/13 FDA laboratory analysis confirmed that “Bethel 30”, &  “XIYOUJI QINGZHI CAPSULE” & JaDera contains sibutramine. .  
FDA Jun/13 laboratory analysis confirmed that “Reload” ,  “Cave Diver” , "Super Cheetah", “Nights to Remember” , & “X Zen Platinum”, contains  sildenafil. 
FDA Jun/13 A sample of Extreme Body Slim, Fat Zero,  Fruit & Plant Slimming, & Paiyouji Plus all contains silbutramine. 
FDA Jun/13 A sample of Royal Dragon Herbal Tonic Balls contains vardenafil. 
FDA Jun/13 Beta Labs has recalled certain lots of Oxyphen, Phentalene, Phen FX, and Red Vipers because they contain 1,3 dimethylamylamine (DMAA), the FDA announced over the weekend. The products are used as pre-workout stimulants and for weight loss,  
                                                     but the agency has previously warned that DMAA can be dangerous: it can elevate blood pressure and lead to cardiovascular complications. One distributor, GNC, faces FDA seizure of over 3000 cases of two other DMAA-containing  
                                                      products, Jack3d and OxyElitePro. Although the manufacturer of those supplements has ceased production, GNC continues to sell its remaining stocks, according to the New York Times. 
FDA July/13 Clalis, Exten 1300 & MaxTreme Zen contains sildenafil, while MVP Mega contains talalafil. 
FDA July/13 Meizi Revolution, Strawberry Balance contains silbutramine. Silver Sword & Clalis contains sildenafil. 
FDA Aug/13 Volcano Company is recalling all lots of Volcano Male Enhancement Liquid and Volcano Male Enhancement Capsules to the consumer level. FDA test results revealed the Volcano Male Enhancement Liquid has been found to contain undeclared  
                                                     Desmethyl Carbodenafil, Dimethylsildenafil, and Dapoxetine.  
FDA Aug/13 Purity First Health Products is recalling two lots of Healthy Life Chemistry B-50 (100 capsules), one lot of Healthy Life Chemistry Multi-Mineral (200 capsules) and all lot numbers for Healthy Life Chemistry Vitamin C (200 capsules).  
                                                     The B-50 capsules were found on testing by FDA to contain Methasterone (a schedule III controlled substance) and Dimethazine. Testing of the Multi-Mineral and Vitamin C capsules appear to indicate the presence of  
                                                     Dimethyltestosterone. 
FDA Aug/13 Herbal Give Care LLC issued a voluntarily recall of all lots of Esbelin silouttete and Esbelin siloutte Herbal Blend with L-Carnitine (30 Capsules), to the consumer level. The products have been found to contain undeclared Sibutramine,  
                                                     N-Desmethylsibutramine, and N-di-Desmethylsibutramine. 
FDA Aug/13 Bethel Nutritional Consulting, Inc., New York, NY, is voluntarily recalling Quick Thin and Bethel Advance to the consumer level. These products have been found to contain Sibutramine and Phenolphthalein, and may pose a threat to consumers.   
FDA Aug/13 Health and Beyond LLC is voluntarily recalling quantity lots of product Tranquility. The products have been found to contain a trace of Doxepin which is a pharmaceutical for sleep and Chlorpormazine for psychotic disorders. 
FDA Aug/13 CTV Best Group announced that it is conducting a voluntary nationwide recall of all lots of a dietary supplement products distributed by the company under the names BEST SLIM 40 Pills  to the consumer level. Testing by FDA revealed the presence  
                                                    of Sibutramine in Best Slim. 
FDA Aig/13 Herbal Give Care LLC is voluntarily recalling all lots of Esbelder man (30 capsules), Esbelder fem (30 capsules) and Esbelder siloutte (30 capsules) to the consumer level. The products have been found to contain undeclared Sibutramine,  
                                                    N-Desmethylsibutramine, and N-di-Desmethylsibutramine.  
FDA Aug/13: Jack Rabbit Inc. announced that it is conducting a voluntary nationwide recall of one lot of the company's dietary supplement product sold under the name Jack Rabbit. FDA lab analysis of the product was found to contain Sildenafil and Tadalafil. 
FDA Aug/13 laboratory analysis confirmed that Ortiga contains the prescription drug ingredient, diclofenac. 
FDA Aug/13 Hardmenstore.com is voluntarily recalling 1000 lots of 72HP, Evil Root and Pro Power Max at the consumer level. According to representatives of the FDA, 72HP, Evil Root and Pro Power Max have reportedly been found to contain amounts of the  
                                                    PDE-5 Inhibitor, sildenafil. 
FDA Sep/13 Ge Pharma, LLC is recalling Creafuse Powder Grape Lot# GE4568 and Creafuse Powder Fruit Punch Lot #GE4570, because they contain 1,3 dimethylamylamine (DMAA). DMAA is commonly used as a stimulant, pre-workout, and weight loss  
                                                    ingredient in dietary supplement products. 
FDA Sep/13 laboratory analysis confirmed that Shou Fu Ti Tun Guo Xiang Xing Jian Fei Jiao Nang contains sibutramine. 



 

FDA Sep/13 is advising consumers not to purchase or use XZone Premium, a product promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that XZone Premium contains sildenafil, tadalafil, and dapoxetine. 
FDA Sep/13 is advising consumers not to purchase or use Wood-E, a product promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that Wood-E contains sildenafil. 
FDA Sep/13 is advising consumers not to purchase or use  Xzen 1200, Xzen Gold or Xzen XPress, products promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that it contains either sildenafil & tadalafil. 
FDA Sep/13 Haute Health, LLC is voluntarily recalling all lots of Virilis Pro, PHUK and Prolifta at the retail and consumer level. Virilis Pro, PHUK and Prolifta have been found to contain amounts of the PDE-5 Inhibitor sildenafil. 
FDA Oct/13 along with the Centers for Disease Control and Prevention (CDC) and the Hawaii Department of Health (DOH), are investigating a growing number of reports of acute non-viral hepatitis in Hawaii. The Hawaii DOH has reported that 24 of these cases  
                                                      share a common link to a dietary supplement product labeled as OxyElite Pro. 
 
FDA Oct/13: B@B Trade, Inc., Florida is voluntarily recalling all lots of Slim Fortune, Lidiy, and Slim Expert to the consumer level. The FDA laboratory analysis of these dietary supplements found to contain undeclared Sibutramine, 
FDA Oct/13 is advising consumers not to purchase or use Perfect Body Solutions or Burn 7. FDA laboratory analyses confirmed that Perfect Body Solutions and Burn 7 contain sibutramine. 
FDA Oct/13 is advising consumers not to purchase or use Dr. Mao Slimming Capsules. FDA laboratory analysis confirmed that Dr. Mao Slimming Capsules contain sibutramine. 
FDA Oct/13 is advising consumers not to purchase or use Bella Vi Insane Amp’d or Bella Vi Amp’d Up & Be Inspired. FDA laboratory analyses confirmed that Bella Vi Insane Amp’d and Bella Vi Amp’d Up contain sibutramine. 
FDA Nov/13:  Fossil Fuel Products, LLC, is recalling lots QL110714A102 and QL110408B046 of “RezzRX.” Laboratory analysis conducted by the FDA determined the RezzRX lot QL110714A102 contains undeclared hydroxylthiohomosildenafil and  
                                                   aminotadalafil and RezzRX lot QL110408B046 contains undeclared hydroxylthiohomosildenafil.  
FDA Nov/13: Jobbers Wholesale is recalling Lot No. KWAKPMC030505175957019 of Rhino 5 Plus, Lot No. JBP-L-1270-70 of Maxtremezen and Lot No. KWAKPMC03050517 of Extenzone. FDA analysis found these products to contain undeclared  
                                                    desmethylcarbondenafil and dapoxetine, making these products unapproved new drugs.  
FDA Nov/13 Vitality Research Labs is recalling lots K58Q and F50Q of VitaliKOR Fast Acting. FDA laboratory analysis on VitaliKOR has determined that this product contains undeclared Vardenafil and Tadalafil. 
FDA Nov/13:  Tendex is voluntarily recalling Lot# F51Q of P-Boost and Lot # F51Q of NatuRECT to the consumer level. FDA laboratory analysis on Lot# F51Q of P-Boost, which the firm also labels as NatuRECT, has determined that this product contains  
                                                    undeclared tadalafil. 
FDA Nov/13 SlimExtra Herbal capsules contain silbutramine. 
FDA Nov/13 Alpha Male contains sildenafil & other analogs. 
FDA Dec/13 IQ Formulations, of Sunrise, Florida is initiating a recall of all lots of its 45-capsule bottles of  Hydravax due to potential inclusion of an unlisted ingredient. The FDA has advised IQ Formulations that an analysis of a sample from one lot of Hydravax  
                                                      (Lot # 2458, Exp # 07/16) revealed the presence of an undeclared ingredient – a diuretic. 
FDA Dec/13 is advising consumers to immediately stop using a product called Mass Destruction, marketed as a dietary supplement for muscle growth. The product is labeled to contain at least one synthetic anabolic steroid and has been linked to at least one  
                                                      reported serious illness. 
FDA Dec/13 laboratory analysis found the Burn 7 Capsules to contain undeclared Sibutramine. 
FDA Jan/14 Midwest Wholesale is voluntarily recalling the following products Boost: Ultra, XZone Gold, Sexy Monkey, Triple MiracleZen Platinum, Magic for Men, "New" Extenze, and New XZen Platinum.  
                                                      FDA analysis found these products to contain undeclared Sildenafil and/or Tadalafil. 
FDA Jan/14 is advising consumers not to purchase or use Magic Slim or  Dream Body Slimming Capsule, products promoted and sold for weight loss and sold on various websites and in some stores, since FDA lab analysis confirmed they contains sibutramine.  
FDA Jan/14: JINQIANGBUDOR Red Dragon & Tiger King contains sildenafil; Bali Mojo & Vimax contains tadalafil; SexRx Contains both sildenafil and tadalafil. 
FDA Jan/14 Citrus Fit Gold, Hot Detox & Thinogenics  contains sibutramine.  Tonic Life BP contains phenolphthalein. 
FDA Mar/14 is advising consumers not to purchase or use Vitaccino Coffee, a product promoted and sold for weight loss. FDA laboratory analysis confirmed that Vitaccino Coffee contains sibutramine. 
FDA Mar/14 Terra-Medica, Inc. is voluntarily recalling 56 lots of Pleo-FORT, Pleo-QUENT, Pleo-NOT, Pleo-STOLO, Pleo-NOTA-QUENT, and Pleo-EX homeopathic drug products in liquid, tablet, capsule, ointment, and suppository forms to the consumer  
                                                        level. FDA has determined that these products have the potential to contain penicillin or derivatives of penicillin. 
FDA Mar/14: New Life Nutritional Center is recalling all lots of “Super Fat Burner capsules, Maxi Gold capsules and Esmeralda softgels” to the user level after FDA analysis revealed the products contain undeclared active pharmaceutical ingredients:  
                                                        sibutramine, phenolphthalein or a combination of both sibutramine and phenolphthalein. 
FDA Mar/14: Bella Vi Insane Bee Pollen Capsules, Bella Vi BTrim Ultimate Boost, Bella Vi BTrim Max, Bella Vi Extreme Accelerator, Bella Vi Insane Amp’d, and Bella Vi Amp’d U, contain silbutramine with or without phenolphthalein. 
FDA Mar/14: Nova Products, Inc. issued a voluntary recall of the following products: African Black Ant (Lot# 2006-000926), Black Ant (Lot# 2006-3627878), XZen Gold (Lot# 130310GL), ZXen Platinum (Lot# 130520PL), XZen 1200 (Lot# 13051012),  
                                                         XZone Gold (Lot# 131110GL), and XZone 1200 (Lot# 13071012) at the retail level. FDA laboratory analysis on these products has determined that they contain undeclared amounts of sildenafil and tadalafil. 

FDA Apr/14: FDA analysis on New You contains silbutramine. 
FDA Apr/14 has tested multiple Zi Xiu Tang Bee Pollen products from various distributors in the United States (US). All products that have been tested, including those that claim to be “genuine” and “anti-counterfeit,” have been found to contain one or both of the  
                                                          undeclared drug ingredients sibutramine and Phenolphthalein. 
FDA Apr/14 laboratory analysis confirmed that Infinity & Lite Fit USA contains sibutramine. 
FDA apr/14 is advising consumers not to purchase or use S.W.A.G, a product promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that S.W.A.G contains sildenafil. 
FDA Apr/14: Nature’s Universe notified the public it is recalling all lots of Thinogenics product sold prior to February 6, 2014 to the user level after FDA analysis revealed that the affected product contained undeclared sibutramine. 
FDA Apr/14: Nano Well-being Health Inc. issued a voluntary recall of Super Arthgold, 500 mg capsules to the consumer level. FDA laboratory analysis has found the product to contain chlorzoxazone, diclofenac and indomethacin. 
FDA May/14 laboratory analysis confirmed that Slim Trim U & Natural Body Solution contains sibutramine.  
FDA May/14: Eugene Oregon, Inc. is voluntarily conducting this recall because FDA analysis of African Black Ant, Black Ant, and Mojo Risen distributed to a third party revealed that the distributed products contained undeclared amounts of the active  
                                      pharmaceutical ingredients sildenafil and tadalafil.   
FDA May/14 is advising consumers not to purchase or use Asset Bee Pollen, a product promoted and sold for weight loss because it contains sibutramine. 
FDA May/14 is advising consumers not to purchase or use Asset Bold, a product promoted and sold for weight loss. FDA laboratory analysis confirmed that Asset Bold contains sibutramine. 
FDA May/14 is advising consumers not to purchase or use MV5 Days, a product promoted and sold for sexual enhancement. FDA laboratory analysis confirmed that MV5 Days contains sildenafil. 
FDA Jun/14: advising consumers not to purchase or use Eyeful  contains hydroxythiohomosildenafil; Liu Bian Li contains sildenafil; Dick’s Hard Up contains tadalafil;  3 Hard Knights contains sildenafil and thiosildenafil;   
                                      Full Throttle On Demand contains propoxyphenyl sildenafil; GoldReallas contains sildenafil and thiosildenafil.  
FDA June/14 laboratory analysis confirmed that Zhen Gong Fu contains sildenafil. 
FDA Jun/14  laboratory analysis confirmed that La Jiao Shou Shen contains sibutramine 
FDA Jun/14 laboratory analysis confirmed that Gold Vigra & Miraculous Evil Root contains sildenafil. FDA laboratory analysis confirmed that Sport Burner & Toxin Discharged Tea  contains fluoxetine. FDA laboratory analysis confirmed that  
                                      Sliming Diet contains sibutramine. 
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Health Canada is warning consumers: Jan/06 African herbal products M2 Formula & Energy 2000 pose potential health  
                                                      risks http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_01_e.html  
Health Canada is warning Aril/06 consumers not to not to use  advises consumers not to use unauthorized products containing anabolic steroids (Five products containing illegal anabolic steroids, as  
                                                       they can potentially cause serious health issues such as liver disorders and heart problems. The five products are: Anabolic Xtreme Superdrol, Methyl-1-P, Ergomax  
                                                       LMG, Prostanozoland, and FiniGenX Magnum Liquid.) 
Health Canada is warning consumers not to not to use Kaizen Ephedrine HCL tablets for weight loss Dec/05 http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2005/2005_138_e.html  
Health Canada is warning consumers not to ingest the herb chaparral in the form of loose leaves, teas, capsules or bulk herbal products because of the risk of liver and kidney problems.  
                                                      Dec/05 http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2005/2005_135_e.html  
Health Canada is warning consumers not to use certain Ayurvedic medicinal products because they contain high levels of heavy metals such as lead, mercury and/or arsenic.  
                               July/05 http://www.hc-sc.gc.ca/english/protection/warnings/2005/2005_80.html  
Health Canada Jan/06 Natural health product Libidfit may pose health risks (promoted for sexual enhancement and erectile dysfunction, but contains an undeclared amount of a pharmaceutical  



 

                                                     ingredient similar to sildenafil) http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_02_e.html  
Health Canada is warning consumers Feb/06: Not to use the Chinese medicinal product White Peony Scar-repairing pills, manufactured in Hong Kong by White Peony Pharmaceuticals Limited, due to  
                                                     high levels of lead. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_05_e.html  
Health Canada is warning consumers Feb/06 not to use 13 Chinese herbal products manufactured by the Hong Kong Chi Chun Tang Herbal Factory due to bacterial contamination that could lead to  
                                                     serious health risks.  http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_08_e.html  
Health Canada advises consumers April/06 not to use Super Fat Burning and LiDa Daidaihua Slimming Capsules for weight loss because they have been found to contain sibutramine  
                                                     http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_15_e.html  
Health Canada is advising consumers Apr/06 not to use unapproved products containing yohimbine or yohimbe bark, including Strauss Energy SIX capsules.  Yohimbine is a prescription substance  
                                                     that can pose serious health risks for people with underlying risk factors. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_16_e.html  
Health Canada is advising consumers Apr/06 not to use unapproved Miracle Bion products as it could be contaminated with bacteria such as E. coli.  
                                                      http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_23_e.html  
Health Canada May/06 is warning consumers not to use the product Nasutra because it has been found to contain the sildenafil (chemical name for Viagra) that could lead to serious health risks,  
                                                      especially for patients with existing medical conditions such as heart problems, those who may be taking heart medications, or those who may be at risk for strokes. 
Health Canada May/06 is advising consumers not to use Ocean Plasma Isotonic Living Water and Ocean Plasma Hypertonic Living Water because they are unapproved products that contain  
                                                      unacceptable amounts of aerobic bacteria. 
Health Canada June/06 is advising consumers not to use four unapproved Ayurvedic medicinal products from India because they contain high levels of lead and/or mercury.  
                                                      http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_46_e.html  
Health Canada July/06 is advising Fat Rapid Loss Capsules (Xin Yan Zi Pai Mei Zi Jiao Nang) because may contain sibutramine  
                                                     http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_55_e.html  
Health Canada July/06 is advising consumers not to use 4 foreign health products due to concerns about possible side-effects: Zhuifeng Tougu Wan & Fufang LuHui Jiaonang, two traditional  
                                                     Chinese medicines that contain toxic levels of mercury; Safi, a herbal product manufactured in India and Pakistan that contains toxic levels of arsenic; and Baike Wan,  
                                                      a herbal product from Malaysia that contains the prescription drugs piroxicam and frusemide, and the over-the- counter drug chlorpheniramine. 
Health Canada Aug/06 is advising consumers not to use Salt Spring Herbals Sleep Well Dietary Supplement because a sample has been found to contain estazolam. 
Health Canada Warns Consumers August 04, 2006 Not To Use Neophase Formula For Men Due To Potential Health Risks which has been found to contain an undeclared ingredient similar to the  
                                                       active pharmaceutical ingredient found in Viagra.  http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_67_e.html  
Health Canada Aug/06 is reminding consumers not to use Miracle II Miracle Neutralizer or any other products exported or sold by Tedco, Inc. of Louisiana because they could contain harmful bacteria. 
                                                        http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_68_e.html  
Health Canada Aug/06 is advising consumers about a possible link between health products containing the herbal medicine black cohosh and liver damage. There have been a number of international  
                                                        case reports of liver damage suspected to be associated with the use of black cohosh, including three case reports in Canada and one published case of death in the  
                                                        United States. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_72_e.html  
Health Canada Aug/06 is advising consumers not to use four foreign health products due to concerns about possible side-effects: Reduce Weight, a proprietary Chinese Medicine marketed as a weight- 
                                                        loss product. Contains the prescription drug sibutramine (the generic name for Meridia) Yixinjiaonang, a proprietary Chinese medicine marketed as a sexual  
                                                        enhancement & erectile dysfunction product, contains the prescription drug tadalafil (the generic name for Cialis) Meng Rong, a proprietary Chinese medicine  
                                                        marketed as a sexual enhancement and erectile dysfunction product, contains the prescription drug sildenafil (the generic name for Viagra) VG, a proprietary Chinese  
                                                        medicine marketed as a sexual enhancement and erectile dysfunction product, contains the prescription drug sildenafil (the generic name for Viagra)  
                                                        http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/fpa-ape/index_e.html  
Health Canada Aug/06 is advising consumers not to use Salt Spring Herbals Sleep Well Dietary Supplement because a sample analyzed by Health Canada has been found to contain the undeclared  
                                                       drug Estazolam. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_82_e.html  
Health Canada Aug/06 is advising consumers not to use two foreign health products due to concerns about possible side-effects: Chao Nongsu Qingzhi Jiaonang (OPC Care) is promoted as a weight- 
                                                        loss product. The product is adulterated with sibutramine and mazindol, two prescription medications used to suppress appetite. Conting Qianweisu Slimming Herbs  
                                                        Capsule is marketed as a weight-loss product. The product is adulterated with sibutramine, a prescription medication used to suppress appetite. 
                                                        http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/fpa-ape/2006/2006_84_e.html   http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/fpa-ape/2006/2006_83_e.html  
Health Canada Sept/06 advises against use of the Ayurvedic medicinal product Jambrulin due to lead content http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_89_e.html  
Health Canada Sept/06 is warning consumers not to use the natural health product Libidus because it contains an undeclared pharmaceutical ingredient, a modified form of vardenafil. 
Health Canada Oct/06 is advising consumers not to use the unauthorized natural health products Emperor's Tea Pill (Tian Huang Bu Xin Wan) and Hepatico Extract (Shu Gan Wan) because  
                                                       certain lots of these products contain high levels of lead and mercury. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_98_e.html  
Heath Canada Nov/ 06 is warning Canadians not to use the unauthorized product Embrun de mer promoted for the treatment of skin irritation in newborns and adults because it contains unacceptable  
                                                        amounts of harmful bacteria. 
Health Canada Dec/06 is advising consumers not to use a product called Eden Herbal Formulations Sleep Ease Dietary Supplement, because it was found to contain an undeclared drug estazolam 
                                                          http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_127_e.html  
Health Canada Dec/06 is advising consumers not to use two foreign health products due to concerns about possible side-effects: Slim & Detox Peptide, which are weight-loss products. Containing the  
                                                        prescription drug sibutramine (the generic name for Meridia) http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/fpa-ape/index_e.html  
Health Canada Jan/07 is advising consumers not to use Kang Da and four unlabelled products are marketed as herbal sexual enhancements and treatments for erectile dysfunction. The products are  
                                                         adulterated with a prescription medication used in the treatment of sexual dysfunction. Qing Zhi and one unlabelled product are marketed as herbal weight-loss  
                                                         products. The products are adulterated with sibutramine, a prescription medication used to suppress appetite. 
Health Canada Feb/07 is advising consumers not to use a product called Sleepees, because it was found to contain an undeclared drug estazolam, which can be habit-forming when used  
                                                         for as little as a few months.  http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2007/2007_16_e.html  
Health Canada Feb/07 is updating Canadians about adverse reaction reports it has received concerning the use of EMPowerplus, a vitamin mineral supplement, for serious medical conditions. 
                                                       Health Canada has received nine case reports of serious adverse reactions associated with the use of EMPowerplus. Most of the adverse reactions relate to worsening  
                                                       of psychiatric symptoms in those patients with serious underlying mental health problems, such as bipolar disorder and depression.  
Health Canada Feb/07 is advising consumers not to use the following product listed in the table below due to concerns about possible side-effects. More info Power 58; Platinum Power 58; Ehanix;  
                                                      Jolex; Onyo; Deguozonghengtianxia because they contained acetildenafil. Acetildenafil is an analogue of sildenafil, a prescription medication indicated for treatment  
                                                      of erectile dysfunction. 
Health Canada Mar/07 is Health Canada is advising consumers not to use MIAOZI Slimming Capsules because they have been found to contain sibutramine, a prescription medication that should only  
                                                     be taken under medical supervision. 
Health Canada Mar/07 is warning consumers not to use the unauthorized natural health product XOX For Men, because it contains an undeclared pharmaceutical ingredient, tadalafil, an ingredient  
                                                     found in the prescription drug Cialis.  The use of XOX For Men could pose serious health risks, especially for patients with existing medical conditions such as heart  
                                                     problems, those taking heart medication, or those at risk of stroke. 
Health Canada Mar/07 is warning consumers not to use the unauthorized product Vigorect Oral Gel Shooter, because it contains an undeclared drug substance tadalafil. 
Health Canada Apr/07 is warning consumers about Bitter orange & cardiovascular reactions in the Canadian Adverse Reactions April 2007 Newsletter.  



 

Health Canada Apr/07 is warning consumers from The Hong Kong Department of Health found Lanmei Keili Ji to be adulterated with gliclazide, a hypoglycaemic agent (lowers blood sugar).  
                                                      The Hong Kong Department of Health found Lexscl Fat Rapid Loss capsules to be adulterated with sibutramine and thyroid hormones.  The United States Food  
                                                      and Drug Administration found V.MAX and Rhino Max (Rhino V Max) to contain undeclared amounts of aminotadalafil, an analogue of tadalafil, used to treat  
                                                      erectile dysfunction.  
Health Canada April/07is advising consumers not to use a product called Eden Herbal Formulations Serenity Pills II because it contains the undeclared drug estazolam. 
Health Canada April/07is advising consumers not to use a product FibreChoice plus Multivitamins is marketed as a fibre supplement. The product is contaminated with fish gelatin, a known allergen  
                                                      that could cause life-threatening reactions in some sensitive individuals. 
Health Canada May/07 is warning consumers Urat Madu capsules are marketed for the treatment of erectile dysfunction. The product is adulterated with sildenafil, a prescription drug that has been  
                                                      associated with serious side effects including sudden vision loss, penile tissue damage and urinary tract infection. 
Health Canada May/07 is advising consumers not to use  Xiaokeshuping Jiangtangning Jiaonang capsules in Hong Kong to contain the undeclared pharmaceutical drugs phenformin, rosiglitazone,  
                                                      and glibenclamide, which may be used in diabetes to lower blood sugar. 
Health Canada May/07 is advising consumers that HS Joy of Love product is marketed as a dietary supplement and was found to contain piperadino vardenafil. 
Health Canada May/07 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: Power 58 Extra, Platinum Power 58 Extra, Enhanix New Extra Men's  
                                                      Formula, Valentino, King Power Oral Solution, and Stretch Up Capsules are marketed as treatments for erectile dysfunction. The products contain analogues of  
                                                      sildenafil and vardenafil, which are prescription drugs used for the treatment of erectile dysfunction. 
Health Canada June/07 is advising consumers not to use Optimum Health Care SleePlus TCM or BYL SleePlus, because the products contain the undeclared drug clonazepam. 
Health Canada June/07 is warning consumers not to use the product Encore Tabs for Men, because it contains an undeclared pharmaceutical ingredient similar to the approved drug tadalafil. 
Health Canada July/07 is warning Canadians not to use the dietary supplement MdMt, or any other supplements containing the synthetic steroids methyl-1-testosterone or methyldienolone that are  
                                                    obtained without a prescription, due to potentially serious health risks including reduced fertility and liver disorders. 
Health Canada July/07 is warning consumers not to use Zencore Tabs, a product advertised as a dietary supplement for sexual enhancement, because it contains an undeclared pharmaceutical ingredient  
                                                       similar to the approved drug tadalafil. 
Health Canada July/07 & the US Food and Drug Administration (FDA) found Liviro3 to contain tadalafil, a prescription drug that should only be taken under the guidance of a health professional. 
Health Canada July/07 is advising consumers not to use the sleep supplement product Optimum Health Care Sleep Easy, because it contains the undeclared drug clonazepam. 
Health Canada July/07 is advising consumers not to use 8 foreign health products due to concerns about possible side-effects: Jie Jie Pills and Chuan Xiong Cha Tiao Wan are proprietary Chinese  
                                              medicines that have been found to contain aristolochic acid, a natural toxin known to cause kidney failure and cancer in humans.  Medsafe, the New Zealand health  
                                              regulatory authority, advised the public not to use the products Darling Capsules, Dali Capsules, Spanish Fly Capsules, and an unnamed product, because they were found  
                                              to contain sildenafil. Medsafe also advised the public not to use the product Dai Dai Hua Jiao Nang because it was found to contain sibutramine. The Hong Kong  
                                             Department of Health [HKDH] found batch #WA00030 of the product Kui Hua Chut Lee San Bird's Nest & Pearl to exceed the acceptable limit for microbiological  
                                             contaminants set out by the HKDH. Further investigation revealed that this product also exceeded the limit for bacterial contamination in Natural Health Products in Canada. 
Health Canada Aug/07 Consumers who use Excite for women or Ultimates for men may be at risk of serious side effects similar to those associated with sildenafil. 
Health Canada Aug/07 is advising Canadians of a recall in the United States of one lot of Metaboslim Apple Cider Vinegar, which is marketed as a dietary supplement, because it has been found to  
                                             contain sibutramine, a prescription medication that should only be taken under medical supervision. 
Health Canada Sept/07 is advising consumers not to use 13 foreign health products due to concerns about possible side-effects: Jacaranda, Queenmer Fat Loss, Li Da Dai Dai Hua Jiao Nang,  
                                             J-minus and Jelimel Slimming Capsules. These products are promoted for weight loss and have been found to be adulterated with the prescription drug sibutramine.  
                                             Sibutramine is used for treating obesity and should only be taken under the supervision of a health professional. Junyu Jiaonanyihao has been found to contain the  
                                             undeclared prescription drugs sibutramine and dexamethasone, as well as phenolphthalein, which is currently prohibited in Canada. Satis 60 Hours Ever Lasting Formula  
                                             is used for the treatment of erectile dysfunction/sexual enhancement. It was found to contain piperidenafil an analogue of vardenafil, a drug that should only be used under  
                                             the supervision of a health professional. Qiangli Zhuanggutongbiling has reportedly been used for joint pain and stiffness. It was found to contain the undeclared  
                                             prescription drugs prednisolone acetate, cortisone acetate, piroxicam, and diclofenac. Heng Tong Jiangtangning Jiaonang was found to contain the prohibited drug  
                                             phenformin, and the prescription drug glibenclamide (glyburide) which should only be taken under the supervision of a health professional. Endopile Capsules is used for  
                                             the treatment of hemorrhoids and piles, and related symptoms and was found to contain potentially toxic levels of lead and mercury. BuXie PaiDu XiaoDou Su is used as an  
                                             acne treatment and was found to contain the prescription drug rifampicin (rifampin). True Man and Energy Max are used as sexual enhancement/ erectile dysfunction  
                                             products and were found to contain an analogue of sildenafil or vardenafil which are prescription medications. 
Health Canada Sept/07 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: Top Gun for Men Herbal Extracts has been found to contain a substance  
                                            similar to tadalafil. Oyster Plus has been found to contain tadalafil. Deguozhanjiang contains sildenafil and tadalafil, prescription drugs used for the treatment of erectile  
                                            dysfunction. Chongcaoliubian Jiaonang and Santi Scalper Penis Erection Capsule contain sildenafil.  
Health Canada Sept/07: Khun-Phra is a health product promoted for pain relief that has been found to contain the undeclared drugs dexamethasone, prednisolone, phenylbutazone, diazepam,  
                                            cyproheptadine and mebhydrolin.. Asam Urat Flu Tulang, PJ Dewandaru is a health product promoted to treat joint pain, rheumatism and arthritis. It has been found to  
                                            contain the undeclared drugs dexamethasone, diclofenac and acetaminophen. 
Health Canada Oct/07 Foreign Product Alerts: Zhen Feng Da Brand Xi Tong Wan is promoted as a pain reliever. Lot #060908 has been found to contain undeclared 
                                       indomethacin, a prescription anti-inflammatory drug that should only be taken under the guidance of a health professional. Wellring Brand Yin Qiao Jie  
                                      Du is a health product promoted to treat cold and flu symptoms. Lot#51005 has been found to contain undeclared acetaminophen. Gu Ci Dan and Xu  
                                     Log Bou are promoted as pain relievers and have been found to contain undeclared indomethacin. Indomethacin is a prescription anti-inflammatory drug  
                                     that should only be taken under the guidance of a health professional. 
Health Canada Oct/07 is advising, especially pregnant & breastfeeding women, not to use Calabash chalk because of the potential health risk due to high levels of lead. 
Health Canada Oct/07: Foreign Product Alerts: Red Yeast Rice, Red Yeast Rice/Policosonal Complex and Cholestrix, and Xie Gan Wan. Red Yeast Rice, Red Yeast  
                                     Rice/Policosonal Complex and Cholestrix are promoted as dietary supplements for the treatment of high cholesterol. These products may contain  
                                     lovastatin, a prescription medication for the treatment of high cholesterol that should only be taken under the guidance of a health professional.  
                                    Xie Gan Wan is a Proprietary Chinese Medicine with unknown indication for use. Xie Gan Wan, was found to contain Aristolochia plant species. 
Health Canada Oct/07: Royal Medic No.1 Chinese Caterpillar Fungus is a proprietary Chinese medicine promoted as a general health tonic, but Health Canada advises  
                                      Canadians not to use this product due to microbial contamination. Steripaste Medicated Paste Bandages may not be sterile therefore there is a  
                                      possibility the bandage may cause a wound infection. 
Health Canada Nov/07 is advising consumers not to use Axcil and Desirin, are promoted as natural sexual enhancement/ erectile dysfunction products. Consumers are warned  
                                      not to use Axcil and Desirin because both products were found to contain the prescription drug sildenafil. 
Health Canada Dec/07 is advising Canadians not to use unauthorized products manufactured by Wild Vineyard because of the potential health risk to consumers. Wild Vineyard  
                                      is not authorized to manufacture, package, label or import natural health products in Canada. 
Health Canada Jan/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Baby’s Bliss Gripe Water (apple flavour), code  



 

                                     26952V, a natural health product given to infants to ease stomach discomfort and gas, was found to contain the parasite cryptosporidium. Cryptosporidium  
                                     may cause severe, chronic or even fatal effects, especially in infants. Zhong Ti Xiao Er Jian Pi San is a natural health product. Batch number JPS0704  
                                     has been recalled due to microbial contamination. 
Health Canada Jan/08 is warning Canadians not to use the unauthorized product Yeniujyn because the product contains heavy metal contaminants and may pose a serious health  
                                     risk. Yeniujyn is advertised as a natural health product, for adults and children, to be used "to cure involuntary passage of urine diseases."  The product  
                                     was found to contain high levels of lead and arsenic. 
Health Canada Jan/08 is warning Canadians not to use the unauthorized product 1- ZhenZhu HouFengSan Penji; Vyling Cornu Saigae Tataricae Cooling Tea; Natorny Kwek's  
                                     Herb 106; Chinese Herbal Heritage Herbal Slimming Tea; Vyling Urticaria Itch-Killer A; Vyling Water- Melon Pearls Powder; Phoenix Brand Tea For  
                                     Sore Throat And Fever; Qing Yin Bai Hua Tea; and  Yinqiao Flu & Fever Tea. Nine specific batches of Chinese medicines and teas manufactured in  
                                     Singapore that have been recalled due to microbial (bacterial) and/or yeast and mould contamination. 
                                     Physio Care Lida Dai Dai Hua Jiao Nang Slimming Capsules (batch number 28012007 / expiration date: Jan 2009). This product is promoted for  
                                     weight loss and has been found to contain a derivative of the prescription drug sibutramine. 
                                     RGC-RMC Rheumax Capsule (batch number REM1-SI93016N). This batch of RGC-RMC Rheumax Capsule has been found to contain progesterone,  
                                     a steroid hormone that can have adverse effects on the brain, breast and skin and should only be taken if prescribed by a health professional. 
Health Canada Feb/08 warning Canadians not to use Foreign Products: 1) Jingzhi Kesou Tanchuan; Guanxin Suhe capsules; Qing Re An Cang Wan; & Guan Xin Su He 
                                    2) Xiao Qin Long Capsules 3) Xiao Qin Long Wan; Chuan Xiong Cha Tiao Wan Tablets; Bai Tou Weng Wan  
                                    4) Wannianqing Pai Danggui Niantong Tang (batch number 050401) These products have been found to contain aristolochic acid, a toxin associated  
                                    with serious and potentially fatal health effects. 
Health Canada Feb/08 warning Canadians not to use VPX ‘No Shotgun' and BSN ‘Cell Mass' Body Building Powders These products have been found to contain coumarin. 
Health Canada Feb/08 warning Canadians not to use 1) Ding Lu Brand Guipi Wan (batch number 060401); Ding Lu Brand Bushen Yijing Wan (batch number 060401); Ding Lu  
                                    Brand Shiquan Dabu Wan (batch number 060401); Ding Lu Brand Xiangsha Liujun Wan (batch number 060401); Ding Lu Brand Xiaoyao Wan (batch  
                                    number 060401); Medco Brand Vitality Essence Extract Of Deer Fetus (batch number 61007); Plasmin (batch number 20060102) 2) Yogaraja Gulgulu  
                                    Pills (batch number GK039) and Pilsol Capsule 3) Conforer Global Yang Tonic-2 (batch number 060117) 4) Liang Gel San Concentrated Powder  
                                    (batch number G3238913) and Qing Xin Lian Zi Yin Concentrated Powder (batch number G3239274) These products were found to contain excessive  
                                    amounts of heavy metals. 
Health Canada Mar/08 is warning consumers not to use Libidus, an unauthorized product promoted on the web site of the manufacturer for the treatment of erectile dysfunction.  
                                    The product may pose serious health risks, as it was found to contain the undeclared prescription drug sildenafil. 
Health Canada April/08 is warning consumers not to use Foreign Product Alert: Tetrasil, Genisil, Aviralex, OXi-MED, Beta-mannan Micronutrient, Qina and SlicPlus.  
                                    They are marketed for the prevention or treatment of a variety of sexually transmitted diseases. 
Health Canada April//08 is advising consumers not to use 2 foreign products, Aspire 36 & Aspire Lite, because they were found to contain undeclared  sildenafil analogues. 
Health Canada April/08 is warning consumers not to use Vigoureux, an unauthorized product promoted for the treatment of erectile dysfunction. The product may pose serious  
                                     health risks, as it was found to contain the prescription drug sildenafil 
Health Canada April/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Tian Li was found to contain tadalafil and  
                                      hydroxyhomosildenafil, and should only be taken under the guidance of a healthcare professional. Xian Zhi Wei II was found to contain sibutramine and  
                                     phenolphthalein, which are not meant for self-care and may cause serious side effects. 
Health Canada April/08 is advising consumers not to use The Hong Kong Department of Health advised the public not to use the product Tian Sheng Yi Bao because it was  
                                         found to contain two pharmaceutical products, glibenclamide and phenformin  
Health Canada April/08 is advising consumers about The Health Sciences Authority (HSA) of Singapore recalled Qili Brand Tongbianling Jiaonang, Sincere Brand  
                                      ChuanXinLian Jiaonang, Xiangyao Brand Xiangyao Weian Jiaonang, Biflora Brand Fufang Danshen Pian (film-coated), Biflora Brand 306  
                                     Xiaoyan Jiedu capsules, and Xiang Sha Liu Jun Wan as they were found to contain high levels of arsenic and/or mercury that exceeded the permissible  
                                     limits outlined by the HSA standards of safety and quality. 
Health Canada May/08 is advising consumers not to use vpxl No1 Dietary Supplement for Men was found to contain tadalafil 
Health Canada May/08 is reminding consumers who choose to use unapproved Ayurvedic medicinal products that some of these products may contain high levels of heavy  
                                     metals. Consumption of excessive amounts of heavy metals, such as lead, mercury, and arsenic, pose serious health risks. 
Health Canada May/08 is warning consumers not to use Trophic Kelp & Glutamic Acid HCl due to the health risk posed by exposure to high levels of iodine. 
Health Canada May/08 is warning consumers not to use Desire, an unauthorized product promoted to enhance male sexual performance as this product may pose serious health  
                                       risks in certain patients. Lot 0070263 of the product was found to contain the prescription drug phentolamine. 
Health Canada June/08 is advising that Desire contains Phentolamine, which should only be used under the supervision of a health care professional. 
Health Canada June/08 6-OXO, which contains the compound 4-androstene-3,6,17-trione, is an unauthorized natural health product in Canada. 1-AD contains 1-androstenediol,  
                                        an anabolic steroid that is regulated as a controlled substance in Canada 
Health Canada July/08 Foreign Product Alerts: Super Shangai,Strong Testis, Shangai Ultra, Shangai Ultra X, Lady Shangai, Shangai Regular (also known as Shangai  
                                        Chaojimengnan), Actra-Sx, An unknown product containing the plant Lycium barbarum L., Adam Free, NaturalUp, Erextra, Yilishen, 
                                        Blue Steel, Hero, & Naturalë Super Plus. These products have been found to contain sildenafil or an unapproved substance similar to sildenafil. 
Health Canada July/08 is advising consumers not to use 4 foreign health products due to concerns about possible side-effects: Wodibo. Wodibo is promoted as an all-natural  
                                         Chinese potency-enhancing product for the treatment of erectile dysfunction. The Danish Medicines Agency has warned against the use of Wodibo  
                                         because it was found to contain sildenafil and tadalafil, prescription drugs authorized for treatment of erectile dysfunction. Both of these medications  
                                         should only be used under the supervision of a health care professional. Viril-Ity-Power (VIP) Tabs. The U.S. Food and Drug Administration has  
                                         warned consumers not to use Viril-Ity-Power (VIP) Tabs because it was found to contain an undeclared ingredient similar to the prescription drug  
                                         sildenafil. The product has been recalled by the manufacturer in the U.S. Therma Power (red and blue varieties) and Grenade Fat Burner. The U.K.  
                                        Medicines and Healthcare products Regulatory Agency (MHRA) warned consumers not to use the ephedrine-containing products Therma Power (red  
                                        variety) and Grenade Fat Burner after the products were associated with serious adverse reactions. The MHRA also warned consumers to not use the  



 

                                        ephedrine-free Therma Power (blue variety) because it contains synephrine and caffeine, a combination that has been associated with cardiovascular  
                                        adverse reactions. 
Health Canada Aug/08 is advising consumers not to use 9 foreign health products due to concerns about possible side-effects: Dan Bai Shou Shen Su was found to contain  
                                        undeclared thyroid hormones and sibutramine. Karntien and Karntien Easy to Slim were adulterated with sibutramine and a compound that is similar  
                                        in structure to sibutramine (N-desmethylsibutramine). Armstrong Natural Herbal Supplement, Enhanix New Extra Men's Formula, Power 58  
                                       Extra, and Platinum Power 58 Extra were adulterated with tadalafil or unapproved substances with structures similar to tadalafil and vardenafil. More  
                                       Slim was found to contain the undeclared pharmaceutical ingredient sibutramine. Soloslim was found to contain an undeclared substance similar in  
                                       structure to the prescription drug sibutramine. It also contains the prescription drug L-carnitine, as well as synephrine, which is not authorized for sale in  
                                       weight loss products in Canada. 
Health Canada Aug/08 is advising consumers not to use 8 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned  
                                       against the use of Natural (Xin Yi Dai) and Lasmi because Natural (Xin Yi Dai) was found to contain sibutramine and phenolphthalein, and Lasmi was  
                                       found to contain sibutramine and spironolactone. The Hong Kong Department of Health warned against the use of AA Qu Feng Shu Jin Wan because it  
                                       was found to contain the undeclared pharmaceutical ingredient dexamethasone. Apisate contained fenfluramine and Energy ll contained sibutramine.  
                                       Obat Asam Urat and Asam Urat both contained dexamethasone, phenylbutazone and piroxicam. The Hong Kong Department of Health warned against  
                                       the use of Slim 3in1 (Xiao Nan zhi Bao) because it was found to contain the undeclared pharmaceutical ingredients sibutramine and phenolphthalein. 
Health Canada Sept/08 is advising consumers not to use any unauthorized health products sold under the brand names Life Choice, Healthy Choice, Doctor's Choice and Your  
                                      Choice as well as other products without a brand name.  All of these unauthorized health products have the same identifying image on their label. 
Health Canada Sep/08 is advising consumers not to use 3 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned  
                                      consumers not to buy or  use Lover Liquid Nutriment Herbal Supplement and Onyo because they  were found to contain undeclared pharmaceutical  
                                      ingredients. Lover  Liquid Nutriment Herbal Supplement was found to contain sildenafil while Onyo was found to contain sildenafil, as well as  
                                      unapproved substances with structures similar to sildenafil and vardenafil. The U.S. Food and Drug Administration warned consumers not to use the  
                                      product Rose 4 Her because it was found to contain an undeclared ingredient similar to the prescription drug sildenafil. 
Health Canada Sep/08 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned  
                                        consumers not to buy or use Dr. Life or Chong Cao Ju Wang because they were found to contain undeclared pharmaceutical ingredients.  Dr. Life contains  
                                        an unauthorised substance similar in structure to tadalafil while Chong Cao Ju Wang contains sildenafil. The Hong Kong Department of Health warned  
                                        against the use of Hanguo shoushen yihao (meiti xing) because it was found to contain the undeclared pharmaceutical ingredient sibutramine. The U.S.  
                                        Food and Drug Administration alerted consumers to a voluntary recall of 32-ounce plastic bottles of Liquimax Complete Nutrition Multivitamin Formula  
                                        (UPC codes 7497052290, 7497023607 or 7497023696) because the product may contain undeclared fish (not shellfish), tree nuts (almonds, pecans,  
                                       and/or walnuts), and wheat. People with sensitivities to fish, tree nuts and/or wheat may risk serious or life-threatening allergic reactions if they consume  
                                       these products. The Hong Kong Department of Health warned against the use of ARMA - Sin Gang San and New ARMA - Sin Gang San because they were  
                                       found to contain the undeclared pharmaceutical ingredients sibutramine and fenfluramine. 
Health Canada Oct/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Swissmedic warned consumers not to buy or use  
                                       the product Powertabs because it contains an unauthorised substance similar in structure to sildenafil. The Hong Kong Department of Health warned  
                                       consumers not to buy or use Sweet Energizer Vitality Candy because it was found to contain an unauthorised substance similar in structure to tadalafil. 
Health Canada Nov/08 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned  
                                       consumers not to buy or use Lu Quan because it contains undeclared glibenclamide and sildenafil. The Hong Kong Department of Health warned  
                                       consumers not to buy or use Fat Killer, Carbohydrate Cut and Sugar-Carbohydrate Cut because they contain sibutramine and an unauthorised  
                                       substance similar in structure to sibutramine, and Zhuang Yao Gu Shen Capsule because it contains sildenafil. 
Health Canada Nov/08 is advising consumers not to use 13 foreign health products due to concerns about possible side-effects: The U.S. FDA warned consumers not to buy or  
                                        use Viapro because it contains an unauthorised substance similar in structure to sildenafil. Sildenafil is a prescription drug used in the treatment of  
                                        erectile dysfunction and should only be used under the supervision of a health care practitioner.  
                                        The U.S. Food and Drug Administration informed consumers of a voluntary manufacturer recall of these 12 products because they contain human  
                                        placenta, aristolochic acid and/or ephedra, and may pose serious health risks. All 12 products are manufactured by Jen-On Herbal Science 
                                        International Inc. (also known as Herbal Science International Inc.). Consumers who had purchased these products were advised to discontinue their  
                                        use immediately and return them to the place of purchase for a full refund.  
Health Canada Nov/08 is warning consumers not to use Firm Dose and Granite Rooster, two products promoted to enhance male sexual performance, as these products may  
                                        pose serious health risks. Firm Dose was found to contain similar to sildenafil, while Granite Rooster was found to contain similar to tadalafil. 
Health Canada Nov/08 is advising consumers not to use the unauthorized product, Kwan Loong Medicated Oil, as it contains chloroform. Foreign Product Alerts: Seng Jong Tzu  
                                        Tong Tan,Tou Tong San (Headache Formula),Du Huo Ji Sheng ,Tang (Du Huo Joint Relief), Wu Yao Shun Qi San, Qing Bi Tang (Nasal  
                                        Cleanser), Zhong Fong Huo Luo Wan (Stroke Revito Formula), Xiao Qing Long Tang (Little Green Dragon), Ding Chuan Tang (Breathe Smooth), Xiao  
                                        Xu Ming Tang, Feng Shi Zhi Tong Wan (Joint Relief),,Guo Min Bi Yan Wan, Fang Feng Tong Sheng San. 
Health Canada Jan 2009 is advising consumers not to use 4 foreign products: Zhuang Tjar Gere because it contains the undeclared prescription drugs sildenafil & tadalafil,  
                                        Zhixhue Capsules manufactured by Vital Pharmaceutical Holdings Ltd. due to concerns of serious side- effects including liver dysfunction,  
                                       Tonik Warisan Banjar because it contains undeclared dexamethasone & Healthily Slim because it contains sibutramine. 
Health Canada Mar/09 Foreign Product Alerts:  68 Weight Loss Products; Best-life Fat Burning Capsules; Bevidan;Huiji Yin Chiao Chieh Tu Pien; Relacore 
                                       -plus Lami, Linglongquxian, Menergy M-Essence, Nyal Day & Night Cold & Flu Fighter (AUST L 146264), Nyal Cold & Flu Fighter (AUST L  
                                        146263), 999 Radix Notoginseng, Batch no. 0807021, Slim Pure, Carbohydrate, Kalomee, K Carbohydrate, K Tighten Slim, & K Slimming Pills. 
                                        http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_fpa-ape_2009/index-eng.php  
Health Canada June/09 Foreign Product Alerts: Fangocur Mineral Drink (undeclared arsenic); Jia Yi Jian (undeclared sibutramine & tadalafil);Fortodol, which is also sold  
                                       under the names (undeclared nimesulide with liver concern) of Donsbach Miradin, Lepicol Miradin, Leppin Miradin, & Miradin; Shan Dian Qiang Xiao  
                                       Shou (undeclared sibutramine & phenolphthalein); Zencore Plus (undeclared benzamidenafil) & Zhong Guo Shen Fang (undeclared med like sildenafil). 



 

Health Canada June/09 is warning consumers not to use the unauthorized product Slim Magic Herbal, which is promoted as a weight-loss product, as it was found to contain an  
                                       undeclared pharmaceutical ingredient similar to the prescription drug sibutramine. 
Health Canada is warning consumers not to use the unauthorized product Nutural Slim, which is promoted as a weight-loss product, as it was found to contain the undeclared  
                                        pharmaceutical ingredient sibutramine and also an undeclared pharmaceutical ingredient similar to sibutramine. 
Health Canada June/09 warns of foreign Product Alerts: Herbal Xenicol because it contains undeclared cetilistat. BioEmagrecim, which the FDA had previously warned  
                                         contained sibutramine, was also found to contain fluoxetine, furosemide and fenproporex. Products: Slimbionic, Xsvelten, 999 Fitness Essence, 24"  
                                         ince, Light Some, Paiyouji, Pearl White Slimming, & Reducing Weight Easily contain undeclared pharmaceutical ingredients (sibutramine and/or  
                                         phenolphthalein) and/or excessive levels of lead, and may cause serious health effects.. 
Health Canada July/09 is warning consumers not to use the unauthorized health product labelled as Specific-Formula Arthro-Ace as it was found to contain undeclared  
                                        dexamethasone and may cause serious health effects. 
Health Canada July/09 is warning that the Singapore Health Sciences Authority (HSA) warned consumers to not buy or use Air Ikan Haruan after it was found to contain  
                                        undeclared dexamethasone. The Hong Kong Department of Health warned consumers not to buy or use the product Neovidan after it was found to  
                                       contain undeclared prednisolone and mefenamic acid. Plus the Singapore Health Sciences Authority (HSA) warned consumers to not buy or use  
                                       XP Tongkat Ali Supreme after it was found to contain undeclared tadalafil. 
Health Canada Aug/09 is advising via Singapore Health Sciences Authority (HSA) warned that Delima Raja Urat contains undeclared dexamethasone, chlorpheniramine,  
                                       pheniramine and sibutramine, while Cao Gen Bai Lin Wan contains undeclared dexamethasone and chlorpheniramine. 
Health Canada Oct/09: Bao Ling- The Singapore Health Sciences Authority advised consumers not to buy or use since contained undeclared betamethasone,  
                                      hydrochlorothiazide & chlorpheniramine. Dynasty Worldwide Jinglida So Young Formula- The Singapore Health Sciences Authority (HSA) warned  
                                      consumers to not buy or use since contained undeclared aminotadalafil. STEAM lot#80214, 90260 -The U.S. FDA informed consumers of a voluntary  
                                      manufacturer recall of two lots of STEAM after FDA testing found these lots to contain undeclared sulfoaildenafil (lot# 80214) & undeclared tadalafil  
                                      (lot# 90260).  Syntrax Fyre (contained Yohimbine), Texiao Fengshi Gutong Ling (contained indomethacin), Kam Yuen Brand Wan Ying Yang  
                                      Gan Wan (contained sildenafil) - The Hong Kong Department of Health warned consumers not to buy or use these three products after they were found  
                                      to contain undeclared pharmaceutical substances. 
Health Canada Nov/09 is advising Canadians not to consume Chaotic Beverages sold under the brand names Mind Strike, Fearocity, Elixir of Tenacity and Power Pulse because  
                                      they are unauthorized products marketed to a vulnerable population (children) with ingredients that may pose a health risk. Mind Strike: Contains an  
                                      unknown amount of caffeine despite advertising that it is not an energy drink and contains several herbs which are not included in Health Canada's list of  
                                      botanicals with a history of safe use in children. Fearocity: Contains an unknown amount of caffeine, several herbs not included in Health Canada's list  
                                      of botanicals with a history of safe use in children, taurine at an unacceptable level for children, and niacin at a level three times higher than that  
                                      recommended for children aged 1 to 13 years.  Elixir of Tenacity: Contains green tea extract, which is not included in Health Canada's list of botanicals  
                                      with a history of safe use in children, and vitamin A at a level unacceptable for children aged 1 to 8 years. Power Pulse: Contains chromium picolinate at  
                                      levels of possible concern in a product taken by children.  
Health Canada Nov/09 is warning consumers not to use Herblex “Once More”since it was found to contain sildenafil. 
Health Canada Dec/09 is advising Canadians not to use certain Acai Berry products after a large number of shipments of adulterated products were stopped at the border.  The  
                                      product names include:  Anti-Aging Acai Berry, Guarana Blast, Brazillian Pure, Anti-aging Vital Rez V, Weight Loss VitalAcai, Dietary  
                                      Supplement Acai Power Blast and Muscle Mass. These products advertised for anti-aging and weight loss were found to contain undeclared sildenafil. 
Health Canada Dec/09 is warning consumers not to use "RevolutionDS Weight Loss", an unauthorized health product promoted for weight loss, because it contains  
                                      benzylpiperazine (BZP), and may pose serious health risks. 
Health Canada Dec/09 is advising consumers not to use the following foreign health products: 1. Power-Plus P: The Singapore Health Sciences Authority issued a recall notice  
                                      for Power-Plus P (expiry date 03/03/2011) after it was found to contain undeclared tadalafil. 2. Show Party: The Hong Kong Department of Health  
                                      warned consumers not to buy or consume Show Party [shou-shen pai] after it was found to contain undeclared sibutramine and phenolphthalein.  
                                      3. Zeng Da Yan Shi Wan: The Hong Kong Department of Health warned consumers not to buy or use after it was found to contain undeclared sildenafil. 
Health Canada Jan/10 informs that Finish Food Safety Authority: Full Contact Max Potency contains thio-sildenafil and thio-homosildenafil; Singapore Health Sciences  
                                       Authority: M-Action contains desmethylacetildenafil and acetilacid. U.S. FDA: RockHard Weekend contains sulfoaildenafil; & Pai You Guo contains  
                                       sibutramine and phenolphthalein. Hong Kong Department of Health: Ku Xiu Ba Xiang Jian Fei Wan contains sibutramine and an unauthorized  
                                       substance similar to sibutramine; Super Slim (Yani)  contains sibutramine and phenolphthalein;  SHoufsy contains sibutramine & MIGAC (sic) FAT  
                                        BURMING (sic) FACTOR contains sibutramine. 
Health Canada Jan/10  is advising consumers not to use the unauthorized product “Stiff Nights” after the U.S Food and Drug Administration (FDA) found that this product  
                                        contains an undeclared substance similar to the prescription drug sildenafil. 
Health Canada Jan/10 is warning consumers not to use the unauthorized product “The Slimming Coffee,” which was previously sold as “Lose Weight Coffee,” because it was  
                                        found to contain sibutramine. 
Health Canada Jan/10 is advising consumers not to use any unauthorized health products sold under the brand names Natural Choice Vitamin B-17, Natural Choice Kava  
                                        Kava and Natural Choice Lithium Orotate. The unauthorized Natural Choice Vitamin B-17, according to what is listed on the product label, contains  
                                        amygdalin which is a compound derived from bitter apricot kernels that has the potential to release cyanide when ingested by humans. The unauthorized  
                                        Natural Choice Kava Kava, according to what is listed on the product label, contains kava lactones & agencies have received reports associating the use  
                                       of kava with serious liver dysfunction. 
Health Canada Jan/10 is advising Canadians that natural health products containing the ingredient glucomannan in tablet, capsule or powder form, which are currently on the  
                                       Canadian market, have a potential for harm if taken without at least 8 ounces of water or other fluid.  
Health Canada Feb/10 is advising consumers that the unauthorized product "Complete 7-Day Cleanse" is being recalled because it contains a number of active ingredients with  
                                       a combined effect that may pose serious health risks. "Complete 7-Day Cleanse" is a multi-ingredient natural health product promoted for "cleansing" or  
                                       removing toxins from the body. According to package labelling, the product contains over 30 active ingredients, some having a diuretic (water pill) or  
                                       laxative (stimulant, and bulk-forming) effect.  



 

Health Canada Feb/10: 2H & 2D- Hong Kong Department of Health (HKDH) warned consumers not to buy or use 2H & 2Dafter it was found to contain undeclared tadalafil.  
                                       Products distributed by Atlas Operations Inc. The FDA informed consumers of a voluntary recall by Atlas Operations Inc. of certain lots of some  
                                       products that were found to contain undeclared sulfoaildenafil, which is an unauthorized substance similar to sildenafil. Products distributed by  
                                       Bodybuilding.com The FDA informed consumers of a voluntary recall of 65 bodybuilding products as these products may contain the following  
                                       anabolic steroids: "Superdrol," "Madol," "Tren," "Androstenedione," and/or "Turinabol." STRO Emperor Capsules The Irish Medicines Board warned  
                                       consumers not to buy or use STRO Emperor Capsules after it was found to contain undeclared tadalafil. Tian Yang Xu Huo Oral Ulcer Capsule   
                                       Singapore Health Sciences Authority issued a recall notice for one batch (batch number 0812003, expiry date 11.2011) of Tian Yang Xu Huo Oral Ulcer  
                                       Capsuleafter it was found to contain undeclared aristolochic acid. 
Health Canada Mar/10 is warning Canadians that an unapproved health product, POWER-MAX that contains sildenafil. 
Health Canada Mar/10 is warning Canadians that an unauthorized health product, “Herbal Diet Natural” has been found on the Canadian market and contains an undeclared  
                                        pharmaceutical ingredient similar to the prescription drug sibutramine. 
Health Canada is warning Canadians that an unauthorized health product, “West Pharm Therma Lean Fat Burner Energizer” was found on the Canadian market. West Pharm  
                                        Therma Lean Fat Burner Energizer contains Ephedrine and caffeine, which combined together, may cause serious and possibly fatal adverse effects.  
Health Canada Apr/10 is warning Canadians that an unauthorized health product, “Slim-30” distributed in Ontario and Quebec by Duxx Enterprises Inc., contains an undeclared  
                                        pharmaceutical ingredient similar to the prescription drug, sibutramine. 
Health Canada May/10 consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Ba Bao Xiao Ke Dan The Hong Kong Department of Health  
                                             warned consumers not to buy or use Ba Bao Xiao Ke Dan after it was found to contain undeclared glibenclamide. 2. Bao Shu Tang Wu Zi Yan Zong Wan The Hong Kong  
                                             Department of Health warned consumers not to buy or use Bao Shu Tang Wu Zi Yan Zong Wan after it was found to contain excessive levels of lead, a heavy metal. 3. Lin  
                                             Yan Yin Chiao The Singapore Health Sciences Authority issued a recall notice for one batch (batch# JI0324, expiry date 03/2011) of Lin Yan Yin Chiao after it was found  
                                             to contain undeclared chlorpheniramine and paracetamol (acetaminophen). 4. Man Power The Hong Kong Department of Health warned consumers not to buy or use Man  
                                             Power product after it was found to contain undeclared tadalafil.  5. 17 products sold through MuscleMaster.com (see Foreign Product Alert for a complete product list)   
                                            The FDA informed consumers of a voluntary recall of the 17 bodybuilding products as they may contain the following anabolic steroids: "Superdrol," "Madol," "Tren,"  
                                             "Androstenedione," and/or "Turinabol."  6. Seven Slim 7 Seshou (Qingchun Shaonüxing, Jieshixing, Guifurenxing, Songchixing), Shoushen Jiaoguan-Tinei Yundong Wan  
                                            (Jian Xiabanshen, Jian Quanshen Feipang)  The Hong Kong Department of Health warned consumers not to buy or use the six products listed above after they were found to  
                                             contain undeclared sibutramine and phenolphthalein. 
Health Canada May/10 is advising consumers not to use 1. Botanical Slimming 100% Natural Soft Gel, also sold as Meizitang The Australian Therapeutic Goods Administration warned consumers  
                                            not to buy or use this product after it was found to contain undeclared sibutramine.  2. Marsha Slim Plus  The Hong Kong Department of Health warned consumers not to  
                                            buy or use Marsha Slim Plus after it was found to contain undeclared sibutramine, an unauthorized substance similar to sibutramine and phenolphthalein.  3. S&S Super  
                                            Slender The Hong Kong Department of Health warned consumers not to buy or use S&S Super Slender after two samples were found to contain agent similar to sibutramine.  
                                            One of the tested samples also contained undeclared sibutramine and phenolphthalein. 
Health Canada June/10 is warning Canadians that the unauthorized health products ”Vigofit“ and ”Once More,” which are promoted to enhance male sexual performance, have  
                                       been seized by Health Canada inspectors from retail stores in Abbotsford and Surrey, British Columbia. These two products contain sildenafil. 
Health Canada June/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. COMECOO,  
                                       ZHONGCAOYAO-JIANKANGJIANFEI The Hong Kong Department of Health warned consumers not to buy or consume these two products after  
                                       they were found to contain undeclared phenolphthalein, sibutramine and two unauthorized substances similar to sibutramine. 2. Qingzhi Santian Shou  
                                       The Hong Kong Department of Health warned consumers not to buy or consume Qingzhi Santian Shou after it was found to contain undeclared  
                                       sibutramine and an unauthorized substance similar to sibutramine.  3. Vita Breath  The U.S. FDA warned consumers not to buy or consume Vita Breath  
                                       because it may contain hazardous levels of lead, which is a heavy metal. 
Health Canada July/10 is advising consumers not to use the following foreign health product(s) due to concerns about possible adverse reactions: 1. Stud Capsule For Men The  
                                        U.S. FDA informed consumers of a voluntary recall of one lot (Lot #060607-01/060108-01 Exp 6-2013) after it was found to contain undeclared  
                                        Sildenafil. 2. Po Chai Pills (capsule form) The Hong Kong Department of Health warned consumers not to buy or use this product after it was found to  
                                        contain undeclared sibutramine and phenolphthalein. Sibutramine is a prescription drug and should only be used under the supervision of a health care  
                                        practitioner while phenolphthalein is no longer authorized for sale in Canada because it may cause cancer. Po Chai Pills (capsule form) has been recalled  
                                        by the manufacturer. 3.  LiPO-8 Cap and Glucomi 600 Cap  The Hong Kong Department of Health warned consumers not to buy or use these products  
                                        because they contain undeclared sibutramine.  
Health Canada July/10 is advising Canadians about “UP Ultimate Performance for Men”, an unauthorized health product containing undeclared sildenafil. 
Health Canada July/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1 Body Beautiful The Hong  
                                        Kong Department of Health warned consumers not to buy or consume 1 Body Beautiful after it was found to contain undeclared phenolphthalein and  
                                        sibutramine. 2. USA Yaku Cell Slimming Capsules, Dong Gua Pai You Su, Qing Gua Pai You Su, and Mu Gua Pai You Su The Hong Kong  
                                        Department of Health warned consumers not to buy or consume these four products after they were found to contain undeclared phenolphthalein,  
                                        sibutramine and an unauthorized substance similar to sibutramine. 3. Atlas Operations Inc. expands its U.S. recall of over 30 sexual enhancement  
                                        supplements The U.S. FDA informed consumers of an expanded recall of certain lots of products after some were found to contain undeclared  
                                        sulfoaildenafil. The products are being voluntarily recalled nationwide in the U.S. by the company Atlas Operations Inc. 4. Stallion, SZM Formula for  
                                        Men, Tomcat Ali and Volcanic New Zealand’s Medsafe warned consumers not to buy or use these four products after they were found to contain  
                                        undeclared tadalafil. 5. Vitalex for men and Vitalex for women The  U.S. FDA informed consumers that the Vitalexproducts were found to contain  
                                        acetildenafil, which is an unauthorized substance similar to sildenafil and may pose similar health risks. 
Health Canada Aug/10  says Fulda Unitang Herbs Sleep Plus, an unauthorized product promoted as an herbal sleep aid, has been found to contain high levels of estazolam. 

Health Canada July/10 Unauthorized Health Products Sold by Marigold Natural Pharmacy Ltd. May Pose Health Risks. These products (http://www.hc-sc.gc.ca/ahc- 
                                        asc/media/advisories-avis/_2010/2010_126bk-eng.php) were made available to Canadians via the company’s pharmacy in Courtenay, British Columbia  
                                       and via their website  ( http://www.marigoldnaturalpharmacy.com). 
Health Canada July/10 is advising consumers not to use the following foreign health product(s): Huo Luo Jing Dan The Singapore Health Sciences Authority warned  
                                       consumers not to buy or consume Huo Luo Jing Dan after it was found to contain undeclared indomethacin, dexamethasone and prednisolone.  



 

                                       Kam Chik San The Hong Kong Department of Health (HKDH) cautioned against the use of Kam Chik San after samples were found to contain mercury  
                                       at a level much higher than permitted by the HKDH.  Magic Power Coffee The U.S. FDA warned consumers not to buy or use Magic Power Coffee  
                                       after it was found to contain undeclared hydroxythiohomosildenafil, which is an unauthorized substance similar to sildenafil.  
                                       Que She The U.S. FDA warned consumers not to buy or use Que She after it was found to contain undeclared fenfluramine, propranolol, sibutramine  
                                       and ephedrine. Sheng Yuan Fang The Hong Kong Department of Health (HKDH) warned consumers not to buy or use Sheng Yuan Fang after it was  
                                      found to contain undeclared phenolphthalein and sibutramine. 

Health Canada July/10 is informing Canadians that Marché Euromix, a retail store in Pierrefonds (Montréal), was found to be selling a health product that was not authorized         
                                       for sale by Health Canada and that closely resembled in appearance an authorized drug, Viagra. 

Health Canada Aug/10: “SeXXX DRIVE”, promoted as a herbal supplement to enhance male sexual performance, & Health Canada found hydroxyhomosildenafil. 
Health Canada Aug/10 has seized the unauthorized sexual enhancement supplements “Male Enhancement ExtenZe” and “Women ExtenZe” imported and sold by the Happy Paradise Adult Store in  
                                            Burnaby, British Columbia. The labels of each of these unauthorized products list the prescription ingredient pregnenolone and the controlled drug, DHEA  
                                            (dehydroepiandrosterone). The labels of the unauthorized "Male Enhancement ExtenZe Nutritional Supplements" list the ingredient yohimbe extract (bark). 
Health Canada Sep/10 E.O.D. Erection on Demand” being promoted as a herbal to enhance male sexual performance, the product was tested by Health Canada and found to contain tadalafil. 
Health Canada Sep/10: “Arth-Forth”, an unauthorized product promoted as an herbal supplement and distributed by Ka Wing Hong Ltd., was tested by Health Canada and found to contain a steroid  
                                           prescription drug, dexamethasone. 
Health Canada Sep/10 is advising consumers not to use : 1. Golden aryuru, Baisheng wei ge, Zhonghua niubian, Ten ka dai 1 bou, Kuai gan bei zeng chao yue zi wo (Happy felling doubly  
                                         increase [sic]), Ling tou lang, SkyFruit, Chu bi ho ken, Jinbolang, Suika Koso, Lov, I ka ou (2009 nen sin hoso) and/or I ka ou (saisinsui shutsu hoso) The Japanese  
                                         Ministry of Health, Labour and Welfare warned consumers not to buy or use the 12 products listed above because they were found to contain undeclared sildenafil and/or other  
                                         unauthorized substances similar to sildenafil that may pose similar health risks (norhongdenafil, acetil acid, and tioqinapiperifil).  2. Joyful Slim Herb Supplement The U.S.  
                                         FDA informed consumers of a recall of one lot (#101408) of Joyful Slim Herb Supplement after FDA tests found it to contain undeclared desmethyl sibutramine. The lot is  
                                         being voluntarily recalled nationwide in the U.S. by the company J & H Besta Corp.  3. Vialipro The U.S. FDA informed consumers of a recall of certain lots of Vialipro after  
                                         FDA tests found product samples to contain undeclared sulfoaildenafil, which is an unauthorized substance similar to sildenafil and may pose similar health risks. 
Health Canada Sep/10 Exemption number: This will help with the backlog of applications for a licence. Exemptions will be given to natural products that have passed an initial assessment of safety,  
                                         quality, and efficacy. These products will be given an exemption number (EN)...instead of a Natural Product Number (NPN) or Drug Identification Number-Homeopathic  
                                         Medicine (DIN-HM)...until they are fully reviewed by Health Canada. 
Health Canada Nov/10 Amana Care Seven Slim Herbal Capsules: The Israel Ministry of Health informed consumers that it found the product Amana Care Seven Slim Herbal Capsules to contain  
                                   undeclared sibutramine and residue of sildenafil. Arrow Brand Medicated Oil & Embrocation: The U.S. FDA warned consumers not to buy or use Arrow Brand Medicated Oil &  
                                  Embrocation because it contains ingredients that are potentially poisonous, particularly in children.  Beijing 101 Hair Consultants: Hair Growth Formula D-2653-Band Hair  
                                  Growth Tonic E-0583-D: The Singapore Health Sciences Authority advised consumers to stop using one batch of these products (Beijing 101 Hair Consultants Hair Growth  
                                  Formula D-2653-B batch# 20091201, and Hair Growth Tonic E-0583-D batch# 20091201) after testing of these batches revealed the presence of undeclared minoxidil.    
                                 101 Zhangguang: Gold 101 Super Effective Hair Growth Agentand Fabao 101D Doctor Zhao’s Chinese Traditional Herbal Hair Care Formula: The Hong Kong  
                                 Department of Health warned consumers not to buy or use these two products after they were found to contain undeclared minoxidil. 
Health Canada Nov/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Goya–Bitter Melon - Miyura Fit'x Capsules   
                                 contained undeclared phenolphthalein and sibutramine 2. MasXtreme  contains undeclared aminotadalafil while the other (#911035) contains undeclared aildenafil and  
                                 phentolamine 3. Mr. Magic Male Enhancer from Don Wands contained hydroxythiohomosildenafil and sulfoaildenafil 4. So Hard for Men - Pulse8 for Women - The Rock –  
                                Tonic 66 contained the undeclared pharmaceutical substances tadalafil, sildenafil, and/or hydroxyhomosildenafil 5. Solo Slim Extra Strength - Revivexxx Extra Strength  
                                contained undeclared didesmethyl sibutramine  6. TimeOut contained undeclared hydroxythiohomosildenafil. 
Health Canada Nov/10  “Fat Burner No. 1” (labelled in Chinese characters translated as “Qian Mei Yin Zi”, an unauthorized Chinese herbal weight loss medicine, is being voluntarily recalled by Ying  
                                Tai TCM Supplying Ltd. after Health Canada lab tests revealed the product contains two pharmaceutical ingredients: a chemical similar to sibutramine  
                                (N,N- didesmethylsibutramine), and sildenafil. 
Health Canada Dec/10 “Durazest” and “Once More”: Certain lots of two male sex enhancement products recalled as they may pose serious health risks.  Certain lots (listed below) of two health  
                                products promoted for male sexual enhancement, “Durazest for Men” and “Once More,” have been voluntarily recalled by Natural Performance Products Ltd.  Health Canada  
                                laboratory tests identified the presence of a chemical similar to tadalafil (nortadalafil) in one lot of each product. 
Health Canada Dec/10 is informing Canadians that NorthRegentRx has begun to voluntarily recall its product, ResurreXX from the Canadian market. NorthRegentRx is requesting that wholesalers,  
                                distributors and retailers stop sale of this product since contained an undeclared substance "hydroxyhomosildenafil". 
Health Canada Dec/10 has been advised “Flat Stomach Concept Extra” is being voluntarily recalled by Les Produits Naturels Leblanc Inc due to missing label statements related to duration of use,  
                                risks and contraindications. Information missing from the label of Flat Stomach, a product contained within the Flat Stomach Concept Extra kit, may result in potential chronic use of  
                                aloe, which can lead to bowel dependence, and electrolyte imbalance. 
Health Canada Dec/10 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Slimming Beauty Bitter Orange Slimming Capsule  
                              (Slimming Beauty) The U.S. Food and Drug Administration warned consumers not to buy or use Slimming Beauty after FDA lab tests revealed that this product contains undeclared  
                              sibutramine.  2. Shaguar, Signature Signergy, VIGRX (green capsule), VIGRX (white capsule), VigRx, VigRX Plus New Zealand’s MedSafe warned consumers to not buy or use  
                              these products after they were found to contain undeclared sildenafil, hydroxyhomosildenafil, thiosildenafil, and/or tadalafil.  3. ArimaDex, Clomed  The U.S. Food and Drug  
                              Administration informed consumers that ArimaDex and Clomed are being recalled in the U.S. because they may contain an aromatase inhibitor. ArimaDex and Clomed are being  
                              voluntarily recalled by G.E.T. and KiloSports Inc., respectively. 
Health Canada Dec/10 Three Probiotic Natural Health Products May Pose Serious Health Risks to Canadians with Milk or Soy Allergies. Consumers with milk or soy allergies are advised that three  
                              probiotic natural health products are being voluntarily recalled from the market because they are labelled as not containing dairy(milk) and/or soy but may contain trace amounts of  
                             milk or soy protein from ingredients used in the production process. Saccharomyces Boulardii (NPN 80013551) Advanced Orthomolecular Research Inc. (AOR); Herbasaurs  
                             Bifidophilus for Kids (NPN 80015508)  & Acidophilus Bifidobacterium (NPN 80015336) by Nature's Sunshine Products of Canada Ltd & Cultures de Yogourt 2 Milliards  
                         (NPN 80013273 Bio-Dis Inc. 
Health Canada Jan/11 The product Synerate, manufactured for Strive and distributed by Upper 49th, is being voluntarily recalled from the Canadian market because of the risk of serious, potentially  
                             fatal adverse effects from the combination of the ingredients in the product.  Synerate, a product used for weight loss or body building, contains caffeine and synephrine, which is  
                             similar to ephedrine.  
Health Canada Jan/11 Nutrex Research Lipo 6X is being voluntarily recalled from the Canadian market because of the risk of serious, potentially fatal adverse effects from the combination of the  
                             ingredients in the product. It contains caffeine and synephrine, which is similar to ephedrine. 



 

Health Canada Feb/11 is advising consumers not to use the following foreign health products promoted for sexual enhancement due to the presence of unauthorized substances (PDE5 derivatives eg.  
                             sildenafil): 1. Aziffa, Erex, Eyeful, Hard Drive, Libidinal, Maxyte, Mojo, Monster Excyte, OMG, OMG45, Prolatis, Red Magic, Size Matters, Stiff Nights, Straight Up,  
                             Verect, WOW, Xaitrex, Xytamax, Zilex (with Golden Spear), Zotrex 2. Prolatis’ Duro Extend Capsules For Men  3. Tiger King  4. Vigor-25, Man Up Now 
Health Canada Feb/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Fruta Planta, Reduce Weight Fruta Planta  The  
                             U.S. FDA warned consumers not to buy or use Fruta Planta and Reduce Weight Fruta Planta after FDA lab tests revealed that this product contains undeclared sibutramine.   
                             2. RockHard Weekend (lots 100159 and 100260 sold as blister packs, 3-count bottles and 8-count bottles)  The U.S. FDA informed consumers of a nationwide voluntary recall of  
                             certain lots (see above) of RockHard Weekend and Pandora after lab tests confirmed the products contain an unauthorized substance similar to sildenafil that may pose similar heath  
                             risks.  3. Slimming Factor  The Australian TGA warned consumers not to buy or use Slimming Factor after TGA lab tests confirmed the presence of the undeclared substances  
                             sibutramine, fenfluramine and phenolphthalein. According to the TGA release, the product is sold over the Internet. 
Health Canada Mar/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Celerite Slimming Capsules: The U.S. FDA  
                            informed consumers of a company recall of CeleriteTM Slimming Capsules after it was found to contain undeclared sibutramine. 2. Herbal Flos Lonicerae (Herbal Xenicol) Natural  
                            Weight Loss Formula: The product was found to contain undeclared sibutramine at more than twice the dose that was normally prescribed before sibutramine was removed from the  
                            UK market in 2010. 3. Magicream: The Irish Medicines Board warned consumers not to buy or use Magicream after it was found to contain undeclared clobetasol propionate and  
                            ketoconazole. 4. Nite Rider Maximum Sexual Enhancer for Men - STUD Capsule for Men: The U.S. FDA informed consumers of a company recall of these products after they  
                            were found to contain undeclared sildenafil. 
Health Canada April/11 Consumers with milk or soy allergies are advised that four probiotic natural health products {Saccharomyces Boulardii (NPN 80013551), Herbasaurs Bifidophilus for Kids  
                           (NPN 80015508), Acidophilus Bifidobacterium (NPN 80015336), Cultures de Yogourt 2 Milliards (NPN 80013273)} are being voluntarily recalled from the market because they  
                           are labelled as not containing dairy (milk) and/or soy but may contain trace amounts of milk or soy protein from ingredients used in the production process. 
Health Canada Apr/11 has identified the presence of microbial contamination in “Mary Ginseng House 100% Pure High Calibre Pow Sum Ontario Ginseng”, that may pose a health risk to immune- 
                           compromised individuals. 
Health Canada May/11 “Omega Alpha Kidney Flush” Being Recalled from the Canadian Market: May Cause Serious Adverse Reactions in Pregnant Women and Kidney Disease Patients. 
Health Canada May/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions:  1. Dr.  Health Series CM Factor  The Hong Kong  
                           Department of Health warned consumers not to buy or use this product after it was found to contain an unauthorized substance similar to sibutramine that may pose similar health risks.  
                           2. Gold Seagull Long Zhi Wan, Venergy The Hong Kong Department of Health advised consumers not to buy or use these products after Gold Seagull Long Zhi Wan was found to  
                           contain undeclared glibenclamide, while Venergy was found to contain undeclared sildenafil.  3. JianBu HuQian Wan The HSA warned consumers not to buy or use JianBu HuQian  
                          Wan after it was found to contain undeclared dexamethasone and chlorpheniramine. 4. Rock Hard Extreme, Passion Coffee  The U.S. FDA advised consumers not to buy or use these  
                          products after they were found to contain undeclared sulfoaildenafil, which is an unauthorized substance similar to sildenafil and may pose similar health risks. 
Health Canada July/11 ”Man Up Now” Removed From Sale at Delta and Surrey Stores: May Pose Serious Health Risks to Canadians, was removed from sale at “O! Behave” retail stores in Delta and  
                          Surrey, B.C. after Health Canada’s testing identified undeclared sildenafil. 
Health Canada July/11 is advising Canadians that we have updated our list of unauthorized health products. These products were also removed from sale at Male and Female Harmony retail stores in  
                          Richmond and Burnaby, B.C., along with the Happy Paradise Adult Store in Burnaby. {Sildenafil: in BAOLONG Switzerland Rolex 168 Prolong Time, BAOLONG Yilishen, Black  
                         Gold, Herbal Viagra, "Jin Chong Chao - Golden Cordyceps", Lubiangaowansu, MAGNA-RX, MAXMAN II capsules, Shenrong dabuwan, Traditional Chinese Medicine  
                         Viagra, V100, VIGER, VigRX for Men, VINIX capsules, Wolf, "XiongBaTian", Zang Gong Mi Lian Nan Bao} & Zeng Bei Jiu Zhan-Tadalafil. 
Health Canada July/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Beline Capsules  The U.K. Medicine and Healthcare  
                         products Regulatory Agency (MHRA) advised consumers not to use Beline Capsules after it was found to contain undeclared chlorpheniramine, an over-the-counter antihistamine drug.   
                        2. Black Ant  The U.S. Food and Drug Administration warned consumers to immediately stop using Black Ant after it was found to contain undeclared sildenafil at an amount three times  
                        the starting dosage for the approved prescription drug product. 3. [Hua Tuo Brand] Youzhi Baoying Dan, [Lee Sze] Texiao Houtong Wan and Prolonged Man Power Essence  The  
                        Hong Kong Department of Health (HKDH) warned consumers to not use these products after they were found to contain excessive levels of mercury, lead, or arsenic, which are heavy  
                        metals. 4. Natural Vigra VIAGRA Tablets and Satibo Capsules  The Australian Therapeutic Goods Administration (TGA) advised consumers to stop using Natural Vigra VIAGRA  
                       Tablets after it was found to contain undeclared sildenafil, and Satibo Capsules after it was found to contain undeclared tadalafil and hydroxyhomosildenafil.  5. Slim Xtreme Herbal  
                       Slimming Capsules The U.S. Food and Drug Administration informed consumers of a voluntary recall after Slim Xtreme Herbal Slimming Capsules was found to contain undeclared  
                       sibutramine. 6. X-Hero and Male Enhancer The U.S. Food and Drug Administration informed consumers of a voluntary recall after X-Hero was found to contain undeclared  
                       sulfosildenafil while Male Enhancer was found to contain undeclared tadalafil. 
Health Canada July/11 is advising Canadians that we have updated our list of unauthorized health products to include a new product, Tibet Babao, which was found to contain undeclared sildenafil, a  
                       prescription erectile dysfunction drug. This product and several others have been removed from sale at the Happy Paradise Adult Store in Burnaby, B.C. 
Health Canada Aug/11 is advising consumers not to use the following foreign health products due to concerns about possible adverse reactions: 1. Celerite Slimming Tea The U.S. FDA informed  
                       consumers of a company recall of Celerite Slimming Tea after it was found to contain undeclared sibutramine. 2. Pink Lady for Women Capsules, St Nirvana Herbal Slimming  
                      Capsules The Australian TGA warned consumers not to use these products after Pink Lady for Women Capsules was found to contain undeclared tadalafil while St Nirvana Herbal  
                      Slimming Capsules was found to contain undeclared sibutramine and phenolphthalein. According to the TGA advisories, these products are sold over the Internet. 3. Fifteen products  
                     promoted for weight loss The Hong Kong Department of Health (HKDH) warned consumers not to buy or use these 15 products after they were found to contain at least one of the  
                    following undeclared substances: phenolphthalein, sibutramine, and/or an unauthorized substance similar to sibutramine. 
Health Canada Sep/11 Bi Yan Pian Recalled Due to Excessive Amount of Mercury. Wing Quon Enterprises Ltd has initiated a stop sale and is voluntarily recalling a natural health product, Bi Yan  
                     Pian (NPN# 80023876) from the Canadian market after the product was found to contain an excessive amount of mercury. 
Health Canada Oct/11 is advising Canadians not to use these foreign health products as they may pose a health risk. Slim Forte Slimming Capsules, Slim Forte Double Power Slimming Capsules,  
                     Slim Forte Slimming Coffee and Meizitang Botanical Slimming Soft Gel-The U.S. Food and Drug Administration warned that these weight loss products contain an unauthorized drug  
                     (sibutramine). OxyELITE Pro capsules and Pure Fat Three Days Reduce Weight capsules- The Australian Therapeutic Goods Administration warned that these weight loss products  
                     contain an unauthorized drug (sibutramine), or a prescription drug (yohimbine). SXL Sexcellence sachets- The Australian Therapeutic Goods Administration warned that this sexual  
                     enhancement product contains an unauthorized drug (sulfosildenafil). [W.S] Gan Mao Ling and Chaisentomg Baby’s Kam Chik San Powder - The Hong Kong Department of Health  
                     warned that these Chinese health products contain excessive levels of heavy metals (lead or arsenic). Huo Li Bao and Ren Sem Tu Chon Chin Kuo Pill - The Singapore Health Sciences  
                     Authority warned that these Chinese pain-relief products contain prescription and/or over-the-counter drugs (furosemide, piroxicam, chlorpheniramine, and/or dexamethasone). 
Health Canada Nov/11 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Zhui Feng Bao Wei San The Singapore Health Sciences Authority warned that  
                     this health product contains excessive levels of microbial contamination. 2. Metabolic Advantage The Singapore Health Sciences Authority warned that this weight-loss product contains  
                     prescription drugs (thyroid hormones). 3. Majun Dua Istimewa, Raja Maajun-Jerat Dan Seret Angin, and Horkut Chooi Foong Hor Lok Tan The Singapore Health Sciences  
                     Authority warned that these traditional medicines contain undeclared prescription and over-the-counter drugs (dexamethasone, indomethacin, chlorpheniramine, dextromethorphan and  
                     acetaminophen). 4. Tian Ma Tu Chung Seven Leave Ginseng, Vall-Boon Tongkat Al, and Pao Ni Kang  The Singapore Health Sciences Authority warned that these traditional herbal  
                     products contain prescription and over-the-counter drugs (dexamethasone, ketoconazole, repaglinide, pheniramine, and chlorpheniramine). 5. Slimming Kapsul The Hong Kong  
                    Department of Health warned that this weight-loss product contains an unauthorized drug (sibutramine) and a prescription drug  (spironolactone). 6. Pancre-Plus The Hong Kong  
                    Department of Health warned that this counterfeit Chinese medicine contains an unauthorized drug (phenformin) and a prescription drug (glyburide). 7. Maxidus capsules, Chao  
                    Jimengnan SuperPowerful Man tablets, Fu Yuan Chun capsules, and Qing Tian Zhu tablets  The Australian Therapeutic Goods Administration warned that these sexual enhancement  
                    products contain prescription drugs (sildenafil, tadalafil) and/or unauthorized drugs (sulfohydroxyhomosildenafil, sulfosildenafil). 



 

Health Canada Nov/11: An unauthorized health product, “Stiff One Hard 169” is being voluntarily recalled from the Canadian market after Health Canada’s testing identified an undeclared  
                    prescription medication in the product (thiodimethylsildenafil, an undeclared substance similar to the prescription medication sildenafil). 
Health Canada Dec/11 is advising "Yanshiwang", "Jin Kong Fu" and "Chong Cao She Bian Zhuang Yang Dan". These products were removed from sale at Male and Female Harmony retail stores  
                    in Richmond and Burnaby, B.C., along with the Happy Paradise Adult Store in Burnaby. These contained sildenafil. 
Health Canada Jan/12 advises:  1)17 weight loss products (see Alert for a complete list)  A-Slim 100% Natural Slimming Capsule, Acai Berry Soft Gel ABC, Advanced Slim 5 > 
                    DaiDaiHuaJiaoNang, Dream Body Slimming Capsule, Fruit Plant Lossing Fat Capsule, Health Slimming Coffee, Ja Dera 100% Natural Weight Loss Supplement, Leisure 18 Slimming  
                    Coffee, Lishou, Magic Slim Tea, Magic Slim Weight Reduction Capsule, P57 Hoodia, Pai You Guo Slim Tea, PhentraBurn Slimming Capsules, Slender Slim 11 Tengda. The U.S. Food and  
                     Drug Administration warned that these weight loss products contain unauthorized drugs (sibutramine, phenolphthalein).  2. Uprizing 2.0  The U.S. Food and Drug Administration warned  
                     that this body building product contains a controlled prescription drug (superdrol).  3. Get Stiff, Maxi Mize New Zealand’s Medsafe warned that these sexual enhancement products  
                     contain prescription drugs (tadalafil, vardenafil, yohimbine) and/or unauthorized drugs (hydroxyhomosildenafil, hydroxythiohomosildenafil).  4. Ying Da Wang tablets  The Australian  
                     Therapeutic Goods Administration warned that this sexual enhancement product contains a prescription drug (sildenafil).  5. Slimina weightloss capsules, S-shape slim capsules  The  
                     Australian Therapeutic Goods Administration warned that these weight loss products contain prescription drugs (propranolol, nifedipine) and/or unauthorized drugs (sibutramine,  
                     fenfluramine, phenolphthalein).  6. Athri-Eze, Sear Heang Tienchi Tu Chung Wan, Wiku Jahe Kencur (Akur Mujarab), Cap Wijaya Kusuma (An Ki It)  The Singapore Health  
                     Sciences Authority warned that these Traditional Chinese or Traditional Malay Jamu products contain prescription and/or over-the-counter drugs (dexamethasone, prednisolone,  
                     furosemide, allopurinol, acetaminophen, chlorpheniramine), and/or an unauthorized drug (phenylbutazone).  7. Cardiotium, Paidusu, SlimEasy Herbs Capsule, Tianran Zuanshi  
                     Xianweisu  The Hong Kong Department of Health warned that these health products contain prescription drugs (losartan, atorvastatin, thyroxine) and/or unauthorized drugs (sibutramine,  
                     phenolphthalein). Consult a health care practitioner immediately if you have taken “Cardiotium” while pregnant. The use of losartan during pregnancy can cause injury and even death to  
                     the fetus.  8. [LuShenPai] Specific Hou Ton Qing, [AA] Pe Min Kan Wan  The Hong Kong Department of Health warned that these traditional Chinese health products contain excessive  
                     levels of heavy metals (arsenic or mercury).  
Health Canada Feb/12 is advising Canadians that using “MMS”, also known as Miracle Mineral Solution or Miracle Mineral Supplement may cause serious health problems. The product  
                     information lists sodium chlorite as an ingredient and is promoted as a substance that can cleanse toxins from the human body. 
Health Canada Feb/12 seized a variety of Stiff4Ever and PurePillz products from The Love Shop retail outlets located in Ontario. These products are unauthorized drugs and are considered potentially  
                     dangerous to the health and safety of Canadians. Health Canada tested the Stiff4Ever products, advertised as male sexual stimulants, and identified sildenafil. The labels of the PurePillz  
                     products (see below) state that they contain BZP and TFMPP. Benzylpiperazine (BZP) is a synthetic substance with stimulant-like effects, while 3-trifluoromethylphenylpiperazine  
                     (TFMPP) is a synthetic substance with hallucinogen-like effects.  
Health Canada  Mar/12 Power-X” has been removed from a Canadian retail location after Health Canada’s testing identified undeclared thiodimethylsildenafil which is similar to the prescription  
                     medication sildenafil. 
Health Canada May/12: Unauthorized health products, “X-Rock”, “Kaboom” and “One For Her” have been removed from sale from various retail outlets in British Columbia and Saskatchewan.  
                      Health Canada’s testing identified undeclared prescription drugs sildenafil and tadalafil, and an undeclared substance, hydroxythiohomosildenafil, which is similar to sildenafil. 
Health Canada May/12  1. CanSui; Lexscl Fat Rapid Loss Capsule; The Extreme-thin Fat Burning Bomb;  Xiu Zhi Su L-Carnitine Slimming Capsule  The Hong Kong Department of Health  
                       warned that these weight loss products contain unauthorized drugs (sibutramine, phenolphthalein).  2. Jin Yu Tang Tai Han Kang Pai Pu Ling Jiao Nang;  
                       TangBaoKouFuYiDaoSuJiaoNang; Tangren 365 Kangxunpai sangge huoyisu jiaonang; Tong Ren Xiu Fu Kou Fu Yi Dao Su  The Hong Kong Department of Health warned these  
                       products, promoted to control high blood sugar, contain a combination of prescription drugs (metformin, glibenclamide [also known as glyburide], rosiglitazone, glimepiride,  
                       hydrochlorothiazide) and unauthorized drugs (phenolphthalein, phenformin).  3. [Chung Lien Kulin Brand] Anshen Bunai Pian  The Hong Kong Department of Health warned that this  
                      traditional Chinese health product, used for insomnia, contains excessive levels of the heavy metal mercury.  4. Lipro Diet Pills; Xiyouji Qingzhi weight loss capsules  The Australian  
                      Therapeutic Goods Administration warned that these weight loss products contain an unauthorized drug (sibutramine).   5. AdvanceMen capsules; Miraculous Evil Root tablets  
                       The Australian Therapeutic Goods Administration warned that these sexual enhancement products contain either a prescription drug (sildenafil) or an unauthorized drug (sulfoaildenafil).  
Health Canada June/12  1. African Black Ant; France T253; Hard Ten Days; Man King; Stree Overlord : The U.S. Food and Drug Administration warned that these sexual enhancement products  
                       contain prescription drugs (sildenafil. One product also contains tadalafil).  2. RegenArouse; RegenErect: The U.S. Food and Drug Administration informed of a recall because these  
                       sexual enhancement products contain a prescription drug (tadalafil).  3. Mince Belle; Everlax; Ever Slim; Ever Slim Shake Mix (Strawberry); Ever Slim Shake Mix (Chocolate);  
                      Acai-Man Mangosteen Herbal Drink; Perfect Men: The U.S. Food and Drug Administration informed of a recall because these weight loss and sexual enhancement products contain  
                      prescription drugs (sibutramine or tadalafil).  4. Japan Weight Loss Blue, Japan Rapid Weight Loss Diet Pills Green; Japan Rapid Weight Loss Diet Pills Yellow: The U.S. Food and  
                      Drug Administration warned that these weight loss products contain prescription drugs (sibutramine, ephedrine alkaloids) and unauthorized drugs (phenolphthalein, and substances similar  
                      to sibutramine).  5. Koff & Kold; Kold Sore:  The U.S. Food and Drug Administration informed of a recall because these cough and cold products were found to be non-sterile. 6. Ling  
                      Zhi She Xiang Tong Mai Dan:  The Hong Kong Department of Health warned this health product contains a prescription drug (dexamethasone). 7. Q & N Omega Tree:  The Singapore  
                      Health Sciences Authority informed of a recall after this product was found to contain controlled drug substances (cannabinol and tetrahydrocannabinol (THC)). 
Health Canada June/12 Natural Vigor Maximum (Exemption Number: 138273) has been removed from sale from various retail outlets in Ontario after testing by Health Canada identified a hidden  
                      ingredient (dimethylhomosildenafil). 
Health Canada Jun/12 testing has identified that the weight loss product “ZXT Gold” bee pollen capsules contain hidden pharmaceutical ingredients (sibutramine and phenolphthlalein). 
Health Canada July/12 Lightning Rod, an unauthorized sexual enhancement product, has been removed from sale from various retail outlets in Ontario, British Columbia and Saskatchewan after  
                      testing by Health Canada identified a hidden ingredient (hydroxythiohomosildenafil). 
Health Canada July/12 “Fu Fang Zaoren Jiaonang”: A Potentially Dangerous Product for Pregnant Women.  “Fu Fang Zaoren Jiaonang,” an unauthorized natural health product promoted for anxiety  
                      and/or insomnia, has been removed from sale after testing by Health Canada confirmed the presence of the ingredient L-tetrahydropalmatine that could cause damage to vital organs such  
                      as the liver, most notably in pregnant women. 
Health Canada July/12 Vine Essence has been recalled after testing by Health Canada identified a quantity of lead that exceeds Departmental acceptable limits and low levels of undeclared  
                       acetaminophen. 
Health Canada Aug/12 These products are not authorized for sale in Canada and have not been found on the Canadian market, but they may have been brought into the country by travellers or  
                       purchased over the Internet.  1. Boost – Ultra Sexual Enhancement Formula; EreXite; Mojo Nights:  The U.S. Food and Drug Administration advised consumers not to buy or use  
                       these products after they were found to contain one or more of the following undeclared drug ingredients: tadalafil, sildenafil, and unauthorized substances similar to sildenafil that may  
                       pose similar health risks. 2. Firminite; Extra Strength Instant Hot Rod; Libidron: The U.S. Food and Drug Administration informed consumers of a company recall after these  
                       products were found to contain undeclared tadalafil.  3. [Hu Qiu] Niu Huang Xiao Yan Wan:  The Hong Kong Department of Health warned consumers to not use this product after it  
                       was found to contain an excessive level of mercury.  4. Instant Hard Rod; RigiRx Plus; ZenMaxx: The U.S. Food and Drug Administration advised consumers not to buy or use these  
                       products after they were found to contain undeclared aminotadalafil, which is similar to tadalafil and may pose similar health risks.  5. VMaxx Rx: The U.S. Food and Drug  
                      Administration informed consumers of a company recall of certain lots of VMaxx Rx after the product was found to contain undeclared sulfoaildenafil. 
Health Canada Aug/12: Burnaby, B.C. Store (U-Box) Selling Potentially Dangerous Weight Loss Products. Further to our previous communications, Health Canada is advising Canadians that four  
                      products promoted for weight loss have been seized from “U-Box,” a store in Burnaby, B.C.  Health Canada testing has identified they contain hidden drug ingredients (sibutramine and  
                      phenolphthalein) that may pose serious health risks. Caffeine was also found in some of the products and was not listed on the product label. 
Health Canada Sep/12: Zhuifeng Tougu Wan”, an unauthorized natural health product, is being voluntarily recalled after testing identified levels of mercury that are far beyond the allowable limit set  
                       by Health Canada. 
Health Canada Oct/12 The natural health product “Pollen Allergy” (NPN 80035736), now sold as “Tongqiao Biyan Pian,” is being recalled from the Canadian market after testing conducted by  



 

                        Health Canada identified levels of arsenic that exceed Departmental allowable limits. 
Health Canada Dec/12 Three unauthorized health products -- “Man Up Now”, “Black Ant”, “Triple Power Zen Gold 1200mg”-- are being recalled by DVDXPRO after testing by Health Canada  
                         identified undeclared ingredients-sildenafil and/or tadalafil. 
Health Canada Dec/12 is advising Canadians that three unauthorized products "Goya Bittermelon", "S-organic Cocoa+L-carnitine", or "KaBaNa L-Carnitine 360 Slimming Coffee”, promoted for  
                         weight loss have been seized from “Cube Inc.”, a box-store in Richmond, B.C. These products contain hidden drug ingredients (sibutramine and phenolphthalein) that may pose serious  
                         health risks. Caffeine was also found in two products and was not listed on the product label. 
Health Canada Dec/12 is advising Four unauthorized natural health products have been removed from sale as they may pose serious risks to the health of Canadians. The “ExtenZe” products are  
                         promoted as sexual enhancement products and contain ingredients that legally require they be sold with a prescription in Canada. ExtenZe Max Strength Gelcaps, ExtenZe Original  
                         Tablets, ExtenZe Natural Female Tablets, and ExtenZe Big Cherry Flavour Liquid: Three of these unauthorized products list the prescription ingredient pregnenolone and the controlled  
                         drug DHEA (dehydroepiandrosterone) & three of these unauthorized products contain the prescription medication yohimbine (either as yohimbine HCl or as yohimbe extract). 
Health Canada Jan/13: 1) Muscletech Hydroxystim capsules- The Australian Therapeutic Goods Administration (TGA) warned consumers not to purchase or use this product after it was found to  
                         contain 1,3-dimethylamylamine (DMAA), a drug that is not approved for sale in Canada. 2. [W.S.] Tian Ma Toutong Wan; Shi Hu Ye Guang Wan (Ye Guang Wan); Nai Chang    
                        Ming Yan Pills (Ming Yan Pills); [Fung Shing Pai] Tian-Ma Wan; Bak Foong Pills (11 products) . The Hong Kong Department of Health has warned consumers not to purchase or  
                         use certain batches of these products after they were found to contain excessive levels of lead or mercury. 
Health Canada Feb/13: Two unauthorized health products “18 Again” and “Stiff 4 Hours” were tested by Health Canada and were found to contain hidden ingredients (sildenafil or tadalafil) that may  
                          pose serious risks to the health of Canadians. 
Health Canada Mar/13: An unauthorized natural health product, “Libigrow” was tested by Health Canada and found to contain hidden ingredients (sildenafil and tadalafil) that may pose serious risks to  
                          the health of Canadians. “Libigrow” was being sold at two retail locations in the province of Québec: Boutique Sexie folie Inc. (Sainte-Catherine) and at Boutique Érotique 5ième  
                           avenue Inc. (Valleyfield). 
Health Canada Apr/13  1. Diet Garcinia Forte; Shan Dian Shou; Aulura Energy Dietary Supplement   The Hong Kong Department of Health has advised consumers not to use these products after  
                          they were found to contain sibutramine and phenolphthalein, drug ingredients that were not declared on their product label. Shan Dian Shou also contains the undeclared prescription  
                          drug sildenafil.  2. Snake Powder Capsule for Rheumatism; Jia Rong Zhuang Gu Tong Bi Jiaonang; Long Ren Tang Fu She Gu Rang Jiao Nang The Hong Kong Department of  
                          Health advised consumers not to use these products after they were found to contain multiple prescription and non-prescription drugs that were not declared on their product label.  
                          (prednisone, indomethacin, diclofenac, hydrochlorothiazide, cimetidine, prednisone, theophylline, dexamethasone etc ).    3. Tinea Schwartz’s; Tiao Jing Bu Xue Pills; Yeung Ng   
                          Tong Tin Hee Pills The Hong Kong Department of Health advised consumers not to use these products after they were found to contain prescription drugs that were not declared on  
                           their product label (prednisone, indomethacin, diclofenac).   4. Quan Xie Jin Gu Tong; Xinhuang Pian; Jin Gu Feng Shi Kang Jiao Nang The Hong Kong Department of Health  
                           advised consumers not to use these products after they were found to contain multiple prescription and non-prescription drugs that were not declared on their product label. (prednisone,  
                           piroxicam, diclofenac, indomethacin, naproxen).    
Health Canada May/13 Two unauthorized health products — “Stiff Nights” and “Stiff 4 Hours” — were tested by Health Canada and were found to contain hidden ingredients (sildenafil and/or tadalafil) that may pose serious risks to the health of Canadians.  
                          The products were being sold at Saints N Sinners Ltd, 1715 Centre Street N.W., Calgary, Alberta. 
Health Canada June/13 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Flutulang, Kapsul Gaut (Asam Urat), and True ProLife Vegrow  The Health Science Authority of Singapore advised consumers not to use  
                           these products after they were found to contain phenylbutazone, chlorpheniramine, dexamethasone, and a chemical compound similar to the prescription drug sildenafil. 
                          2. Jinmaoshiwang tablets, Naturally Kouxan Best Slim capsules, and Majestic Slimming capsules The Australian Therapeutic Goods Administration advised consumers not to use these products after they were found to contain sildenafil,  
                          sibutramine and phenolphthalein. 3. WOW, Super Power and SLIMDIA Revolution  The U.S. Food and Drugs Administration (FDA) warned consumers not to use these products after they were found to contain diclofenac sodium, methocarbamol,  
                          dexamethasone, sildenafil and sibutramine.  4. Libigrow XXXtreme, Blue Diamond, Blue Diamond Platinum, Mojo Nights Supreme, and Casanova  The U.S. Food and Drugs Administration warned consumers not to use these products after  
                          they were found to contain sildenafil, sulfoaildenafil and thioaildenafil. 
Health Canada Aug/13 is advising Canadians not to use these foreign health products as they may pose a health risk. 1. Brazilian Slimming Coffee, Leisure 18 Slimming Coffee, 7 Days Slimming Coffee, Brazilian 7 Days Slimming Coffee, Beauty Secret 
                        Slimming Coffee, Body Beauty 5 Days Slimming Coffee, Leisure 18 Slimming Mango Juice, Leisure 18 Slimming Orange Juice, Authentic Leisure 18 Slimming Orange Juice, Super Slim Orange Juice, Coffee Fashion Slimming  
                        The Hong Kong Department of Health has advised consumers not to use these products after they were found to contain the undeclared drug ingredients sibutramine and/or phenolphthalein. http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc- 
                         sc/2013/34859a-eng.php 2. Steelman Capsules 2 The Hong Kong Department of Health has advised consumers not to use this product after it was found to contain undeclared aminotadalafil.  
                        http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34861a-eng.php 3. CO Feng Shi Gu Tong Ning Jiao Nang The Hong Kong Department of Health has advised consumers not to use this product after it was found to contain undeclared  
                        prednisone, diclofenac, ibuprofen, hydrochlorothiazide, metoclopramide and trimethoprim. http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34861a-eng.php 4. Fu Fang Feng Shi Gu Kang Ling Jiao Nang The Hong Kong Department  
                        of Health has advised consumers not to use this product after it was found to contain undeclared prednisone, diclofenac, ibuprofen, indomethacin, piroxicam and metoclopramide. http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34861a- 
                       eng.php 5. Best Slim capsules, Meizi Evolution Botanical Slimming soft gel capsules The Australian Therapeutic Goods Administration warned consumers not to use these products after they were found to contain the undeclared drug sibutramine.  
                       http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34869a-eng.php 6. Libigirl capsules The Australian Therapeutic Goods Administration warned consumers not to use this product after it was found to contain the undeclared prescription  
                       drugs sildenafil and tadalafil. http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34869a-eng.php 7. Albuterex Xtreme Formula The Australian Therapeutic Goods Administration has warned consumers not to use this product after it was  
                       found to contain undeclared theophylline, yohimbine and high amounts of undeclared caffeine. http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34863a-eng.php 8. Albutarex Xtreme and Albutarex Femme Formula The Australian  
                       Therapeutic Goods Administration has warned consumers not to use these products after they were found to contain undeclared theophylline and high amounts of undeclared caffeine.    
                       http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/34863a-eng.php 
Health Canada Aug/13 Prema G (Granules packaged in tea packets, NPN: 80035944) was tested by Canada Border Services Agency and found to contain a hidden ingredient (hydroxyhomosildenafil thione). 
Health Canada Oct/13 is warning consumers not to use unauthorized Compound Danshen Dripping Pills  after it was associated with a Canadian case of methemoglobinemia, a rare but serious condition which may result in coma or death.   
Health Canada Oct/13 Natural health product (Spectrazyme) recalled due to potential contamination with the antibiotic chloramphenicol. Metagenics Canada, in consultation with Health Canada, is voluntarily recalling its natural health product “Spectrazyme” – a  
                       digestive aid – due to a possible contamination with chloramphenicol, an antibiotic that may pose serious health risks to consumers.  
Health Canada Oct/13 Natural health product (Flora Essentials) recalled due to potential contamination with the antibiotic chloramphenicol.  
Health Canada Oct/13 Natural health products (Kamizym-U and Kamizym+) recalled due to potential contamination with the antibiotic chloramphenicol. 
Health Canada Oct/13 wishes to inform Canadians that seized natural health products being sold by Lion King Health Enterprises Group Ltd., 1328-8368 Capstan Way, Richmond, BC. were tested and found to contain hidden ingredients and unauthorized substances  
                        similar to the prescription drug, sildenafil. (North America Dami Ana 600mg, South America Maca 600mg, Ashwagandha 600mg, Optimusman 350mg, Superman 350mg, Innerget Instant Erection (NPN#80041194), Innerget Prolonged  
                        Performance (NPN#80041194), Innerget Everlasting Strength (NPN#80041194), Megaton 2080.) 
Health Canada Nov/13 is advising Canadians not to use these foreign health products as they may pose a health risk. These products have been found by regulators in other countries to contain drug ingredients or soy milk allergens that are not declared on the product  
                        labels, or a high level of microbial contamination. Prescription drugs should only be taken under the supervision of a healthcare professional.   These products are not authorized for sale in Canada and have not been found on the Canadian market, but  
                        they may have been brought into the country by travellers or purchased over the Internet:   
                        1. Protein Extract and artiphen  http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36237a-eng.php ;   
                        2. Aisiyuan V26 Slimming Granules,     AcaiBerry Living-XS, and 4C Cosmoslim , http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36269a-eng.php ;   
                        3. MAXILOSS Weight Advanced  http://healthycanadians.gc.ca/recall-alert-     rappel-avis/hc-sc/2013/36197a-eng.php;  
                        4. 14 sexual enhancement products  http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36233a-eng.php ;   
                        5. Ginseng Baji Gu Ci Wan, Tu Chong Ginseng Wan Le Seang and X-Tract Nature http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36359a-eng.php ;  
                        6. Ziyinzhuangyang tablets, Maxman III, and Mojo Risen http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36519a-eng.php ;  
                        7. Kyuwei http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2013/36515a-eng.php ;  
                        8. ESV Extra Strong Version, MSV Strong Version, RL Rapid Loss, My Slimmer Me (MSM) soft gel capsules, Natural Miaotiaoyishen capsules, and Paiyouji Natural Slimming Capsules http://healthycanadians.gc.ca/recall-alert-rappel-                      
                            avis/hc-sc/2013/36521a-eng.php. 



 

Health Canada Dec/13 has updated the list of natural health products seized from Lion King Health Enterprises Group Ltd., 1328 - 8638 Capstan Way, Richmond, B.C. that have been tested and found to contain hidden ingredients and unauthorized substances  
                        similar to the prescription drug tadalafil. 
Health Canada Dec/13 General Nutrition Centres Company (GNC), in consultation with Health Canada, is voluntarily recalling its natural health product “Women’s Phytoestrogen Formula” – used for the relief of menopausal symptoms – due to possible  
                         contamination with chloramphenicol. 
Health Canada Dec/13  testing of an unauthorized natural health product, MaxHIMize, found it to contain bacteria (Enterococcus durans and Bacillus spp) and undeclared caffeine that could present a risk to health. MaxHIMize is being promoted as a dietary  
                          supplement and for erectile dysfunction. 
Health Canada Feb/14: 1. Hairegenerator  The Hong Kong Department of Health warned consumers not to use this product after samples of the product were found to exceed the permissible limit for mercury. The level of mercury exceeds Health Canada’s  
                         acceptable limits as well. 2. Li Long Mei Guo Mo Bang, and Ginseng Tu chong Wan Lin Heong  The Singapore Health Sciences Authority warned consumers not to use this product after it was found to contain sildenafil, a drug ingredient that was  
                         not declared on the product label.  3. Lightning 10.0+, LV Shou Reduces Fat, and STB Summit of the Thin Body S Woman Degreasing Burning Pill  The Hong Kong Department of Health warned consumers not to use this product after it was  
                         found to contain sibutramine, phenolphthalein, and indomethacin. 
Health Canada Mar/14 is advising Canadians not to use these foreign health products as they may pose a health risk.  1. Xiang Gang Tian Long Sheng Wu Ke Ji Di Qi Dai Chi Jiu Zhan Shen   
                         http://www.healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2014/38599a-eng.php was found to contain sildenafil. 2. Various Sexual Enhancement Products  
                         http://www.healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2014/38577a-eng.php was found to have sildenafil and tadalafil. 3. Majestic Slim Perfect and Yixiu L-Carnitine Slimming Capsules   
                         http://www.healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2014/38609a-eng.php was found to contain sildenafil and phenolphthalein. 
Health Canada Mar/14: Zyrexin, tested by Health Canada at the border was found to contain a hidden prescription drug ingredient (Yohimbine) . 
Health Canada Apr/14 has seized the unauthorized drug, “L-Showm Weight Loss Pills”, being sold at the U-Box store, located at 2809-4500 Kingsway, Burnaby, BC. Health Canada testing found that it contained an undisclosed ingredient, phenolphthalein. 
Health Canada Apr/14: Four unauthorized drugs being sold at two SVN FUEL stores - one in Burnaby and one in Coquitlam, B.C. - were seized by Health Canada as they contain ingredients that are potentially dangerous to the health of consumers. The products, and  
                         the unapproved ingredients they contain, include Jack3d (DMAA (1, 3-dimethylamylamine), Red Rockets (ephedrine and caffeine), West Pharm Therma Lean (ephedrine and caffeine), and OxyElite Pro (1, 3-dimethylamylamine HCl and  
                         Yohimbe Bark extract). They were being promoted for weight management. 
Health Canada Apr/14: 1) San Xiao Ping Tang Jin Qi Jiao Nang: The Hong Kong Department of Health warned consumers not to use this product after it was found to contain phenformin, pioglitazoneand glibenclamide. 2) Volcano Male Enhancement liquid &  
                         caps: The U.S. Food and Drug Administration warned consumers not to use these products after they were found to contain desmethyl carbodenafil, dimethylsildenafil and dapoxetine. 3) Dr. Larry’s Tranquility: The U.S. Food and Drug  
                        Administration warned consumers not to use this product after it was found to contain undeclared doxepin and chlorpromazine. 
Health Canada Apr/14: Nano Well-being Health Inc. issued a voluntary recall of Super Arthgold, 500 mg capsules to the consumer level. FDA laboratory analysis has found the product to contain chlorzoxazone, diclofenac and indomethacin, making it an  
                          unapproved new drug. 
Health Canada May/14 Blue Stinger contains sulfoaildenafil; 72 HP, Evil root and Pro Power Max contains sildenafil; Esbelin siloutte te, Esbelin Siloutte Herbal blend with L-Carnitine, Esbelder man, Esbelder fem, Esbelder siloutte contains Sibutramine,  
                          N-Desmethylsibutramine, and N-di-Desmethylsibutramine; Instant Slim contains  sibutramine and phenolphthalein; Jack Rabbit contains sildenafil and tadalafil; Live Clinical 90 caps contains milk, Ortiga contains diclofenac.  
Health Canada May/14 One lot of Lite Fit USA (Lot Number 13165, Exp. 05/17) is being voluntarily recalled in the U.S. after analysis by the U.S. Food and Drug Administration revealed the lot contains the undeclared prescription drug sibutramine. 
Health Canada May/14 has requested that Christmas Natural Foods Ltd. stop selling and recall its unauthorized health product, Heartland Natural Wild Yam Moisturizing Cream, after testing conducted by the Department identified a undisclosed prescription drug  
                          ingredient, progesterone. 
Health Canada May/14: 1. VitaliKOR: FDA found vardenafil and tadalafil; 2. Slim Fortune, Lidiy & Slim Expert FDA found sibutramine; 3. Vigor Tea sachets: Australian Therapeutic Goods Administration found sulfoaildenafil;  
                         4. Prolifta capsules, PHUK and Virilis Pro: FDA found sildenafil; 5. Dr. Mao Slimming capsules, Perfect Body Solutions, Burn 7: FDA found sibutramine; Bella Vi Insane Amp’d Up, Be Inspired, Goodliness Fat Reducing capsules,  
                         Jimpness Beauty Fat Loss capsules: FDA found sibutramine and phenolphthalein; 6. Nature Most Laboratories Vanilla Almond, and Strawberry Banana Whey Power products: FDA found undeclared milk, soy and almond allergens;  
                         7. Wood-E, Xzen Gold, Xzen XPress, XZen 1200, and XZone Premium: FDA found Wood-E contains sildenafil, Xzen Gold and Xzen XPress contain sildenafil and tadalafil, & XZen 1200 contains tadalafil. 
Health Canada June/14: Bali Mojo &  Vimax contains tadalafil., LOVher capsules contains tadalafil, sildenafil and diclofenac. Erec-Bull, contains yohimbine.  Best Whips & JINQIANGBUDOR Red Dragon contains sildenafil. Super Hard tablets contains     
                         sildenafil. CONTROL All Natural Sexual Enhancement contains sulfoaildenafil and dimethylsildenafil. Phen Tabz contains dimethylamylamine (DMAA).  Asset Extreme, Asset Extreme Plus, Meizitang Citrus, Slimming Diet Berry Plus,  
                         Citrus Fit Gold, Hot Detox, Thinogenics contains sibutramine. Tonic Life BP & Slimfast capsules contains phenolphthalein .  Dr. Ming’s Chinese Capsule, Magic Slim and Apple’s Quick Impact Weight Loss contains  
                         sibutramine and phenolphthalein. Pro ArthMax contains diclofenac, ibuprofen, naproxen, indomethacin, chlorzoxazone. Adipotrim XT contains fluoxetine. StemAlive contains milk. 
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MHRA Dec/11Health Sciences Authority in Singapore has issued a press release warning the public of four adulterated health products. ATHRI-Eze - is marketed as a traditional Chinese medicine and  
                                                   packaged in a bottle of 20 white capsules. SEAR HEANG TIENCHI TU CHUNG WAN - claims to treat rheumatic pain and backache and is sold in a bottle of 40  
                                                   black pills with a red label. CAP WIJAYA KUSUMA (AN KI IT) and WIKU JAHE KENCUR (AKUR MUJARAB) - are promoted as Malay Jamu (postnatal)  
                                                   medicines, which are packed in foil sachets of brown powder and are labelled to treat rheumatoid and arthritic conditions.These four products have been found to contain  
                                                   undeclared pharmaceutical medicines. Ingredients found include: dexamethasone, furosemide, paracetamol, chlorpheniramine (also known as  
                                                   chlorphenamine), phenylbutazone, allopurinol & prednisolone. 
MHRA Dec/11 In response to an urgent notice issued by MHRA, Bee Health Ltd has agreed to stop marketing FSC Black Cohosh 1000 mg due to concerns about the high dosage of black cohosh in the  
                                                   product. The MHRA advises consumers not to take the FSC Black Cohosh product as it equates to 50 times the dose approved for traditional herbal medicinal products  
                                                   used to relieve menopausal symptoms. It is not known what the risks or effects on the body could be associated with such a high level of Black Cohosh. 
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                                                   serious liver damage and organ failure. PAs have also been shown to lead to cancer in animals. Butterbur is most commonly used to treat migraine and hayfever.  
                                                  Butterbur products have been associated with cases of liver toxicity; 40 cases have been reported in the literature. Of these cases, nine were of acute hepatitis and two of  
                                                  the nine cases resulted in liver failure requiring transplantation. The cases of liver toxicity appear to have occurred with extracts of Butterbur where the PAs had been  
                                                  removed and only small amounts remained. There is some evidence that other constituents found in Butterbur such as the sesquiterpene constituents for example petasin  
                                                  may be implicated in the liver toxicity.  
MHRA Feb/12 Herbal sliming products found to contain potentially dangerous undeclared pharmaceuticals: Expelling Grease Slimming Abdomen, V12 Fruit Slimming, 100% Natural Weight Loss  
                                                 Coffee, Leisure 18 Slimming Orange Juice, Fashion Slimming Milk Shake, Langli, Ya Buk & Fruit and vegetables lose weight. MHRA has received advice from the  
                                                 Danish Medicines Agency that these unlicensed products have been tested and found to contain the Prescription Only Medicine Sibutramine.  
MHRA Feb/12 has received advice from AGES PharmMed in Austria and the Danish Medicines Agency, warning that these unlicensed products have been tested and found to contain Tadalafil and/or  
                                                  Sildenafil: AH Free/Reflexit, Stree Overlord, Man King, VigRX, Maxman, Maxman III, Viriya, & Imbiza for Men. 
MHRA Feb/12 Following a safety alert issued in October 2010 about slimming products containing Paiyouji the Agency has received a further complaint about a product called 'Paiyouji Plus - Fast  
                                                  Acting Slimming Tea'. This product has been tested by the Agency and, as in the case of other Paiyouji products, found to contain sibutramine. 
MHRA Mar/12 Traditional Chinese Medicine (TCM) Anshen Bunao Pian (Chung Lien Kulin Brand) has been found by the Department of Health in Hong Kong to contain 55 times the level of  
                                                   mercury permitted in China. Acute mercury poisoning can damage the neurological system and kidneys. The product is manufactured in mainland China and imported by  
                                                   Fung Wah (HK) Company.  
MHRA July/12 Department of Health in Hong Kong have issued a warning asking members of the public not to buy or consume an oral product called ‘Ling Zhi She Xiang Tong Mai Dan’, as it may  
                                                    contain an undeclared pharmaceutical, dexamethasone. 
MHRA Aug/12 Echinacea should not be given to children under 12 years: Oral herbal products containing echinacea should not be given to children under 12 years, the Medicines and Healthcare  
                                                    products Regulatory Agency (MHRA) has warned. http://www.mhra.gov.uk/NewsCentre/Pressreleases/CON180627  [Accessed  24 October 2012]. 
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                                                    top. Inside, there are ten blue capsules. The Austrian authority (AGES) has issued a warning for this product after finding it to contain Tadalafil. 
MHRA Oct/12 The UK Medicines and Healthcare products Regulatory Agency (MHRA) has issued a reminder about a potential adverse effect of liver problems when using Black Cohosh to relieve  
                                                    symptoms of the menopause. The MHRA has issued a press release reminding people about the risk of liver problems with Black Cohosh, following a serious case of  
                                                   liver failure resulting in a liver transplant suspected to have been caused by a herbal product containing Black Cohosh. The investigation of this case and of the product  
                                                   involved is ongoing.  To date, the MHRA has received 53 reports of adverse reactions suspected to be associated with the use of Black Cohosh. 
MHRA, Viridian Nutrition has agreed to recall stocks of Black Cohosh Root Capsules, as some batches of the product have been found to contain an undeclared plant species in addition to the declared  
                                                   plant species. The product is labelled as containing Black Cohosh, which is the common name of Cimicifuga racemosa,  as specified in the European, British and  
                                                   American Pharmacopoeia. However tests carried out on the product have shown that the product also contains other Cimicifuga species, probably Cimicifuga foetida. 
MHRA Nov/12 has received advice from the Danish Medicines Agency that this unlicensed product, Ultra Slim  has been tested and found to contain the Prescription Only Medicine Sibutramine. 
MHRA Nov/12 has received advice from the Ministry of Health, Jerusalem warning that this unlicensed product, Shark Essence has been tested and found to contain Tadalafil and Sildenafil. 
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                                                   Coffee, Brazil Potent Slimming Coffee  sachets, Coffee 26 Original sachets, Coffee Nature Fashion Slimming sachets, Slender Capsule, Slim-1. 
MHRA Feb/13 Hong Kong Department of Health issues warnings about Traditional Chinese Medicines (TCM) found to contain heavy metals. Product names: [W.S.] Tian Ma Toutong Wan; Shi Hu  
                                                   Ye Guang Wan (Ye Guang Wan); Nai Chang Ming Yan Pills (Ming Yan Pills); [Fung Shing Pai] Tian-Ma Wan; Bak Foong Pills (11 products - see below for details). 
MHRA Aug/13 has recently been made aware of several unlicensed  herbal products which have been found to contain heavy metals: Bak Foong Pills, Hairegenerator, Niu-Huang Chieh-tu-pien, Divya Kaishore Guggul, Chandraprabha Vati. 
MHRA May/14: Advising consumers not to use Ayurvedic Herbal Medicine Shwasa Sanjeevani as it has been found to contain dexamethasone. Hong Kong Department of Health found that samples of Hairegenerator exceeded the permissible limit for mercury.   
                                                    Singapore Health Sciences Department Li Long Mei Guo Mo Bang because it contains sildenafil & Ginseng Tu chong Wan Lin Heong contains dexamethasone. 
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 Modify treatment if there's no response within 2 months.  
 Successful treatments of first episodes of major depression should continue for about 6 months; patients with a history of two or more episodes should undergo treatment for much longer periods. 
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Resource for Self Help: Silberman, Stephanie. The Insomnia Workbook. A Comprehensive Guide to Getting the Sleep You Need. New Harbinger Publications, Inc.  2009.  
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INHALATIONAL  DEVICES and MONITORING TOOLS 
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Extras:  Rimonabant ACOMPLIA –(not in Canada) cannabinoid receptor 1 blocker; 36% complete smoking cessation in final 4 wks of a 10 wk trial   Dose: 20mg/d   SE: nausea, depression, anxiety &  weight.  xlvi,xlvii,xlviii ??Clonidine use  
Piper ME, Smith SS, Schlam TR, et al. A randomized placebo-controlled clinical trial of 5 smoking cessation pharmacotherapies. Arch Gen Psychiatry. 2009 Nov;66(11):1253-62.  {Nicotine lozenge, bupropion, and bupropion plus lozenge 

produced effects that were comparable with those reported in previous research, the nicotine patch plus lozenge produced the greatest benefit relative to placebo for smoking cessation.} 
e-Cigaretes: 1) nicotine containing electronic cigarettes (misnomer as aerosolizing delivery device + cartridge).  They are illegal in Canada. Current controversies with regulation in the USA.  Counsel patients to avoid; alternate products/approaches available for smoking cessation. 

2) Concerns: a) risk becoming starter product & skirt smoke free laws, b) potential toxicities, c) lack evidence for benefit as smoking cessation aid & strong potential to  addiction, d) diversion of devices for use in delivering alternate drugs of abuse. e) short term use 
found to have adverse physiological effects, increased  flow resistance and decreased FeNO. f.) toxic and carcinogenic compounds still delivered in e-cigarettes but in lower concentration than traditional cigarettes  (Medical Letter Nov 2012.) 

Cytisine: Derived from an extract of golden rain acacia seeds; (1.5 mg oral tablets) in 740 adults who smoked ≥ 10 cigarettes/day and were willing to attempt to stop smoking permanently.  Patients were randomized to cytisine vs. placebo for 25 days.  The dose was 6 tablets for  
                the first 3 days, followed by 5 tablets/day on days 4-12, 4 tablets/day on days 13-16, 3 tablets/day on days 17-20, and finally 2 tablets/day on days 21-25.  All patients received minimal counseling during 4 clinical visits and 3 telephone calls over 12 months.  
                    Cytisine is currently available in Russia and Poland (at the equivalent of $6 to $15 per course). West 2011 

Benefits from stopping smoking: 
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Modified Fagerström Test for Nicotine Dependence  

 



 
1. How soon after you wake up do you smoke your first cigarette? 
Within 5 minutes (3 points) 
5 to 30 minutes (2 points)  
31 to 60 minutes (1 point) 
After 60 minutes (0 points) 

2. Do you find it difficult not to smoke in places where you shouldn't, such as in church or school, in a movie, at the library, on a 
bus, in court or in a hospital? 
Yes (1 point) 
No (0 points) 

3. Which cigarette would you most hate to give up; which cigarette do you treasure the most? 
The first one in the morning (1 point) 
Any other one (0 points) 

4. How many cigarettes do you smoke each day?  
10 or fewer (0 points) 
11 to 20 (1 point) 
21 to 30 (2 points) 
31 or more (3 points) 

5. Do you smoke more during the first few hours after waking up than during the rest of the day? 
Yes (1 point) 
No (0 points) 

6. Do you still smoke if you are so sick that you are in bed most of the day, or if you have a cold or the flu and 
have trouble breathing? 
Yes (1 point) 
No (0 points) 

Scoring: 7 to 10 points = highly dependent; 4 to 6 points = moderately dependent; less than 4 points = minimally dependent. 

FIGURE 1. Modified Fagerström test for evaluating intensity of physical dependence on nicotine. 
Adapted with permission from Heatherton TF, Kozlowski LT, Frecker RC, Fagerström KO. The Fagerström test for nicotine dependence: a revision of the Fagerström Tolerance Questionnaire. Br J Addict 1991;86:1119-27. 

 
 
TOBACCO / SMOKING CESSATION PHARMACOTHERAPY Extra articles: 
Abascal W, Esteves E, Goja B, et al. Tobacco control campaign in Uruguay: a population-based trend analysis. Lancet. 2012 Sep 13. 
Abrams DB. Promise and peril of e-cigarettes: can disruptive technology make cigarettes obsolete? JAMA. doi:10.1001/jama.2013.285347. 
Agaku IT, Vardavas CI, Ayo-Yusuf OA, et al. Temporal trends in smokeless tobacco use among US middle and high school students, 2000-2011. JAMA. 2013 May 15;309(19):1992-4.  
Agaku IT, Ayo-Yusuf OA, Vardavas CI, et al. Use of Conventional and Novel Smokeless Tobacco Products Among US Adolescents. Pediatrics. 2013 Aug 5. 
Agboola S, McNeill A, Coleman T, Leonardi Bee J. A systematic review of the effectiveness of smoking relapse prevention interventions for abstinent smokers.  Addiction. 2010 Aug;105(8):1362-80. 
Akuete K, Oh SS, Thyne S, et al. Ethnic Variability in Persistent Asthma After In Utero Tobacco Exposure. Pediatrics. 2011 Aug 22. 
Alpert Hillel R,  Connolly Gregory N,  Biener Lois. A prospective cohort study challenging the effectiveness (NRT treatment)  of population-based medical intervention for smoking cessation. Tob Control tobaccocontrol-2011-050129. Online First: 10 January 2012.   
Aldington S, Williams M, Nowitz M, Weatherall M, Pritchard A, McNaughton A,Robinson G, Beasley R. THE EFFECTS OF CANNABIS ON PULMONARY STRUCTURE, FUNCTION AND SYMPTOMS. Thorax. 2007 Jul 31; [Epub ahead of print] Smoking cannabis was  
           associated with a dose-related impairment of large airways function resulting in airflow obstruction and hyperinflation. In contrast, cannabis smoking was seldom associated with macroscopic emphysema. The 1:2.5 to 5 dose equivalence between cannabis joints and  
           tobacco cigarettes for adverse effects on lung function is of major public health significance. 
Allen MH, Debanné M, Lazignac C, et al. Effect of Nicotine Replacement Therapy on Agitation in Smokers With Schizophrenia: A Double-Blind, Randomized, Placebo-Controlled Study. Am J Psychiatry. 2011 Jan 18.   
Alverson, Clinton J., Strickland, Matthew J., Gilboa, Suzanne M., et al. Maternal Smoking and Congenital Heart Defects in the Baltimore-Washington Infant Study. Pediatrics 2011 127: e647-e653       
Alwan S, Reefhuis J, Botto LD, Rasmussen SA, Correa A, Friedman JM; National Birth Defects Prevention Study. Maternal use of bupropion and risk for congenital heart defects. Am J Obstet Gynecol. 2010 Apr 22.   
American Lung Association. An emerging deadly trend: waterpipe tobacco use. Tobacco policy trend alert. 2007. Available at: http://slati.lungusa.org/reports/Trend%20Alert_Waterpipes.pdf  Accessed July 8, 2010.  
Andrade Md, Hastings G, Angus K. Promotion of electronic cigarettes: tobacco marketing reinvented? BMJ. 2013 Dec 21 
Anthenelli RM et al. Effects of varenicline on smoking cessation in adults with stably treated current or past major depression: A randomized trial. Ann Intern Med 2013 Sep 16; [e-pub ahead of print].  
Asch DA, Muller RW, Volpp KG. Conflicts and Compromises in Not Hiring Smokers. N Engl J Med. 2013 Mar 27. 
Ashraf H, Saghir Z, Dirksen A, et al.   Smoking habits in the randomised Danish Lung Cancer Screening Trial with low-dose CT: final results after a 5-year screening programme. Thorax. 2014 Jan 17.  
Athanasakis K, Igoumenidis M, Karampli E, et al. Cost-effectiveness of varenicline versus bupropion, nicotine-replacement therapy, and unaided cessation in Greece. Clin Ther. 2012 Aug;34(8):1803-14. 
Aubin HJ, Bobak A, Britton JR, et a. Varenicline versus transdermal nicotine patch for smoking cessation: Results from a randomised, open-label trial. Thorax. 2008 Feb 8; [Epub ahead of print] The Week 52 CAR (NRT,Weeks 8-52; varenicline,Weeks 9-52) was 26.1% for  
            varenicline and 20.3% for NRT (OR 1.40, 95% CI, 0.99 to 1.99, p=0.056). Varenicline significantly reduced craving (p<0.001), withdrawal symptoms (p<0.001) and smoking satisfaction (p<0.001) versus NRT. The outcomes of this registered clinical trial (NCT00143325)  
            established that abstinence from smoking was greater, and craving, withdrawal symptoms and smoking satisfaction less, at the end of treatment with varenicline than with transdermal nicotine. 
Aubin H-J, Farley A, Lycett D, Lahmek P, Aveyard P. Weight gain in smokers after quitting cigarettes: meta-analysis. BMJ 2012;345:e4439. (mean gain  of4-5kg after 12months of abstinence) 
Aubin HJ, Luquiens A, Berlin I. Pharmacotherapy for smoking cessation: Pharmacological principles and clinical practice. Br J Clin Pharmacol. 2013 Mar 15.  
Audrain-McGovern Janet, Stevens Sarah, Murray Pamela J., et al. The Efficacy of Motivational Interviewing Versus Brief Advice for Adolescent Smoking Behavior Change. Pediatrics 2011; 128:1 e101-e111; doi:10.1542/peds.2010-2174. 
Avdalovic MV, Murin S. Electronic cigarettes: no such thing as a free lunch...Or puff. Chest. 2012 Jun;141(6):1371-2.  
Aveyard P, West R. Managing smoking cessation. BMJ. 2007 Jul 7;335(7609):37-41. 
Aveyard P, Johnson C, Fillingham S, Parsons A, Murphy M. Nortriptyline plus nicotine replacement versus placebo plus nicotine replacement  for smoking cessation: pragmatic randomised controlled trial. BMJ. 2008 Apr 27; [Epub ahead of print] Nortriptyline and nicotine  
             replacement therapy are both effective for smoking cessation but the effect of the combination is less than either alone and evidence is lacking that combination treatment is more effective than either alone. 
Ayers JW, Althouse BM, Johnson M, Cohen JE. Circaseptan (Weekly) Rhythms in Smoking Cessation Considerations. JAMA Intern Med. 2013 Oct 28. 
Baardman ME, Kerstjens-Frederikse WS, et al. Combined adverse effects of maternal smoking and high body mass index on heart development in offspring: evidence for interaction? Heart. 2012 Jan 30. 
Baggett TP, Tobey ML, Rigotti NA. Tobacco use among homeless people--addressing the neglected addiction. N Engl J Med. 2013 Jul 18;369(3):201-4. 
Bartecchi C, et al. Reduction in the incidence of acute myocardial infarction associated with a citywide smoking ordinance. Circulation. 2006 Oct 3;114(14):1490-6. Epub 2006 Sep 25. (InfoPOEMs: This observational study found that a citywide smoking ban was associated with a  
            reduction in the incidence of acute myocardial infarction (AMI) by approximately 70 per 100,000 person-years (that is, approximately 1 fewer AMI for every 1400 persons per year). Share this information with local politicians and other community leaders who are resisting curbs on smoking. Another  
            study by the Centers for Disease Control and Prevention found that a smoking ban in El Paso, Texas, had no negative economic consequences for bars and restaurants.* *http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5307a2.htm (LOE = 4) ) 
Bass F, Naish B, Buwembo I. Front-office staff can improve clinical tobacco intervention: Health coordinator pilot project. Can Fam Physician. 2013 Nov;59(11):e499-506. 
Bass F, Naish B. Advancing preventive care with clinical tobacco intervention. Can Fam Physician. 2014 Mar;60(3):221-2. 
Bassett RA, Osterhoudt K, Brabazon T. Nicotine Poisoning in an Infant. N Engl J Med. 2014 May 7. 
Basu Sanjay, Stuckler David, Bitton Asaf. Projected effects of tobacco smoking on worldwide tuberculosis control: mathematical modelling analysis. BMJ 2011;343:d5506 doi: 10.1136/bmj.d5506 
Batty GD, Shipley MJ, Kivimaki M, et al. Impact of smoking cessation advice on future smoking behavior, morbidity, and mortality: up to 40 years of follow-up of the first randomized controlled trial of a general population sample. Arch Intern Med. 2011;171(21):1950-1951. 
Been JV, Nurmatov UB, Cox B, Nawrot TS, van Schayck CP, Sheikh A. Effect of smoke-free legislation on perinatal and child health: a systematic review and meta-analysis. Lancet 2014; online March 28. 
Belsky DW, Moffitt TE, Baker TB, et al. Polygenic Risk and the Developmental Progression to Heavy, Persistent Smoking and Nicotine Dependence: Evidence From a 4-Decade Longitudinal Study. JAMA Psychiatry. 2013 Mar 27:1-9.  
Benowitz NL, Prochaska JJ. Smoking cessation after acute myocardial infarction. J Am Coll Cardiol 2013; 61: 524-32.  
Benowitz NL, Goniewicz ML. The Regulatory Challenge of Electronic Cigarettes. JAMA. 2013 Jul 15. 
Bergamini E, Demidenko E, Sargent JD. Trends in Tobacco and Alcohol Brand Placements in Popular US Movies, 1996 Through 2009. JAMA Pediatr. 2013 May 27:1-6.  
Berlin I, Grange G, Jacob N, Tanguy M-L. Efficacy of nicotine patches in pregnant smokers: a randomised, placebo controlled, multicentre trial. BMJ 2014;348:g1622.   
Biedermann L, Zeitz J, Mwinyi J, et al. Smoking cessation induces profound changes in the composition of the intestinal microbiota in humans. PLoS One. 2013;8(3):e59260.  

 



 
Bjerregaard BK, et al. The effect of occasional smoking on smoking-related cancers : In the European Prospective Investigation into Cancer and Nutrition (EPIC). Cancer Causes Control. 2006 Dec;17(10):1305-9.  
Boffetta Paolo, Straif Kurt. Use of smokeless tobacco and risk of myocardial infarction and stroke: systematic review with meta-analysis. BMJ  2009;339:b3060, doi: 10.1136/bmj.b3060 (Published 18 August 2009) An association was detected between use of smokeless tobacco  
            products and risk of fatal myocardial infarction and stroke, which does not seem to be explained by chance. 
Bolliger CT, Issa JS, Posadas-Valay R, et al. Effects of varenicline in adult smokers: a multinational (Latin America, Africa & Middle East), 24-week, randomized, double-blind, placebo-controlled study. Clin Ther. 2011 Apr;33(4):465-77. 
Bonser RS, Taylor R, Collett D, Thomas HL, Dark JH, Neuberger J, on behalf  of members of the Cardiothoracic Advisory Group to NHS Blood and  Transplant and the Association of Lung Transplant Physicians (UK). Effect of donor smoking on survival after lung  
            transplantation: a cohort study of  a prospective registry. Lancet 2012. 
Borland R. Electronic cigarettes as a method of tobacco control. BMJ. 2011 Sep 30;343:d6269. 
Borzekowski DL, Cohen JE. International Reach of Tobacco Marketing Among Young Children. Pediatrics. 2013 Oct;132(4):e825-e831. Epub 2013 Sep 30. 
Botteri E, Iodice S, Bagnardi V, Raimondi S, Lowenfels AB, Maisonneuve P.  Smoking and Colorectal Cancer: A Meta-analysis. JAMA. 2008 Dec 17;300(23):2765-78. Cigarette smoking is significantly associated with colorectal cancer incidence and mortality. 
Brand JS, Chan MF, Dowsett M, et al. Cigarette Smoking and Endogenous Sex Hormones in Postmenopausal Women. J Clin Endocrinol Metab. 2011 Aug 10.  
Brennan TA, Schroeder SA. Ending Sales of Tobacco Products in Pharmacies. JAMA. 2014 Feb 5. 
Britton J. Taxing tobacco profits to prevent the smoking epidemic. The Lancet. Published online March 4, 2011 DOI:10.1016/S0140-6736(10)62040-5 
Britton J and Bogdanovica I. Tobacco control efforts in Europe. Lancet 2013; 381:1588-1595. 
Brown JE, Luo W, Isabelle LM, et al. Candy Flavorings in Tobacco. N Engl J Med. 2014 May 7. 
Bullen C, Howe C, Laugesen M, et al. Electronic cigarettes for smoking cessation: a randomised controlled trial. Lancet 2013; online Sept 8.  
Bunik M, Cavanaugh KL, Herrick D, et al. The ONE Step Initiative: Quality Improvement in a Pediatric Clinic for Secondhand Smoke Reduction. Pediatrics. 2013 Aug;132(2):e502-11. 
Burke H, Leonardi-Bee J, Hashim A et al. Prenatal and Passive Smoke Exposure and Incidence of Asthma and Wheeze: Systematic Review and Meta-analysis. Pediatrics. 2012 Mar 19.  
Burstein AH, et al. Pharmacokinetics, safety, and tolerability after single and multiple oral doses of varenicline in elderly smokers. J Clin Pharmacol. 2006 Nov;46(11):1234-40. Thus, no dose adjustment is necessary based on age alone. 
Cahill K, Stead LF, Lancaster T. Nicotine receptor partial agonists for smoking cessation. Cochrane Database of Systematic Reviews 2007, Issue 1. Art. No.: CD006103. DOI: 10.1002/14651858.CD006103.pub2. Varenicline increased the odds of successful long-term smoking  
           cessation approximately threefold compared with pharmacologically unassisted quit attempts.In trials reported so far, more participants quit successfully with varenicline than with bupropion. The effectiveness of varenicline as an aid to relapse prevention has not been clearly established. The main  
           adverse effect of varenciline is nausea, but this is mostly at mild to moderate levels and tends to reduce with habituation.There is a need for independent trials of varenicline versus placebo, to test the early findings. There is also a need for direct comparisons with nicotine replacement therapy, and for  
          further trials with bupropion, to establish the relative efficacy of the treatments.Cytisine may also increase the chances of quitting, but the evidence at present is inconclusive. 
Cahill K, Moher M, Lancaster T. Workplace interventions for smoking cessation. Cochrane Database Syst Rev. 2008 Oct 8;(4):CD003440. We found strong evidence that interventions directed towards individual smokers increase the likelihood of quitting smoking. These include individual  
         and group counselling and pharmacological treatment to overcome nicotine addiction. All these interventions show similar effects whether offered in the workplace or elsewhere. Self-help interventions and social support are less effective. Although people taking up these interventions are more likely to  
         stop, the absolute numbers who quit are low.2. There was limited evidence that participation in programmes can be increased by competitions and incentives organized by the employer.3. We failed to detect an effect of comprehensive programmes in reducing the prevalence of smoking. 
Cahill K, Lancaster T, Green N. Stage-based interventions for smoking cessation. Cochrane Database of Systematic Reviews 2010, Issue 11. Art. No.: CD004492. DOI: 10.1002/14651858.CD004492.pub4.   
Cahill K, Stead LF, Lancaster T.   Nicotine receptor partial agonists for smoking cessation. Cochrane Database Syst Rev. 2010 Dec 8;12:CD006103. Varenicline at standard dose increased the chances of successful long-term smoking cessation between two- and threefold  
         compared with pharmacologically unassisted quit attempts. Lower dose regimens also conferred benefits for cessation, while reducing the incidence of adverse events. More participants quit successfully with varenicline than with bupropion. Two open-label trials of  
         varenicline versus NRT suggested a modest benefit of varenicline but confidence intervals did not rule out equivalence. Limited evidence suggests that varenicline may have a role to play in relapse prevention. The main adverse effect of varenicline is nausea, but mostly at  
         mild to moderate levels and tending to subside over time. Possible links with serious adverse events, including depressed mood, agitation and suicidal thoughts, have been reported but are so far not substantiated. There is a need for further independent community-based          
         trials of varenicline, to test its efficacy and safety in smokers with varying co-morbidities and risk patterns. There is a need for further trials of the efficacy of treatment extended beyond 12 weeks. Cytisine may also increase the chances of quitting, but the evidence at                
         resent is inconclusive. 
Cahill K, Stead LF, Lancaster T. Nicotine receptor partial agonists for smoking cessation. Cochrane Database of Systematic Reviews 2012, Issue 4. Art. No.: CD006103. Cytisine increases the chances of quitting, although absolute quit rates were modest in two recent trials.  
          Varenicline at standard dose increased the chances of successful long-term smoking cessation between two- and threefold compared with pharmacologically unassisted quit attempts. Lower dose regimens also conferred benefits for cessation, while reducing the incidence of  
          adverse events. More participants quit successfully with varenicline than with bupropion. Two open-label trials of varenicline versus NRT suggested a modest benefit of varenicline but confidence intervals did not rule out equivalence. Limited evidence suggests that  
          varenicline may have a role to play in relapse prevention. The main adverse effect of varenicline is nausea, but mostly at mild to moderate levels and tending to subside over time. Possible links with serious adverse events, including serious psychiatric or cardiovascular  
          events, cannot be ruled out. 
Cahill K, Stevens S, Perera R, Lancaster T. Pharmacological interventions for smoking cessation: an overview and network meta-analysis.CochraneDatabase of SystematicReviews 2013, Issue 5.Art.No.:CD009329.DOI: 10.1002/14651858.CD009329.pub2.  
         NRT, bupropion, varenicline and cytisine have been shown to improve the chances of quitting. Combination NRT and varenicline are equally effective as quitting aids. Nortriptyline also improves the chances of quitting. On current evidence, none of the treatments appear to  
        have an incidence of adverse events that would mitigate their use. 
Cahill K, Stevens S, Lancaster T. Pharmacological treatments for smoking cessation. JAMA. 2014 Jan 8;311(2):193-4. 
Cahill K, Lancaster T.   Workplace interventions for smoking cessation. Cochrane Database Syst Rev. 2014 Feb 26;2:CD003440.  1. We found strong evidence that some interventions directed towards individual smokers increase the likelihood of quitting smoking. These  
        include individual and group counselling, pharmacological treatment to overcome nicotine addiction, and multiple interventions targeting smoking cessation as the primary or only outcome. All these interventions show similar effects whether offered in the workplace or  
        elsewhere. Self-help interventions and social support are less effective. Although people taking up these interventions are more likely to stop, the absolute numbers who quit are low. 
Callaghan, Russell C, Veldhuizen, Scott, Leatherdale, Scott, Murnaghan, Donna, Manske, Steve Use of contraband cigarettes among adolescent daily smokers in Canada. CMAJ 2009 0: cmaj.090665.  
Callinan JE, Clarke A, Doherty K, Kelleher C. Legislative smoking bans for reducing secondhand smoke exposure, smoking prevalence and tobacco consumption. Cochrane Database Syst Rev. 2010 Apr 14;4:CD005992.  
Campbell R, Starkey F, Holliday J, et al. An informal school-based peer-led intervention for smoking prevention in adolescence (ASSIST): a cluster randomised trial. Lancet. 2008 May 10;371(9624):1595-602. The results suggest that, if implemented on a population basis, the 

ASSIST intervention could lead to a reduction in adolescent smoking prevalence of public-health importance. 
Carandang RA, Barton B, Rordorf GA, et al. Nicotine replacement therapy after subarachnoid hemorrhage is not associated with increased vasospasm. Stroke. 2011 Nov;42(11):3080-6. 
Carpenter MJ, Hughes JR, Gray KM, et al. Nicotine therapy sampling to induce quit attempts among smokers unmotivated to quit: a randomized clinical trial. Arch Intern Med. 2011;171(21): 1901-1907. 
Cao Yin; Kenfield Stacey; Song Yan; et al. Cigarette Smoking Cessation and Total and Cause-Specific Mortality: A 22-Year Follow-up Study Among US Male Physicians (PHS). Arch Intern Med. 2011;171(21):1956-1959. 
Carson KV, Brinn MP, Labiszewski NA, Esterman AJ, Chang AB, Smith BJ. Community interventions for preventing smoking in young people. Cochrane Database Syst Rev. 2011 Jul 6;(7):CD001291. doi: 10.1002/14651858.CD001291.pub2.  
Carson KV, Brinn MP, Labiszewski NA, Peters M, Chang AB, Veale A, Esterman AJ, Smith BJ. Interventions for tobacco use prevention in Indigenous youth. Cochrane Database Syst Rev. 2012 Aug 15;8:CD009325. doi: 10.1002/14651858.CD009325.pub2.   
Carson KV, Verbiest MEA, Crone MR, et al. Training health professionals in smoking cessation. Cochrane Database of Systematic Reviews 2012, Issue 5. Art. No.: CD000214. DOI: 10.1002/14651858.CD000214.pub2.  Training health professionals to provide smoking  
          cessation interventions had a measurable effect on the point prevalence of smoking, continuous abstinence and professional performance. The one exception was the provision of nicotine gum or replacement therapy, which did not differ between groups. 
Carson KV, Brinn MP, Peters M, et al. Interventions for smoking cessation in Indigenous populations. Cochrane Database of Systematic Reviews 2012, Issue 1. Art.No.: CD009046. DOI: 10.1002/14651858.CD009046.pub2.  
Carter M. Last gasp for e-cigarette ads that glamorise the habit? BMJ. 2014 Jan 27;348:g475. 
Carter M. The not so independent tobacco experts. BMJ. 2014 Apr 25;348:g2908. 
CDC, Morbidity and Mortality Weekly Report (MMWR). Cigarette Use Among High School Students --- United States, 1991—2009. July 9, 2010. For current frequent cigarette use, the prevalence increased from 12.7% in 1991 to 16.8% in 1999, declined to 9.7% in 2003, and then  
         declined more gradually, to 7.3% in 2009. http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5926a1.htm?s_cid=mm5926a1_w  
CDC Aug/10 Tobacco Use Among Middle and High School Students --- United States, 2000—2009  http://www.cdc.gov/mmwr/pdf/wk/mm5933.pdf  
CDC-From the Centers for Disease Control and Prevention Smoking in Top-Grossing Movies—United States, 1991-2009 JAMA. 2010;304(24):2692-2694. 
CDC Sep/11 Vital Signs: Current Cigarette Smoking Among Adults Aged ≥18 Years --- United States, 2005—2010 (drop from 20.9% to 19.3%) http://www.cdc.gov/mmwr/preview/mmwrhtml/mm60e0906a1.htm?s_cid=mm60e0906a1_x  
CDC Centers for Disease Control and Prevention (CDC). Consumption of cigarettes and combustible tobacco--United States, 2000-2011. MMWR Morb Mortal Wkly Rep. 2012 Aug 3;61(30):565-9.  
Cesaroni G, Forastiere F, Agabiti N, et al. Effect of the Italian smoking ban on population rates of acute coronary events. Circulation 2008; DOI: 10.1161/circulationaha.107.729889. 
Chamberlain C, O`Mara-Eves A, Oliver S, et al.   Psychosocial interventions for supporting women to stop smoking in pregnancy.  Cochrane Database Syst Rev. 2013 Oct 23;10:CD001055. 
Chandler MA, Rennard SI. Smoking cessation. Chest. 2010 Feb;137(2):428-35. 
Chapman S, Mackenzie R. The global research neglect of unassisted smoking cessation: causes and consequences. PLoS Med. 2010 Feb 9;7(2):e1000216.  
Chapman S. Should electronic cigarettes be as freely available as tobacco cigarettes? No. BMJ. 2013 Jun 14;346:f3840.  
Chapman S. When will the tobacco industry apologise for its monstrous harms? BMJ. 2014 Jan 29;348:g437. 
Chen R, Zhang D, Chen Y, et al. Passive smoking and risk of cognitive impairment in women who never smoke. Arch Intern Med. 2012 Feb 13;172(3):271-3. 
Chen LS, Baker TB, Piper ME, et al. Interplay of genetic risk factors (CHRNA5-CHRNA3-CHRNB4) and cessation treatments in smoking cessation success. Am J Psychiatry 2012 
Chinthapalli K. Exporting disease, disability, and death. BMJ. 2014 Apr 8;348:g2221. 
Cho K, Frijters JC, Zhang H, et al. Prenatal Exposure to Nicotine and Impaired Reading Performance. J Pediatr. 2012 Nov 1.  
Chung HY, Machado P, van der Heijde D, et al. Smokers in early axial spondyloarthritis have earlier  disease onset, more disease activity, inflammation  and damage, and poorer function and healthrelated quality of life: results from the DESIR  cohort.  
            Ann Rheum Dis. Published Online First: 11 Oct 2011.  
Christakis NA, Fowler JH. The collective dynamics of smoking in a large social network. N Engl J Med. 2008 May 22;358(21):2249-58. Network phenomena appear to be relevant to smoking cessation. Smoking behavior spreads through close and distant social ties, groups of  
           interconnected people stop smoking in concert, and smokers are increasingly marginalized socially 

 



 
Cinciripini PM, Robinson JD, Karam-Hage M, et al. Effects of Varenicline and Bupropion Sustained-Release Use Plus Intensive Smoking Cessation Counseling on Prolonged Abstinence From Smoking and on Depression, Negative Affect, and Other Symptoms of Nicotine  
           Withdrawal. JAMA Psychiatry. 2013 Mar 27:1-12.  
Civljak M, Sheikh A, Stead LF, et al.   Internet-based interventions for smoking cessation. Cochrane Database Syst Rev. 2010 Sep 8;9:CD007078.  
Clair C, Rigotti NA, Porneala B, et al. Association of smoking cessation and weight change with cardiovascular disease among adults with and without diabetes. JAMA. 2013;309(10):1014-1021.  
Clark S, Naka R. Pharmacotherapeutic Management of Nicotine Dependence in Pregnancy. Obstet Gynecol Clin N Am 38 (2011) 297–311.  
Clarke JG, Stein LA, Martin RA, et al. Forced Smoking Abstinence: Not Enough for Smoking Cessation. JAMA Intern Med. 2013 Apr 8:1-6.  
Clearie KL, McKinlay L, Williamson PAet al. Fluticasone/salmeterol combination confers benefi ts in people with asthma who smoke. Chest. 2012;141 (2 ): 330 -338. 
Cobb Nathan K., Abrams David B. E-Cigarette or Drug-Delivery Device? Regulating Novel Nicotine Products. N Engl J Med 2011; 365:193-195.  
Cohen JE. Saving lives with the US Tobacco Control Act. Lancet 2013; 381:1513-1514.  
Cole HM, Fiore MC. The war against tobacco: 50 years and counting. JAMA. doi:10.1001/jama.2013.280767. 
Coleman HG, Bhat S, Johnston BT, et al. Tobacco Smoking Increases the Risk of High-Grade Dysplasia and Cancer Among Patients With Barrett's Esophagus. Gastroenterology. 2011 Nov 4.  
Coleman T, Cooper S, Thornton JG, et al. A randomized trial of nicotine-replacement therapy patches in pregnancy. N Engl J Med 2012;366:808-18.   
Colivicchi F, Mocini D, Tubaro M, et al. Effect of smoking relapse on outcome after acute coronary syndromes. Am J Cardiol. 2011 Sep 15;108(6):804-8. 
Collaborative Group on Epidemiological Studies of Ovarian Cancer. Ovarian cancer and smoking: individual participant meta-analysis including 28,114 women with ovarian cancer from 51 epidemiological studies. Lancet Oncol. 2012 Aug 2. 
Conen David, Everett Brendan M., Kurth Tobias, et al. Smoking, Smoking Status, and Risk for Symptomatic Peripheral Artery Disease in Women: A Cohort Study.  Ann Intern Med June 7, 2011 154:719-726. 
Connolly, Gregory N., Richter, Patricia, Aleguas, Alfred, Jr, et al. Unintentional Child Poisonings Through Ingestion of Conventional and Novel Tobacco Products. Pediatrics 2010 0: peds.2009-2835  
Cook MB, Shaheen NJ, Anderson LA, et al. Cigarette Smoking Increases Risk of Barrett's Esophagus: An Analysis of the Barrett's and Esophageal Adenocarcinoma Consortium. Gastroenterology. 2012 Jan 11.  
Cook BL,Wayne GF, Kafali EN, et al. Trends in smoking among adults with mental illness and association between mental health treatment and smoking cessation. JAMA. doi:10.1001 /jama.2013.284985. 
Corey C, Wang B, Johnson SE, et al. Notes from the field: Electronic cigarette use among middle and high school students—United States, 2011-2012. MMWR Morb Mortal Wkly Rep 2013; 62:729-730.  
Cosgrove KP, Esterlis I, McKee SA, et al. Sex Differences in Availability of β2*-Nicotinic Acetylcholine Receptors in Recently Abstinent Tobacco Smokers. Arch Gen Psychiatry. 2012 Apr;69(4):418-27. 
Cox B, Martens E, Nemery B, et al. Impact of a stepwise introduction of smoke-free legislation on the rate of preterm births: analysis of routinely collected birth data. BMJ. 2013 Feb 14;346:f441. 
Cressman AM, Pupco A, Kim E, et al. Smoking cessation therapy during pregnancy. Can Fam Physician. 2012 May;58(5):525-7. 
David SP, Lancaster T, Stead LF, et al.   Opioid antagonists (naltrexone) for smoking cessation.  Cochrane Database Syst Rev. 2013 Jun 6;6:CD003086. doi: 10.1002/14651858.CD003086.pub3. Based on data from eight trials and over 1200 individuals, there was no evidence  
         of an effect of naltrexone alone or as an adjunct to NRT on long-term smoking abstinence, with a point estimate strongly suggesting no effect and confidence intervals that make a clinically important effect of treatment unlikely. 
de Boer SP, Serruys PW, Valstar G, et al; interventional cardiologists of the Thoraxcentre 1980 to 1985. Life-Years Gained by Smoking Cessation After Percutaneous Coronary Intervention. Am J Cardiol. 2013 Jul 25.  
De Pergola G, Ciampolillo A, Alò D, et al. Free Triiodothyronine is associated with smoking habit, independently of obesity, body fat distribution, insulin, and metabolic parameters. J Endocrinol Invest. 2010 Jul 13.  
Decramer M; on behalf of the European Respiratory Roadmap Initiative. The European Respiratory Roadmap. Lancet. 2011 Jun 22. (for smoking legislation) 
Desai NR, Mega JL, Jiang S, et al. Interaction between cigarette smoking and clinical benefit of clopidogrel. J Am Coll Cardiol 2009; 53:1273-1278. 
DiPaula BA, Thomas MD. Worsening psychosis induced by varenicline in a hospitalized psychiatric patient. Pharmacotherapy. 2009 Jul;29(7):852-7.  
Downard CD, Grant SN, Maki AC, et al. Maternal Cigarette Smoking and the Development of Necrotizing Enterocolitis. Pediatrics. 2012 Jun 11. 
Drugs in Pregnancy and Lactation. 9th ed.  Briggs GE, Freeman RK, Yaffe SJ, editors. Williams and Wilkins; Philadelphia, PA: 2011. 
Dugas E, Tremblay M, Low NC, et al. Water-pipe smoking among North American youths. Pediatrics. 2010;125:1184-1189. Abstract  
Duijts L, Jaddoe VW, van der Valk RJ, et al. Fetal exposure to maternal and paternal smoking and the risks of wheezing in preschool children: the generation R study. Chest. 2012  Apr;141(4):876-85. 
Dutra LM, Glantz SA. Electronic cigarettes and conventional cigarette use among US adolescents: a cross-sectional study [online March 6, 2014]. JAMA Pediatr. doi:10.1001/jamapediatrics.2013.5488. 
Ebbert JO, Hatsukam DK, Croghan IT, et al. Combination varenicline and bupropion SR for tobacco-dependence treatment in cigarette smokers: a randomized trial. JAMA.doi:10.1001/jama.2013.283185. 
E-Cigarette- http://en.wikipedia.org/wiki/E-cigarette  ; (FDA and Public Health Experts Warn About Electronic Cigarettes July,2009 http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm173222.htm ) 
Ebbert J, Montori VM, Erwin PJ, et al. Interventions for smokeless tobacco use cessation. Cochrane Database Syst Rev. 2011 Feb 16;2:CD004306. Varenicline and behavioural interventions may help ST users to quit. Behavioural interventions incorporating telephone  
           counselling or an oral examination are likely to increase abstinence rates. 
Eder L, Shanmugarajah S, Thavaneswaran A et al. The association between smoking and the development of psoriatic arthritis among psoriasis patients. Ann Rheum Dis. 2012 Feb;71(2):219-24.  
Eisenberg MJ, Filion KB, Yavin D, Bélisle P, Mottillo S, Joseph L, Gervais A,  O'Loughlin J, Paradis G, Rinfret S, Pilote L.  Pharmacotherapies for smoking cessation: a meta-analysis of randomized controlled trials. CMAJ. 2008 Jul 15;179(2):135-44. Varenicline, bupropion  

and the 5 nicotine replacement therapies were all more efficacious than placebo at promoting smoking abstinence at 6 and 12 mon 
Eisenberg MJ, Grandi SM, Gervais A, et al. Bupropion for smoking cessation in patients hospitalized with acute myocardial infarction. (ZESCA)  J Am Coll Cardiol 2013. 
Ekblad M, Gissler M, Lehtonen L, Korkeila J. Prenatal smoking exposure and the risk of psychiatric morbidity into young adulthood. Arch Gen Psychiatry. 2010 Aug;67(8):841-9.   
Ellerbeck EF, Mahnken JD, Cupertino AP, et al. Effect of varying levels of disease management on smoking cessation: a randomized trial. Ann Intern Med. 2009 Apr 7;150(7):437-46.  
Els Charl, Kunyk Diane, Sidhu Harkirat. Smoking cessation and neuropsychiatric adverse events: Are family physicians caught between a rock and a hard place? Can Fam Physician June 2011 57: 647-649. 
Elton-Marshall, Tara, Leatherdale, Scott T., Burkhalter, Robin. Tobacco, alcohol and illicit drug use among Aboriginal youth living off-reserve: results from the Youth Smoking Survey. CMAJ 2011 183: E480-486  
Etter JF. Cytisine for smoking cessation: a literature review and a meta-analysis. Arch Intern Med. 2006 Aug 14-28;166(15):1553-9.  
Etter JF, Huguelet P, et al. Nicotine gum treatment before smoking cessation: a randomized trial. Arch Intern Med. 2009 Jun 8;169(11):1028-34. Starting nicotine gum treatment 4 weeks before the target quit date was no more effective than starting treatment on the quit date. 
Etter JF. Should electronic cigarettes be as freely available as tobacco? Yes. BMJ. 2013 Jun 14;346:f3845. 
Evins AE, Cather C, Pratt SA, et al. Maintenance treatment with varenicline for smoking cessation in patients with schizophrenia and bipolar disorder: a randomized clinical trial. JAMA. doi:10.1001/jama.2013.285113. 
Fagerström Karl, Gilljam Hans, Metcalfe Michael, et al. Stopping smokeless tobacco with varenicline: randomised double blind placebo controlled trial.  BMJ 341:doi:10.1136/bmj.c6549 (Published 6 Dec 2010).   
Fairchild AL, Bayer R, Colgrove J. The Renormalization of Smoking? E-Cigarettes and the Tobacco "Endgame". N Engl J Med. 2013 Dec 18 
Fang X, Wang X, Bai C. COPD in China: The Burden and Importance of Proper Management. Chest. 2011 Apr;139(4):920-9. 
Farley AC, Hajek P, Lycett D, et al. Interventions for preventing weight gain after smoking cessation. Cochrane Database Syst Rev. 2012 Jan 18;1:CD006219. Although some pharmacotherapies tested to limit PCWG show evidence of short-term success, other problems with  
               them and the lack of data on long-term efficacy limits their use. Weight management education only, is not effective and may reduce abstinence. Personalised weight management support may be effective and not reduce abstinence, but there are too few data to be sure.  
FDA Chantix/Champix Warning Feb/2008: 491 suicide reports; 39 completed.  Canada: 46 psychiatric adverse reactions reported from April 1-Nov23/07 
FDA and Public Health Experts Warn About Electronic Cigarettes July,2009 Laboratory analysis of electronic cigarette samples has found that they contain carcinogens and toxic chemicals such as diethylene glycol, an ingredient used in antifreeze.  
       http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm173222.htm  
FDA Aug, 2009 — Announced the launch of a new division, the Center for Tobacco Products, "in an historic effort to curb the hundreds of thousands of deaths caused by those products each year." The new center will oversee the Family Smoking Prevention and Tobacco  
                 Control Act, signed into law by President Barack Obama in June 2009.  
FDA May/11 has decided to oversee electronic cigarettes the same way it does tobacco products.  
FDA June/11 drug safety communication: Chantix (varenicline) may increase the risk of certain cardiovascular adverse events in patients with cardiovascular disease.   
FDA Quit Smoking package images 2011 http://www.fda.gov/downloads/TobaccoProducts/Labeling/UCM259401.pdf  
FDA July/11 has approved an updated drug label for the smoking cessation aid Chantix (varenicline) to include information about the efficacy and safety of the drug in two patient populations who may benefit greatly from giving up smoking—those with cardiovascular disease  
                  and those with chronic obstructive pulmonary disease (COPD). 
FDAOct/11  has reviewed the results from two FDA-sponsored epidemiological studies that evaluated the risk of neuropsychiatric adverse events associated with the smoking cessation drug Chantix (varenicline). Neither study found a difference in risk of neuropsychiatric  
                  hospitalizations between Chantix and nicotine replacement therapy (NRT; e.g., NicoDerm patches). However, both studies had a number of study design limitations, including only assessing neuropsychiatric events that resulted in hospitalization, and not having a large  
                 enough sample size to detect rare adverse events (see 10/24/2011 Drug Safety Communication below for more information). Healthcare professionals and patients should continue to follow the recommendations in the physician label and the patient Medication Guide,  
                 and to monitor for neuropsychiatric symptoms when prescribing or using Chantix. The drug manufacturer is conducting a large safety clinical trial of Chantix to assess neuropsychiatric adverse events, and results from this study are expected in 2017. 
FDA Dec/12 is informing the public about the results of a large, combined analysis (called a meta-analysis) of clinical trials that compared patients who received the smoking cessation drug Chantix (varenicline) to patients who received a placebo (an inactive treatment). A  
                higher occurrence of major adverse cardiovascular events (a combined outcome of cardiovascular-related death, nonfatal heart attack, and nonfatal stroke) was observed in patients using Chantix compared to placebo. These events were uncommon in both the Chantix  
               and placebo groups, and the increased risk was not statistically significant, which means it is uncertain whether the excess risk for the Chantix group was due to the drug or due to chance. 
FDA Apr/13 is allowing makers of nicotine-replacement products to change their labeling "to allow some flexibility on how they are used and for how long," the agency announced. Almost 30 years' experience with the products shows that they "do not appear to have  
               significant potential for abuse or dependence," according to the FDA. Nor are there safety concerns about people using the products even while continuing to smoke or using two products simultaneously. In addition, the agency says if smokers believe they need to use a  
               product longer than the recommended 2 to 3 months in order to quit, "it is safe to do so in most cases."  
Ferguson J, Docherty G, Bauld L, Lewis S, Lorgelly P, Boyd KA, et al. Effect of offering different levels of support and free nicotine replacement therapy via an English national telephone quitline: randomised controlled trial. BMJ 2012;344:e1696. 
Filion KB, Abenhaim HA, Mottillo S, et al. The effect of smoking cessation counselling in pregnant women: a meta-analysis of randomised controlled trials. BJOG. 2011 Nov;118(12):1422-8.  
Fiore MC, Baker TB. Clinical practice. Treating smokers in the health care setting. N Engl J Med. 2011 Sep 29;365(13):1222-31 

 



 
Fiore MC, Schroeder SA, Baker TB. Smoke, the chief killer--strategies for targeting combustible tobacco use. N Engl J Med. 2014 Jan 23;370(4):297-9 
Forinash Alicia B, Pitlick Jamie M, Clark Kylie, et al.  Nicotine Replacement Therapy Effect on Pregnancy Outcomes. Articles Ahead of Print published on 1 November 2010, DOI 10.1345/aph.1P279.  
Franck C, Budlovsky T, Windle SB, et al. Electronic cigarettes in north america: history, use, and implications for smoking cessation. Circulation. 2014 May 13;129(19):1945-52. 
Free C, Knight R, Robertson S, et al. Smoking cessation support delivered via mobile phone text messaging (txt2stop): a single-blind, randomised trial. Lancet 2011; published online June 30. DOI:10.1016/S0140-6736(11)60701-0. 
Freedman R. Exacerbation of schizophrenia by varenicline. Am J Psychiatry. 2007 Aug;164(8):1269. 
Freedman ND, Silverman DT, Hollenbeck AR, et al. Association between smoking and risk of bladder cancer among men and women. JAMA. 2011 Aug 17;306(7):737-45.   
Frey P, Waters DD, Demicco DA, et al. Impact of Smoking on Cardiovascular Events in Patients With Coronary Disease Receiving Contemporary Medical Therapy (from the Treating to New Targets [TNT] and the Incremental Decrease in End Points Through Aggressive 
                 Lipid Lowering [IDEAL] Trials). Am J Cardiol. 2010 Dec 1.  
Frieden TR. Tobacco control progress and potential. JAMA. doi:10.1001/jama.2013.284534. 
Fu SS, van Ryn M, Sherman SE, et al. Proactive Tobacco Treatment and Population-Level Cessation: A Pragmatic Randomized Clinical Trial. JAMA Intern Med. 2014 Mar 10. 
Gagne JJ, Bykov K, Choudhry NK, et al. Effect of smoking on comparative efficacy of antiplatelet agents: systematic review, meta-analysis, and indirect comparison. BMJ. 2013 Sep 17;347:f5307. (clopidogrel benefit in smokers) 
Gall S, Huynh QL, Magnussen CG, et al. Exposure to parental smoking in childhood or adolescence is associated with increased carotid intima-media thickness in young adults: evidence from the Cardiovascular Risk in Young Finns study and the Childhood Determinants of  
                 Adult Health Study. Eur Heart J. 2014 Mar 4. 
García-Esquinas E, Loeffler LF, Weaver VM, et al. Kidney Function and Tobacco Smoke Exposure in US Adolescents. Pediatrics. 2013 Apr 8. 
Garza D et al. A double-blind randomized placebo-controlled pilot study of neuropsychiatric adverse events in abstinent smokers treated with varenicline or placebo. Biol Psychiatry 2011 Jun 1; 69:1075.  (limited efficacy & side effects) 
Gaudet MM, Gapstur SM, Sun J, et al. Active Smoking and Breast Cancer Risk: Original Cohort Data and Meta-Analysis. J Natl Cancer Inst. 2013 Feb 28.  
Gaysina D, Fergusson DM, Leve LD, et al. Maternal Smoking During Pregnancy and Offspring Conduct Problems: Evidence From 3 Independent Genetically Sensitive Research Designs. JAMA Psychiatry. 2013 Jul 24.  
Geerts CC, Bots ML, van der Ent CK, et al. Parental Smoking and Vascular Damage in Their 5-year-old Children. Pediatrics. 2012 Jan;129(1):45-54. 
Gellert C, Schottker B, Brenner H. Smoking and all-cause mortality in older people: systematic review and meta-analysis. Arch Intern Med. 2012; 172(11):837-844. 
Gerber Y, Rosen LJ, Goldbourt U, et al. Smoking status and long-term survival after first acute myocardial infarction. J Am Coll Cardiol 2009; 54:2382-2387. 
Gibbons RD, Mann JJ.   Varenicline, Smoking Cessation, and Neuropsychiatric Adverse Events. Am J Psychiatry. 2013 Sep 13.  
Giovino GA, Mirza SA, Samet JM, et al. The GATS Collaborative Group. Tobacco use in 3 billion individuals from 16 countries: An analysis of nationally representative cross-sectional household surveys. Lancet 2012; 380: 668-679. 
Glantz SA, Gibbs E. Changes in ambulance calls after implementation of a smoke-free law and its extension to casinos. Circulation. 2013 Aug 20;128(8):811-3. 
Goniewicz ML, Zielinska-Danch W. Electronic Cigarette Use Among Teenagers and Young Adults in Poland. Pediatrics. 2012 Sep 17. 
Goniewicz ML, Knysak J, Gawron M, et al. Levels of selected carcinogens and toxicants in vapour from electronic cigarettes. Tob Control. 2013 Mar 6.  
Gordon JS, Mahabee-Gittens EM, Andrews JA, et al. A Randomized Clinical Trial of a Web-Based Tobacco Cessation Education Program. Pediatrics. 2013 Jan 14.  
Gornall J. Electronic cigarettes: medical device or consumer product? BMJ. 2012 Sep 25;345:e6417.  
Goto K, Nikolsky E, Lansky AJ, et al. Impact of Smoking on Outcomes of Patients With ST-Segment Elevation Myocardial Infarction (from the HORIZONS-AMI Trial). Am J Cardiol. 2011 Aug 23. 
Grana RA, Popova L, Ling PM. A Longitudinal Analysis of Electronic Cigarette Use and Smoking Cessation. JAMA Intern Med. 2014 Mar 24. 
Grana R, Benowitz N, Glantz SA. E-cigarettes: a scientific review. Circulation. 2014 May 13;129(19):1972-86. 
Graham Amanda L.; Cobb Nathan K.; Papandonatos George D.; et al. A Randomized Trial of Internet and Telephone Treatment for Smoking Cessation. Arch Intern Med. 2011;171(1):46-53.  
Graif Y, German L, Ifrah A, Livne I, Shohat T. Dose-Response Association between Smoking and Atopic Eczema: Results from a Large Cross- Sectional Study in Adolescents. Dermatology. 2013 May 24.  
Gray KM, Upadhyaya HP. Tobacco smoking in individuals with attention-deficit hyperactivity disorder: epidemiology and pharmacological approaches to cessation. CNS Drugs. 2009;23(8):661-8. doi: 10.2165/00023210-200923080-00003.  
Gray Ron, Bonellie Sandra R, Chalmers James, et al. Contribution of smoking during pregnancy to inequalities in stillbirth and infant death in Scotland 1994-2003: retrospective population based study using hospital maternity records.BMJ  2009;339:b3754, doi:  
           10.1136/bmj.b3754 (Published 1 October 2009)  
Gu D, Kelly TN, Wu X, et al. Mortality attributable to smoking in China. N Engl J Med. 2009 Jan 8;360(2):150-9. The leading causes of smoking-related deaths were as follows: cancer, 268,200 (95% CI, 214,500 to 321,900); cardiovascular disease, 146,200 (95% CI, 79,200  
          to 213,100); and respiratory disease, 66,800 (95% CI, 20,300 to 113,300). Our study documents that smoking is a major risk factor for mortality in China. Continued strengthening of national programs and initiatives for smoking prevention and cessation is needed to reduce  
          smoking-related deaths in China. 
Gunnell AS, et al. Synergy between Cigarette Smoking and Human Papillomavirus Type 16 in Cervical Cancer In situ Development. Cancer Epidemiol Biomarkers Prev. 2006 Oct 20; [Epub ahead of print]  
Gunnell D, Irvine D, Wise L, et al. Varenicline and suicidal behaviour: a cohort study based on data from the General Practice Research Database. BMJ  2009;339:b3805, doi: 10.1136/bmj.b3805 (Published 1 October 2009)  
Gunnerbeck A, Wikström AK, Bonamy AK, Wickström R, Cnattingius S. Relationship of Maternal Snuff Use and Cigarette Smoking With Neonatal Apnea. Pediatrics. 2011 Aug 28.  
Gupta, Khera, Kolte, et al. Relation of Smoking Status to Outcomes After Cardiopulmonary Resuscitation for In-Hospital Cardiac Arrest. The American Journal of Cardiology. 2014. 
Gurbel PA, Nolin TD, Tantry US. Clopidogrel efficacy and cigarette smoking status. JAMA 2012; 307:2495-2496. 
Hackshaw Allan, Rodeck Charles, Boniface Sadie. Maternal smoking in pregnancy and birth defects: a systematic review based on 173 687 malformed cases and 11.7 million controls Hum. Reprod. Update (2011) dmr022 online July 11, 2011 doi:10.1093/humupd/dmr022 
Hagger-Johnson G, Sabia S, Brunner EJ, et al. Combined impact of smoking and heavy alcohol use on cognitive decline in early old age: Whitehall II prospective cohort study. Br J Psychiatry. 2013 Jul 11. 
Haghighi A, Schwartz DH, Abrahamowicz M, et al. Prenatal Exposure to Maternal Cigarette Smoking, Amygdala Volume, and Fat Intake in Adolescence. Arch Gen Psychiatry. 2012 Sep 3:1-8.  
Hajek P, Stead LF, West R, Jarvis M, Lancaster T. Relapse prevention interventions for smoking cessation. Cochrane Database Syst Rev. 2009;(1):CD003999. 
Hajek Peter; McRobbie Hayden J.; Myers Katie E.; et al. Use of Varenicline for 4 Weeks Before Quitting Smoking: Decrease in Ad Lib Smoking and Increase in Smoking Cessation Rates. Arch Intern Med. 2011;171(8):770-777.  
Hajek P, McRobbie H, Myers K.   Efficacy of cytisine in helping smokers quit: systematic review and meta-analysis. Thorax. 2013 Feb 12.  
Hajek P, Stead LF, West R, et al.   Relapse prevention interventions for smoking cessation. Cochrane Database Syst Rev. 2013 Aug 20;8:CD003999. At the moment, there is insufficient evidence to support the use of any specific behavioural intervention to help smokers who have  
           successfully quit for a short time to avoid relapse. The verdict is strongest for interventions focused on identifying and resolving tempting situations, as most studies were concerned with these. Little research is available regarding other behavioural approaches.Extended treatment with varenicline may  
          prevent relapse. Extended treatment with bupropion is unlikely to have a clinically important effect. Studies of extended treatment with nicotine replacement are needed. 
Hall SM, Humfleet GL, Reus VI, Muñoz RF, Cullen J.  Extended nortriptyline and psychological treatment for cigarette smoking. Am J Psychiatry. 2004 Nov;161(11):2100-7. 
Hammond, David, Chaiton, Michael, Lee, Alex, Collishaw, Neil. Destroyed documents: uncovering the science that Imperial Tobacco Canada sought to conceal. CMAJ 2009 0: cmaj.080566.  
Hanewinkel, Reiner, Isensee, Barbara, Sargent, James D., et al. Cigarette Advertising and Teen Smoking Initiation. Pediatrics 2011 127: e271-e278.   
Hartmann-Boyce J, Cahill K, Hatsukami D, Cornuz J. Nicotine vaccines for smoking cessation. Cochrane Database of Systematic Reviews 2012, Issue 8. Art. No.: CD007072. DOI: 10.1002/14651858.CD007072.pub2. 
Harutyunyan A, Movsisyan N, Petrosyan V, et al. Reducing Children's Exposure to Secondhand Smoke at Home: A Randomized Trial. Pediatrics. 2013 Dec;132(6):1071-80 
Hartz SM, Short SE, Saccone NL, et al. Increased Genetic Vulnerability to Smoking at CHRNA5 in Early-Onset Smokers. Arch Gen Psychiatry. 2012 Aug 1;69(8):854-60. 
Harvard Study Confirms Rise in Nicotine Delivery of Cigarettes A reanalysis of data released last summer confirms that the nicotine yield from cigarettes increased about 11% from 1998 to 2005. A Harvard School of Public Health review of the data, which are annually  
         reported to the Massachusetts Department of Public Health by cigarette manufacturers, was released online. It found the nicotine increase across brands from the four major manufacturers and in all categories of cigarettes, such as menthol and ultralight. 
        The report said the nicotine boost was accomplished both by increasing the amount of nicotine in the cigarettes and by redesigning them to burn more slowly, so users take more puffs per cigarette.  http://www.hsph.harvard.edu/nicotine/trends.pdf  
Haslemo T, et al. The effect of variable cigarette consumption on the interaction with clozapine and olanzapine. Eur J Clin Pharmacol. 2006 Nov 7; [Epub ahead of print] A daily consumption of 7-12 cigarettes is probably sufficient for maximum induction of clozapine and olanzapine  
            metabolism. A 50% lower starting dose of both drugs in non-smokers seems rational to avoid side effects. 
Hastings G, Andrade Md, Moodie C. Tobacco harm reduction: the devil is in the deployment. BMJ. 2012 Dec 17;345:e8412. 
Hastings G. Tobacco companies are still determined to get children addicted. BMJ. 2014 Feb 7;348:g1439. 
Hawk LW Jr, Ashare RL, Lohnes SF, et al. The effects of extended pre-quit varenicline (4 weeks vs 1 week) treatment on smoking behavior and short-term abstinence: a randomized clinical trial. Clin Pharmacol Ther. 2012 Feb;91(2):172-80.  
Hays JT, Ebbert JO. Varenicline for tobacco dependence. N Engl J Med. 2008 Nov 6;359(19):2018-24. 
Hays JT, Ebbert JO. Adverse effects and tolerability of medications for the treatment of tobacco use and dependence. Drugs. 2010 Dec 24;70(18):2357-72.  
Health Canada July/07 Unauthorized Smoking Cessation Product Resolve May Pose Health Risk - Consumer Information.  The product contains an unacceptable amount of an ingredient labelled as "CESTEMENOL-350." Consuming excessive amounts of this ingredient might  
           result in damage to the kidney, liver or red blood cells. 
Health Canada June/08 Pfizer Canada in collaboration with Health Canada would like to notify healthcare professionals of important safety information regarding CHAMPIX, and post-marketing reports of serious neuropsychiatric adverse events, including depressed mood,  
          agitation, hostility, changes in behaviour, suicidal ideation and suicide, as well as worsening of pre-existing psychiatric illness (previously diagnosed or not). Since introduction of CHAMPIX in Canada, in April 2007 through April 30, 2008, a total of 226 Canadian cases  
          of neuropsychiatric adverse events have been reported. For the same time period, there have been 708 534 prescriptions filled for CHAMPIX in Canada1. All patients attempting to quit smoking with CHAMPIX, their families & caregivers should be alerted about the need  
          to monitor for symptoms of neuropsychiatric adverse events. Patients should be instructed to stop taking CHAMPIX and contact their healthcare provider immediately if they have or if their families or caregivers observe depressed mood, agitation, hostility or changes in  
          behavior, that are not typical for the patient, or if the patient has suicidal ideation or suicidal behavior. Patients with concomitant psychiatric conditions, even if well controlled, or with a history of psychiatric symptoms, should be diligently monitored. 
Health Canada Mar/09 is advising Canadians not to purchase or use electronic smoking products, as these products may pose health risks and have not been fully evaluated for safety, quality and efficacy by Health Canada.  
          http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_2009/2009_53-eng.php  (FDA and Public Health Experts Warn About Electronic Cigarettes http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm173222.htm ) 
Health Canada June/10 CHAMPIX (varenicline tartrate) - Changes to the Canadian Product Monograph - Pfizer Canada Inc.  Changes include: 1- a boxed warning highlighting recommendations about neuropsychiatric adverse events, 2- a warning about rare reports of serious  

 



 
         allergic and skin reactions,  3- a guidance for prescribers about information to be shared with their patients prior to and during treatment, and  4- an additional dosing option for CHAMPIX. 
Health Canada Jan/12 is informing Canadians that our review of Champix is now complete and the label has been updated with new information with respect to cardiovascular safety. Champix (brand name for varenicline tartrate) is a prescription drug used to help patients quit  
         smoking in combination with supportive counselling. Health Canada evaluated data from a quit-smoking clinical trial involving 700 smokers with cardiovascular disease (approximately 350 who received Champix and 350 who received a placebo or "sugar pills").  
         Cardiovascular disease is a broad term for any condition that affects the heart and/or blood vessels, including heart attack and stroke. Although a slightly increased number of patients experienced serious heart-related events in the group treated with Champix compared to the  
         group treated with placebo, the study was not adequately designed to be able to test the cardiovascular safety of Champix. The small study size combined with other study design weaknesses make it impossible to draw conclusions based on these data. The possibility of an  
         increased risk of heart attack or stroke in patients with cardiovascular disease can neither be confirmed nor ruled out at this time.  
Health Canada May/13 CHAMPIX (varenicline tartrate) and ZYBAN (buproprion hydrochloride) - Revision to the Consumer Information of Non-Nicotine Smoking Cessation Aids - Pfizer Canada Inc. and Valeant Canada LP. The revised product monographs indicate that  
         thorough consideration should be given to the option of nicotine replacement therapy, prior to a decision to prescribe a non-nicotine treatment. 
Hegaard HK, Kjaergaard H, Møller LF, Wachmann H, Ottesen B. Multimodal intervention raises smoking cessation rate during pregnancy. Acta Obstet Gynecol Scand 2003;82:813-9. 
Helleberg M et al. Mortality attributable to smoking among HIV-1–infected individuals: A nationwide, population-based cohort study. Clin Infect Dis 2012 Dec 18. 
Himes SK, Stroud LR, Scheidweiler KB, et al. Prenatal Tobacco Exposure, Biomarkers for Tobacco in Meconium, and Neonatal Growth Outcomes. J Pediatr. 2012 Dec 1.  
Hissaria P, Roberts-Thomson PJ, Lester S, et al.  Cigarette smoking in patients with systemic sclerosis - reduces overall survival. Arthritis Rheum. 2011 Mar 24. doi: 10.1002/art.30352.  
Hodyl NA, Stark MJ, Scheil W, et al. Perinatal outcomes following maternal asthma and cigarette smoking during pregnancy. Eur Respir J. 2013 Jul 30.  
Holford TR, Meza R,Warner KE, et al. Tobacco control and the reduction in smoking-related premature deaths in the United States, 1964-2012. JAMA. doi:10.1001/jama.2013.285112. 
Hollams EM, de Klerk NH, Holt PG, Sly PD. Persistent Effects of Maternal Smoking during Pregnancy on Lung Function and Asthma in Adolescents. Am J Respir Crit Care Med. 2013 Nov 19. 
Hopkins M, Hallett C, Babb S, et al. Comprehensive smoke-free laws—50 largest US cities, 2000 and 2012. MMWR Morb Mortal Wkly Rep 2012; 61:914-917. 
Horn K, Dino G, Branstetter SA, Zhang J, Noerachmanto N, Jarrett T, Taylor M. Effects of physical activity on teen smoking cessation. Pediatrics. 2011 Oct;128(4):e801-11. 
Hovell MF, Wahlgren DR, Liles S, et al. Coaching and Cotinine Feedback to Preteens to Reduce Their Secondhand Smoke Exposure: a Randomized Trial. Chest. 2011 Apr 7. 
Howe M, Leidal A, Montgomery D, Jackson E. Role of Cigarette Smoking and Gender in Acute Coronary Syndrome Events. Am J Cardiol. 2011 Sep 15. (increased in female smokers) 
Howrylak JA, Spanier AJ, Huang B, et al. Cotinine in Children Admitted for Asthma and Readmission. Pediatrics. 2014 Jan 20 
Hughes JR, Stead LF, Hartmann-Boyce J, et al.   Antidepressants for smoking cessation. Cochrane Database Syst Rev. 2014 Jan 8;1:CD000031. The antidepressants bupropion and nortriptyline aid long-term smoking cessation. Adverse events with either medication appear to  
        rarely be serious or lead to stopping medication. Evidence suggests that the mode of action of bupropion and nortriptyline is independent of their antidepressant effect and that they are of similar efficacy to nicotine replacement. Evidence also suggests that bupropion is less  
        effective than varenicline, but further research is needed to confirm this finding.  
Hui M, Doherty M, Zhang W. Does smoking protect against osteoarthritis? Meta-analysis of observational studies. Ann Rheum Dis. 2011 Jul;70(7):1231-7.  The protective effect of smoking in OA observed in some epidemiological studies is likely to be false.  
Hum Ashley M., Robinson Leslie A., Jackson Ashley A., et al. Physician Communication Regarding Smoking and Adolescent Tobacco Use. Pediatrics 2011; peds.2010-1195; published ahead of print May 16, 2011, doi:10.1542/peds.2010-1195 
Hurt RD, Weston SA, Ebbert JO, et al. Myocardial infarction and sudden cardiac death in Olmsted County, Minnesota, before and after smoke-free workplace laws [online October 29, 2012]. Arch Intern Med.  
Hurt RD, Sachs DP, Glover ED, et al. A comparison of sustained- release bupropion and placebo for smoking cessation. N Engl J Med 1997;337:1195-202. (low dose is effective) 
Husten CG, Deyton LR. Understanding the Tobacco Control Act: efforts by the US Food and Drug Administration to make tobacco-caused morbidity and mortality part of the USA’s past, not its future. Lancet 2013; 381: 1570–80. 
Huxley RR, Woodward M. Cigarette smoking as a risk factor for coronary heart disease in women compared with men: a systematic review and meta-analysis of prospective cohort studies. Lancet 2011; DOI: DOI:10.1016/S0140-6736(11)60781-2.  
Jetton JA, Ding K, Kim Y, Stone DU. Effects of tobacco smoking on human corneal wound healing. Cornea. 2014 May;33(5):453-6. 
Jha P, Ramasundarahettige C, Landsman V, et al. 21st-Century hazards of smoking and benefits of cessation in the United States. N Engl J Med 2013;368:341-50. 
Jha P, Peto R. Global effects of smoking, of quitting, and of taxing tobacco. N Engl J Med. 2014 Jan 2;370(1):60-8 
Jia H, Lubetkin EI. Trends in quality-adjusted life-years lost contributed by smoking and obesity. Am J Prev Med 2010; DOI: 10.1016/j.amepre.2009.09.043. 
Jiménez-Ruiz C, Berlin I, Hering T. Varenicline: a novel pharmacotherapy for smoking cessation. Drugs. 2009;69(10):1319-38. doi: 10.2165/00003495-200969100-00003.  
Jin M, Gagnon A, Levine M, et al. Patient-specific academic detailing for smoking cessation: Feasibility study. Can Fam Physician. 2014 Jan;60(1):e16-23 
Johannessen A, Bakke PS, Hardie JA, et al. Association of exposure to environmental tobacco smoke in childhood with chronic obstructive pulmonary disease and respiratory symptoms in adults. Respirology. 2012 Jan 16.  
Johnston V, Liberato S, Thomas D.   Incentives for preventing smoking in children and adolescents.  Cochrane Database Syst Rev. 2012 Oct 17;10:CD008645. To date, incentive programmes have not been shown to prevent smoking initiation among youth, although there are  
          relatively few published studies and these are of variable quality. Trials included in this meta-analysis were all studies of the SFC competition, which distributed small to moderately sized prizes to whole classes, usually through a lottery system. 
Jones LL, Hassanien A, Cook DG, Britton J, Leonardi-Bee J. Parental Smoking and the Risk of Middle Ear Disease in Children: A Systematic Review and Meta-analysis. Arch Pediatr Adolesc Med. 2011 Sep 5. 
Joseph AM, Fu SS, Lindgren B, et al. Chronic disease management for tobacco dependence: a randomized, controlled trial. Arch Intern Med. 2011; 171(21):1894-1900. 
Kabir Zubair, Connolly Gregory N., Alpert Hillel R.  Secondhand Smoke Exposure and Neurobehavioral Disorders Among Children in the United States.  Pediatrics 2011; peds.2011-0023; published ahead of print July 11, 2011, doi:10.1542/peds.2011-0023 
Källberg H, Ding B, Padyukov L, et al. EIRA Study Group. Smoking is a major preventable risk factor for rheumatoid arthritis: estimations of risks after various exposures to cigarette smoke. Ann Rheum Dis. 2010 Dec 13. 
Kamerow D. Big Tobacco lights up e-cigarettes. BMJ. 2013 May 24;346:f3418.  
Kamerow D. The poisonous "juice" in e-cigarettes. BMJ. 2014 Apr 1 
Karagueuzian Hrayr S.,  White Celia,  Sayre James, et al. Cigarette Smoke Radioactivity [polonium 210 (210Po)] and Lung Cancer RiskNicotine Tob Res (2011) first published online September 27, 2011 doi:10.1093/ntr/ntr145.   
Keating GM, Siddiqui MA. Varenicline : A Review of its Use as an Aid to Smoking Cessation Therapy. CNS Drugs. 2006;20(11):945-960.  
Kelly SM, Gryczynski J, Mitchell SG, et al. Validity of Brief Screening Instrument for Adolescent Tobacco, Alcohol, and Drug Use. Pediatrics. 2014 Apr 21. 
Kenfield SA, Stampfer MJ, Rosner BA, et al. Smoking and smoking cessation in relation to mortality in women. JAMA 2008; 299: 2037-2047.  
Kenfield Stacey A., Stampfer Meir J., Chan June M., et al. Smoking and Prostate Cancer Survival and Recurrence.  JAMA. 2011;305(24):2548-2555.doi:10.1001/jama.2011.879. 
Khan A, Scott DL, Batley M. Smoking, rheumatoid factor status and responses to rituximab. Ann Rheum Dis. 2012 Sep;71(9):1587-8. 
Khullar D, Schroeder SA, Maa J. Helping Smokers Quit Around the Time of Surgery. JAMA. 2013 Mar 13;309(10):993-994.  
Kim J, L Gall S, M Dewey H, et al. Baseline Smoking Status and the Long-Term Risk of Death or Nonfatal Vascular Event in People with Stroke: A 10-Year Survival Analysis. Stroke. 2012 Oct 25.  
Kim AE, Nonnemaker JM, Loomis BR, et al. Influence of tobacco displays and ads on youth: a virtual store experiment. Pediatrics. 2013 Jan;131(1):e88-95. 
King BA, Dube SR, Tynan MA. Secondhand Smoke Exposure in Cars Among Middle and High School Students--United States, 2000-2009. Pediatrics. 2012 Feb 6.  
King BA, Tynan MA, Dube SR, Arrazola R. Flavored-Little-Cigar and Flavored-Cigarette Use Among U.S. Middle and High School Students. J Adolesc Health. 2013 Sep 17.  
Kit BK, Simon AE, Brody DJ, Akinbami LJ. US Prevalence and Trends in Tobacco Smoke Exposure Among Children and Adolescents With Asthma. Pediatrics. 2013 Feb 11. 
Klein R, Lee KE, Gangnon RE, et al. Relation of Smoking, Drinking, and Physical Activity to Changes in Vision over a 20-Year Period: The Beaver Dam Eye Study. Ophthalmology. 2014 Feb 27. 
Kleykamp BA, Heishman SJ. The older smoker. JAMA. 2011 Aug 24;306(8):876-7. 
Kohen I, Kremen N. Varenicline-induced manic episode in a patient with bipolar disorder. Am J Psychiatry. 2007 Aug;164(8):1269-70.  
Komiyama M, Wada H, Ura S, et al. Analysis of Factors That Determine Weight Gain during Smoking Cessation Therapy. PLoS One. 2013 Aug 21;8(8):e72010. 
Koplan KE, David SP, Rigotti NA. Smoking cessation -10minute Consultation. BMJ. 2008 Jan 26;336(7637):217.  
Kroon LA. Drug interactions with smoking. Am J Health Syst Pharm. 2007 Sep 15;64(18):1917-21. 
Kufner A, Nolte CH, Galinovic I, et al. Smoking-thrombolysis paradox: recanalization and reperfusion rates after intravenous tissue plasminogen activator in smokers with ischemic stroke. Stroke. 2013 Feb;44(2):407-13. 
Kwok MK, Schooling CM, Ho LM, Leung S, Mak KH, McGhee SM, Lam TH, Leung GM. Early life second hand smoke exposure and serious infectious morbidity during the 
          first eight years: evidence from Hong Kong's "Children of 1997" birth cohort. Tob Control. 2008 May 27. [Epub ahead of print] 
Ladapo Joseph A.; Jaffer Farouc A.; Weinstein Milton C.; et al. Projected Cost-effectiveness of Smoking Cessation Interventions in Patients Hospitalized With Myocardial Infarction. Arch Intern Med. 2011;171(1):39-45. 
Lai, Hak-Kan, Ho, Sai-Yin, Wang, Man-Ping, Lam, Tai-Hing. Secondhand Smoke and Respiratory Symptoms Among Adolescent Current Smokers. Pediatrics 2009 124: 1306-1310.  
Lai DT, Cahill K, Qin Y, Tang JL. Motivational interviewing for smoking cessation. Cochrane Database Syst Rev. 2010 Jan 20;(1):CD006936.  
Lamprecht B, McBurnie MA, Vollmer WM, et al. for the BOLD Collaborative Research Group. COPD in Never Smokers: Results From the Population-Based Burden of Obstructive Lung Disease Study. Chest. 2011 Apr;139(4):752-763. 
Lancaster T, Stead LF. Individual behavioural counselling for smoking cessation. Cochrane Database Syst Rev. 2005;(2):CD001292. 
Land T, Rigotti N, Levy D, et al. A longitudinal study of Medicaid coverage for tobacco dependence treatments in Massachusetts and associated decreases in hospitalizations for cardiovascular disease. PLOS Med 2010; DOI:10.1371/journal.pmed.1000375.  
Larsen GK, Seth M, Gurm HS. The ongoing importance of smoking as a powerful risk factor for ST-segment elevation myocardial infarction in young patients. JAMA Intern Med 2013.   
Lasser K, Boyd JW, Woolhandler S, Himmelstein DU, McCormick D, Bor DH. Smoking and mental illness: a population-based prevalence study. JAMA. 2000; 284(20):2606-2610. 
Lazarus SC, et al. Smoking Affects Response to Inhaled Corticosteroids or Leukotriene Receptor Antagonists in Asthma. Am J Respir Crit Care Med. 2007 Jan 4; [Epub ahead of print] In mild asthmatics who smoke, the response to inhaled corticosteroids is attenuated,  
         suggesting that adjustments to standard therapy may be required to attain asthma control. The greater improvement seen in some outcomes in smokers treated with montelukast suggests that leukotrienes may be important in this setting. 
Larzelere M, Williams D.  Promoting Smoking Cessation Am Fam Physician. 2012 Mar 15;85(6):591-598.  
Le-Ha C, Beilin LJ, Burrows S, et al. Gender Difference in the Relationship between Passive Smoking Exposure and HDL-Cholesterol Levels in Late Adolescence. J Clin Endocrinol Metab. 2013 May;98(5):2126-35.  

 



 
Leistikow BN, Kabir Z, Connolly GN, Clancy L, Alpert HR. Male tobacco smoke load and non-lung cancer mortality associations in Massachusetts. BMC Cancer. 2008 Nov 24;8:341. The lung/non-lung cancer death rate associations suggest that all-sites cancer death rate SAFs  
         in year 2003 were 73% (Sensitivity Range [SR] 61-82%) for all ages and 74% (SR 61-82%) for ages 30-74 years. 
Leonardi-Bee, Jo, Britton, John, Venn, Andrea. Secondhand Smoke and Adverse Fetal Outcomes in Nonsmoking Pregnant Women: A Meta-analysis. Pediatrics 2011 127: 734-741  
Leonardi-Bee J, Ellison T, Bath-Hextall F. Smoking and the Risk of Nonmelanoma Skin Cancer: Systematic Review and Meta-analysis. Arch Dermatol. 2012 Aug 1;148(8):939-46.  
Leone FT, Evers-Casey S, Toll BA, Vachani A. Treatment of tobacco use in lung cancer: diagnosis and management of lung cancer, 3rd ed: American College of Chest Physicians evidence-based clinical practice guidelines. Chest. 2013 May;143(5 Suppl):e61S-77S.  
Lerman C, Gu H, Loughead J, et al. Large-Scale Brain Network Coupling Predicts Acute Nicotine Abstinence Effects on Craving and Cognitive Function. JAMA Psychiatry. 2014 Mar 12. 
Lessov-Schlaggar Christina N., Wahlgren Dennis R., Liles Sandy, et al. Sensitivity to Secondhand Smoke Exposure Predicts Future Smoking Susceptibility. Pediatrics 2011; peds.2010-3156; published ahead of print July 11, 2011, doi:10.1542/peds.2010-3156 
Leung Chi C.; Lam Tai H.; Ho Kin S.; et al. Passive Smoking and Tuberculosis. Arch Intern Med. 2010;170(3):287-292.  
Levine Michele D.; Perkins Kenneth A.; Kalarchian Melissa A.; et al. Bupropion and Cognitive Behavioral Therapy for Weight-Concerned Women Smokers. Arch Intern Med. 2010;170(6):543-550.  
Levy DE, Winickoff JP, Rigotti NA. School absenteeism among children living with smokers. Pediatrics. 2011 Oct;128(4):650-6. 
Levy D, de Almeida LM, Szklo A. The Brazil SimSmoke policy simulation model: the effect of strong tobacco control policies on smoking prevalence and smoking-attributable deaths in a middle income nation. PLoS Med. 2012 Nov;9(11):e1001336.  
Levy D, Rodríguez-Buño RL, Hu TW, et al. The potential effects of tobacco control in China: projections from the China SimSmoke simulation model. BMJ. 2014 Feb 18;348:g1134. 
Li W, Han J, Qureshi AA. Smoking and risk of  incident psoriatic arthritis in US women. Ann Rheum  Dis Published Online First: 8 Nov 2011. doi:10.1136/ annrheumdis-2011-200416 
Lightwood JM, Glantz SA. Declines in Acute Myocardial Infarction After Smoke-Free Laws and Individual Risk Attributable to Secondhand Smoke. Circulation. 2009 Sep 21. [Epub ahead of print]  
Lin HH, Ezzati M, Chang HY, Murray M. Association between tobacco smoking and active tuberculosis in Taiwan: prospective cohort study. Am J Respir Crit Care Med. 2009 Sep 1;180(5):475-80. Epub 2009 Jun 19. 
Lindblad BE, Håkansson N, Wolk A. Smoking Cessation and the Risk of Cataract:  A Prospective Cohort Study of Cataract Extraction Among Men. JAMA Ophthalmol. 2014 Jan 2. 
Lindson-Hawley N, Aveyard P, Hughes JR. Reduction versus abrupt cessation in smokers who want to quit. Cochrane Database Syst Rev. 2012 Nov 14;11:CD008033. doi: 10.1002/14651858.CD008033.pub3. Reducing cigarettes smoked before quit day and quitting abruptly,  
              with no prior reduction, produced comparable quit rates, therefore patients can be given the choice to quit in either of these ways. 
Lindson-Hawley N, Aveyard P, Hughes JR. Gradual reduction vs abrupt cessation as a smoking cessation strategy in smokers who want to quit. JAMA. 2013 Jul 3;310(1):91-2. 
Liu JJ, Wabnitz C, Davidson E, et al.   Smoking cessation interventions for ethnic minority groups-A systematic review of adapted interventions. Prev Med. 2013 Sep 27. pii: S0091-7435(13)00359-9.  
Livingston EH, Lynm C. JAMA patient page. Smoking cessation. JAMA. 2012 Oct 17;308(15):1599. 
Lochbuehler K, Sargent JD, Scholte RH, et al. Influence of Smoking Cues in Movies on Children's Beliefs About Smoking. Pediatrics. 2012 Jul 9. 
Lovato C, Watts A, Stead LF. Impact of tobacco advertising and promotion on increasing adolescent smoking behaviours. Cochrane Database of Systematic Reviews 2011, Issue 10. Art. No.: CD003439. DOI: 10.1002/14651858.CD003439.pub2.  
           Longitudinal studies consistently suggest that exposure to tobacco advertising and promotion is associated with the likelihood that adolescents will start to smoke.  
Luo J, Margolis KL, Wactawski-Wende J, et al. Association of active and passive smoking with risk of breast cancer among postmenopausal women: a prospective cohort study. BMJ. 2011 Mar 1;342:d1016. doi: 10.1136/bmj.d1016. 
Luo J, Rossouw J, Margolis KL. Smoking cessation, weight change, and coronary heart disease among postmenopausal women with and without diabetes. (WHI) JAMA 2013; 310:94-95.  
Maisonneuve P, et al. Impact of smoking on patients with idiopathic chronic pancreatitis. Pancreas. 2006 Aug;33(2):163-8.  
Mackay D et al. Smoke-free legislation and hospitalizations for childhood asthma. N Engl J Med 2010 Sep 16; 363:1139. 
Mackay DF, Nelson SM, Haw SJ, et al. Impact of Scotland's Smoke-Free Legislation on Pregnancy Complications: Retrospective Cohort Study. PLoS Med 9(3): e1001175. 
Mackay J, Ritthiphakdee B, Reddy KS. Tobacco control in Asia. Lancet. 2013 May 4;381(9877):1581-7.  
Mahmoudi M, Coleman CI, Sobieraj DM. Systematic review of the cost-effectiveness of varenicline vs. bupropion for smoking cessation. Int J Clin Pract. 2012 Feb;66(2):171-82. 
Malone R, McDaniel P, Smith E. It is time to plan the tobacco endgame. BMJ. 2014 Feb 11;348:g1453 
Martins-Green M, Adhami N, Frankos M, et al. Cigarette smoke toxins deposited on surfaces: implications for human health. PLoS One. 2014 Jan 29;9(1):e86391. 
Mays D, Gilman SE, Rende R, et al. Parental Smoking Exposure and Adolescent Smoking Trajectories. Pediatrics. 2014 May 12. 
McAfee T. Encouraging Smokers to Talk With Their Physicians About Quitting. JAMA. 2013 May 22:1-2. 
McAfee T, Davis KC, Alexander RL Jr, et al. Effect of the first federally funded US antismoking national media campaign. Lancet. 2013 Sep 6. doi:pii: S0140-6736(13)61686-4. 
McCauley L, Markin C, Hosmer D. An unexpected consequence of electronic cigarette use. Chest. 2012 Apr;141(4):1110-3. (lipoid pneumonia) 
McCowan LM, et at.; SCOPE consortium. Spontaneous preterm birth and small for gestational age infants in women who stop smoking early in pregnancy: prospective cohort study. BMJ. 2009 Mar 26;338:b1081. doi: 10.1136/bmj.b1081. Erratum in: BMJ. 2009;338. doi:  
         10.1136/bmj.b1558. 
McDermott MS, Marteau TM, Hollands GJ, et al. Change in anxiety following successful and unsuccessful attempts at smoking cessation: cohort study. Br J Psychiatry. 2013 Jan;202:62- 7. 
McEvoy JW, Blaha M, Rivera JJ, et al. Mortality rates in smokers and nonsmokers in the presence or absence of coronary artery calcification (CAC). JACC Cardiovasc Imaging 2012; 5:1037-1045. 
McEvoy CT, Schilling D, Clay N, et al. Vitamin C supplementation for pregnant smoking women and pulmonary function in their newborn infants: a randomized clinical trial. JAMA. doi:10.1001/jama.2014.5217. 
McFall Miles, Saxon Andrew J., Malte Carol A., et al. for the CSP 519 Study Team. Integrating Tobacco Cessation Into Mental Health Care for Posttraumatic Stress Disorder: A Randomized Controlled Trial. JAMA. 2010;304(22):2485-2493.doi:10.1001/jama.2010.1769.   
Mecredy GC, Diemert LM, Callaghan RC, Cohen JE. Association between use of contraband tobacco and smoking cessation outcomes: a population-based cohort study. CMAJ. 2013 Mar 4. 
Medical Letter: Treatment Guidelines- Drugs for Tobacco Dependence. Sept 2008. 
Medical Letter.  Safety of Smoking Cessation Drugs. Aug,2009. 
Medical Letter.  Electronic Ciagarettes for Smoking Cessation. Nov,2012. 
Mennella JA, Yourshaw LM, Morgan LK. Breastfeeding and smoking: short-term effects on infant feeding and sleep.Pediatrics. 2007 Sep;120(3):497-502. An acute episode of smoking by lactating mothers altered infants' sleep/wake patterning. 
Menzies D, et al. Respiratory symptoms, pulmonary function, and markers of inflammation among bar workers before and after a legislative ban on smoking in public places. JAMA. 2006 Oct 11;296(14):1742-8.  
Meyers DG, Neuberger JS, He J et al. Cardiovascular effect of bans on smoking in public places. A systematic review and meta-analysis. J Am Coll Cardiol 2009; 54: 1249-1255. 
Milidou I, Henriksen TB, Jensen MS, et al. Nicotine replacement therapy during pregnancy and infantile colic in the offspring. Pediatrics. 2012 Mar;129(3):e652-8. 
Miller M, Cho JY, Pham A, et al. Persistent airway inflammation and emphysema progression on CT scan in ex-smokers observed for 4 years. Chest. 2011 Jun;139(6):1380-7. 
Millett C, Tayu Lee J, Laverty A, Glantz S, Majeed A. Hospital admissions for childhood asthma after smoke-free legislation in England. Pediatrics 21 Jan 2013. 
Mills E et al. Smoking cessation reduces postoperative complications: A systematic review and meta-analysis. Am J Med 2011 Feb; 124:144.  
Mills EJ, Thorlund K, Eapen S, et al. Cardiovascular events associated with smoking cessation pharmacotherapies: A network meta-analysis. Circulation 2013. 
Mirkhel A, et al. Frequency of aspirin resistance in a community hospital. Am J Cardiol. 2006 Sep 1;98(5):577-9. Epub 2006 Jun 30. In conclusion, this study estimates aspirin resistance prevalence and shows a strong association of smoking with platelet hyperactivity in a diverse  
            community hospital population. Nonresponders to 81 mg/day frequently responded to 325 mg/day or to the addition of clopidogrel. 
Moshammer H, et al. Parental smoking and lung function in children: an international study. Am J Respir Crit Care Med. 2006 Jun 1;173(11):1255-63. Epub 2006 Feb 16.  
Mohiuddin SM, Mooss AN, Hunter CB, et al. Intensive smoking cessation intervention reduces mortality in high-risk smokers with cardiovascular disease. Chest. 2007 Feb;131(2):446-52. At 24 month, continuous abstinence smoking cessation rate was 33% in the    
            intensive-treatment group and 9% in the usual-care group (p < 0.0001). Over the 2-year follow-up period, 41 patients in the usual-care group were hospitalized compared to 25 patients in the intensive-tx group (relative risk reduction [RRR], 44%; 95% confidence  
            interval [CI], 16 to 63%; p = 0.007). The all-cause mortality rate was 2.8% in the intensive-tx group and 12.0% in the usual-care group (RRR, 77%; 95% CI, 27 to 93%; p = 0.014). Absolute risk reduction in mortality was 9.2% with a number needed to treat of 11. 
Monuteaux MC, Spencer TJ, Faraone SV, et al.  A randomized, placebo-controlled clinical trial of bupropion for the prevention of smoking in children and adolescents with attention-deficit/hyperactivity disorder. J Clin Psychiatry. 2007 Jul;68(7):1094-101.  
           While bupropion was not associated with a lower rate of smoking in youth with ADHD, post hoc analyses suggest that stimulant treatment was. Future controlled studies should investigate the role of stimulants in the prevention of smoking in children and adolescents with ADHD. 
Moolgavkar SH, Holford TR, Levy DT et al. Impact of Reduced Tobacco Smoking on Lung Cancer Mortality in the United States During 1975-2000. J Natl Cancer Inst. 2012 Mar 14.  
Moore D, Aveyard P, Connock M, Wang D, Fry-Smith A, Barton P. Effectiveness and safety of nicotine replacement therapy assisted reduction to stop smoking: systematic review and meta-analysis. BMJ. 2009 Apr 2;338:b1024. doi: 10.1136/bmj.b1024.  
Moore TJ, Glenmullen J, Furberg CD. Thoughts and Acts of Aggression/Violence Toward Others Reported in Association with Varenicline (September) (FREE). Ann Pharmacother. 2010 Jul 20.  
Moore TJ, Furberg CD, Glenmullen J, Maltsberger JT, Singh S, 2011 Suicidal Behavior and Depression in Smoking Cessation Treatments. PLoS ONE 6(11): e27016. doi:10.1371/journal.pone.0027016  
Morgenstern M, Sargent JD, Isensee B, Hanewinkel R. From never to daily smoking in 30 months: the predictive value of tobacco and non-tobacco advertising exposure. BMJ Open. 2013 Jun 20;3(6).  
Moyer VA, MD, MPH, on behalf of the US Preventive Services Task Force-USPSTF. Primary care interventions to prevent tobacco use in children and adolescents: US Preventive Services Task Force recommendation statement. Ann Intern Med 2013.    
Moyer VA; U.S. Preventive Services Task Force. Primary care interventions to prevent tobacco use in children and adolescents: US Preventive services task force recommendation statement. Pediatrics. 2013 Sep;132(3):560-5. 
Mullane D, Turner SW, Cox D, et al. Reduced Infant Lung Function, Active Smoking, and Wheeze in 18-Year-Old Individuals. JAMA Pediatr. 2013 Feb 18:1-6.  
Müller KU, Mennigen E, Ripke S, et al; for the IMAGEN Consortium. Altered Reward Processing in Adolescents With Prenatal Exposure to Maternal Cigarette Smoking. JAMA Psychiatry. 2013 Jun 19:1-10.  
Muramoto ML, Leischow SJ, Sherrill D, Matthews E, Strayer LJ. Randomized, double-blind, placebo-controlled trial of 2 dosages of sustained-release bupropion for adolescent smoking cessation. Arch Pediatr Adolesc Med. 2007 Nov;161(11):1068-74. Sustained-release  
          bupropion hydrochloride, 300 mg/d, plus brief counseling demonstrated short-term efficacy for adolescent smoking cessation. Abstinence rates were lower than those reported for adults, with rapid relapse after medication discontinuation. 
Murray RL, Leonardi-Bee J, Marsh J, et al. Systematic identification and treatment of smokers by hospital based cessation practitioners in a secondary care setting: cluster randomised controlled trial. BMJ. 2013 Jul 8;347:f4004.  
Musallam KM, Rosendaal FR, Zaatari G, et al. Smoking and the Risk of Mortality and Vascular and Respiratory Events in Patients Undergoing Major Surgery. JAMA Surg. 2013 Jun 19:1-8.  
Muscat JE, Ahn K, Richie JP Jr et al. Nicotine dependence phenotype and lung cancer risk. Cancer. 2011 Dec 1;117(23):5370-6.  

 



 
Myers Katie; Hajek Peter; Hinds Charles; et al. Stopping Smoking Shortly Before Surgery and Postoperative Complications: A Systematic Review and Meta-analysis. Arch Intern Med. 2011;0(2011):archinternmed.2011.97.  
Nabi-Burza E, Regan S, Drehmer J, et al. Parents Smoking in Their Cars With Children Present. Pediatrics. 2012 Nov 12.  
Nagrebetsky A, Brettell R, Roberts N, et al. Smoking cessation in adults with diabetes: a systematic review and meta-analysis of data from randomized controlled trials. BMJ Open. 2014 Mar 6. 
Nakamura M, Oshima A, Ohkura M, et al. Predictors of Lapse and Relapse to Smoking in Successful Quitters in a Varenicline Post Hoc Analysis in Japanese Smokers. Clin Ther. 2014 May 5. 
Nathisuwan S, Dilokthornsakul P, Chaiyakunapruk N, et al. Assessing Evidence of Interaction Between Smoking and Warfarin: A Systematic Review and Meta-analysis. Chest. 2011 May;139(5):1130-9.  
National Institutes of Health State-of-the-Science Conference Statement: Tobacco Use: Prevention, Cessation, and Control. Ann Intern Med. 2006 Sep 5; [Epub ahead of print] 
Ness-Jensen E, Lindam A, Lagergren J, Hveem K. Tobacco Smoking Cessation and Improved Gastroesophageal Reflux: A Prospective Population-Based Cohort Study: The HUNT Study. Am J Gastroenterol. 2013 Dec 10. 
Ng M, Freeman M, Fleming T, et al. Smoking prevalence and cigarette consumption in 187 countries, 1980-2012. JAMA. doi:10.1001/jama.2013.284692. 
NICE: National Institute for Health and Clinical Excellence. Smokeless tobacco cessation - South Asian communities. Sept 2012.  www.nice.org.uk/PH39 
Nides M, et al. Smoking cessation with varenicline, a selective alpha4beta2 nicotinic receptor partial agonist: results from a 7-week, randomized, placebo- and bupropion-controlled trial with 1-year follow-up. Arch Intern Med. 2006 Aug 14-28;166(15):1561-8.  (InfoPOEMs:  
             Approximately 1 in 7 highly motivated patients will not be smoking 1 year after taking varenicline (Chantix) 1 mg twice daily for 6 weeks. Lower doses did not work. Side effects will be common and will not be tolerated by some patients. (LOE = 1b-) )  
Oberg M, Jaakkola MS, Woodward A, Peruga A, Prüss-Ustün A. Worldwide burden of disease from exposure to second-hand smoke: a retrospective analysis of data from 192 countries. Lancet. 2010 Nov 25. 
Ockene I and Salmoirago-Blotcher E. Varenicline for smoking cessation in patients with coronary heart disease. Circulation 2010; 121:188-190. 
Oncken C, et al. Efficacy and safety of the novel selective nicotinic acetylcholine receptor partial agonist, varenicline, for smoking cessation. Arch Intern Med. 2006 Aug 14-28;166(15):1571-7.  
Oncken C, Dornelas E, Greene J, et al.  Nicotine Gum for Pregnant Smokers: A Randomized Controlled Trial. Obstet Gynecol. 2008 Oct;112(4):859-867. Although nicotine gum did not increase quit rates, use of nicotine gum increased birth weight and gestational age, two key  
                parameters in predicting neonatal wellbeing. 
Okuyemi KS, Nollen NL, Ahluwalia JS. Interventions to facilitate smoking cessation. Am Fam Physician. 2006 Jul 15;74(2):262-71. Review. Summary for patients in: Am Fam Physician. 2006 Jul 15;74(2):276.  
O'Malley SS, et al. A controlled trial of naltrexone augmentation of nicotine replacement therapy for smoking cessation. Arch Intern Med. 2006 Mar 27;166(6):667-74.  
Park EW, Tudiver FG, Campbell T.   Enhancing partner support to improve smoking cessation. Cochrane Database Syst Rev. 2012 Jul 11;7:CD002928.  In this review of randomized controlled trials of interventions designed to enhance partner support for smokers in cessation  
               programmes, we failed to detect an increase in quit rates.  
Parkes G, Greenhalgh T, Griffin M, Dent R. Effect on smoking quit rate of telling patients their lung age: the Step2quit randomised controlled trial. BMJ. 2008 Mar 6; [Epub ahead of print] Telling smokers their lung age significantly improves the likelihood of them quitting  
              smoking, but the mechanism by which this intervention achieves its effect is unclear. 
Parsons A, Daley A, Begh R, Aveyard P. Influence of smoking cessation after diagnosis of early stage lung cancer on prognosis: systematic review of observational studies with meta-analysis. BMJ  2010;340:b5569, doi: 10.1136/bmj.b5569 (Published 21 January 2010)  
Patnode CD, O`Connor E, Whitlock EP, et al. Primary Care-Relevant Interventions for Tobacco Use Prevention and Cessation in Children and Adolescents: A Systematic Evidence Review for the U.S. Preventive Services Task Force. Ann Intern Med. 2012 Dec 11.  
Patnode CD, O'Connor E, Whitlock EP, et al. Primary Care Relevant Interventions for Tobacco Use Prevention and Cessation in Children and Adolescents: A Systematic Evidence Review for the U.S. Preventive Services Task Force [Internet]. Rockville (MD):  
              Agency for Healthcare Research and Quality (US); 2012 Dec.  
Patnode CD, O'Connor E, Whitlock EP, et al. Primary care-relevant interventions for tobacco use prevention and cessation in children and adolescents: a systematic evidence review for the u.s. Preventive services task force. Ann Intern Med. 2013 Feb 19;158(4):253-60. 
Pawson R, Wong G, Owen L. Myths, facts and conditional truths: What is the evidence on the risks associated with smoking in cars carrying children? CMAJ. 2011 Jul 12;183(10):E680-4.  
Peters SA, Huxley RR, Woodward M. Smoking as a Risk Factor for Stroke in Women Compared With Men: A Systematic Review and Meta-Analysis of 81 Cohorts, Including 3 980 359 Individuals and 42 401 Strokes. Stroke. 2013 Aug 22. 
Pharmacist’s Letter. Electronic Cigarettes and Hookah Pipes. May 2013. 
Pbert L, Druker S, Difranza JR, et al. Effectiveness of a School Nurse-Delivered Smoking-Cessation Intervention for Adolescents. Pediatrics. 2011 Oct 17. 
Pell JP, Haw S, Cobbe S, et al.  Smoke-free legislation and hospitalizations for acute coronary syndrome. N Engl J Med. 2008 Jul 31;359(5):482-91. The number of admissions for acute coronary syndrome decreased after the implementation of smoke-free legislation. A total of  
              67% of the decrease involved nonsmokers. However, fewer admissions among smokers also contributed to the overall reduction. 
Pharmacists Letter. New Regimen for Nicorette Gum: Reduce-to-Quit (RTQ). Aug 2007. 
Piano Mariann R., Benowitz Neal L., FitzGerald Garret A., et al., and on behalf of the American Heart Association (AHA) Council on Cardiovascular Nursing Impact of Smokeless Tobacco Products on Cardiovascular Disease: Implications for Policy, Prevention, and  
              Treatment: A Policy Statement From the American Heart Association. Circulation 122: 1520-1544; published online before print as doi:10.1161/CIR.0b013e3181f432c3  
Pierce John P., Messer Karen, White Martha M., et al. Prevalence of Heavy Smoking in California and the United States, 1965-2007. JAMA. 2011;305(11):1106-1112.doi:10.1001/jama.2011.334 
Piper Megan E.; Smith Stevens S.; Schlam Tanya R.; et al. A Randomized Placebo-Controlled Clinical Trial of 5 Smoking Cessation Pharmacotherapies. Arch Gen Psychiatry. 2009;66(11):1253-1262. While the nicotine lozenge, bupropion, and bupropion plus lozenge produced  
                effects that were comparable with those reported in previous research, the nicotine patch plus lozenge produced the greatest benefit relative to placebo for smoking cessation. 
Pirie K, Peto R, Reeves GK, Green J, Beral V, for the Million Women Study Collaborators. The 21st century hazards of smoking and benefits of stopping: a prospective study of one million women in the UK. Lancet 2012; online Oct 27.  
Planer David; Lev Ishay; Elitzur Yair; et al. Bupropion for Smoking Cessation in Patients With Acute Coronary Syndrome. Arch Intern Med. 2011;0(2011):archinternmed.2011.72. (Not increase smoking abstinence) 
Plank B, Kutyifa V, Moss AJ, et al. Smoking is associated with an increased risk of first and recurrent ventricular tachyarrhythmias in mild heart failure patients with ischemic and non-ischemic cardiomyopathy—A MADIT-CRT substudy. Heart Rhythm 2014. 
Pletcher MJ, et al. Menthol cigarettes, smoking cessation, atherosclerosis, and pulmonary function: the Coronary Artery Risk Development in Young Adults (CARDIA) Study. Arch Intern Med. 2006 Sep 25;166(17):1915-22.  
Poddubnyy D, Haibel H, Listing J, et al. Baseline radiographic damage, elevated acute phase  reactants and cigarette smoking status predict radiographic progression in the spine in early  axial spondyloarthritis. Arthritis Rheum. Published  Online First: 29 Nov 2011.  
Polakowski LL, Akinbami LJ, Mendola P. Prenatal Smoking Cessation and the Risk of Delivering Preterm and Small-for-Gestational-Age Newborns. Obstet Gynecol. 2009 Aug;114(2, Part 1):318-325.  
Pollak KI, Oncken CA, et al. Nicotine replacement and behavioral therapy for smoking cessation in pregnancy. Am J Prev Med. 2007 Oct;33(4):297-305. 
Prochaska JJ, Hilton JF. Risk of cardiovascular serious adverse events associated with varenicline use for tobacco cessation: systematic review and meta-analysis. BMJ. 2012 May 4;344:e2856.   
Prochaska JJ, Das S, Benowitz NL. Cytisine, the world's oldest smoking cessation aid. BMJ. 2013 Aug 23;347:f5198. 
Prochazka AV, Kick S, Steinbrunn C, Miyoshi T, Fryer GE. A randomized trial of nortriptyline combined with transdermal nicotine for smoking cessation. Arch Intern Med. 2004 Nov 8;164(20):2229-33.  
Prochazka AV, Weaver MJ, Keller RT, Fryer GE, Licari PA, Lofaso D.  A randomized trial of nortriptyline for smoking cessation. Arch Intern Med. 1998 Oct 12;158(18):2035-9. 
Prokhorov Alexander V.; Hudmon Karen Suchanek; Marani Salma; et al. Engaging Physicians and Pharmacists in Providing Smoking Cessation Counseling. Arch Intern Med. 2010;170(18):1640-1646. 
Raad D, Gaddam S, Schunemann HJ, et al. Effects of Water-Pipe Smoking (WPS) on Lung Function: A Systematic Review and Meta-analysis. Chest. 2011 Apr;139(4):764-74. 
Ranney L, Melvin C, Lux L, McClain E, Lohr KN.  Systematic Review: Smoking Cessation Intervention Strategies for Adults and Adults in Special Populations. Ann Intern Med. 2006 Sep 5; [Epub ahead of print]  
Reda AA, Kaper J, Fikrelter H, et al. Healthcare financing systems for increasing the use of tobacco dependence treatment. Cochrane Database Syst Rev. 2009 Apr 15;(2):CD004305. Full financial interventions directed at smokers when compared to no financial interventions  
              could increase the proportion quitting, quit attempts and utilization of pharmacotherapy by smokers. Although the absolute differences were small the costs per additional quitter were low. 
Reda AA, Kotz D, Evers SM, et al.   Healthcare financing systems for increasing the use of tobacco dependence treatment. Cochrane Database Syst Rev. 2012 Jun 13;6:CD004305.  Full financial interventions directed at smokers when compared to no financial interventions  
              increase the proportion of smokers who attempt to quit, use smoking cessation treatments, and succeed in quitting. The absolute differences are small but the costs per additional quitter are low to moderate. We did not detect an effect on smoking cessation from financial  
              incentives directed at healthcare providers.  
Reed JL, Gervais AA, Reid RD. Electronic cigarettes. CMAJ. 2013 Nov 5;185(16):1427. 
Regan S, Viana JC, Reyen M, Rigotti NA. Prevalence and Predictors of Smoking by Inpatients During a Hospital Stay. Arch Intern Med. 2012 Nov 5:1-5.  
Reynolds K, Liese AD, Anderson AM, et al. Prevalence of Tobacco Use and Association between Cardiometabolic Risk Factors and Cigarette Smoking in Youth with Type 1 or Type 2 Diabetes Mellitus. J Pediatr. 2011 Apr;158(4):594-601.e1.  
Retnakaran R, et al. Cigarette smoking and cardiovascular risk factors among Aboriginal Canadian youths. CMAJ. 2005 Oct 11;173(8):885-9.  
Rice VH, Hartmann-Boyce J, Stead LF.   Nursing interventions for smoking cessation. Cochrane Database Syst Rev. 2013 Aug 12;8:CD001188. The results indicate the potential benefits of smoking cessation advice and/or counselling given by nurses, with reasonable evidence  
             that intervention is effective.  
Rigotti NA, et al. Bupropion for smokers hospitalized with acute cardiovascular disease. Am J Med. 2006 Dec;119(12):1080-7. Bupropion improved short-term but not long-term smoking cessation rates over intensive counseling and appeared to be safe in hospitalized smokers with acute  
            cardiovascular disease. 
Rigotti NA, Munafo MR, and Stead LF. Smoking cessation interventions for hospitalized smokers. A systematic review. Arch Intern Med 2008; 168:1950-1960. Offering smoking cessation counseling to all hospitalized smokers is effective as long as supportive contacts  
            continue for more than 1 month after discharge. Adding nicotine replacement therapy to counseling may further increase smoking cessation rates and should be offered when clinically indicated, especially to hospitalized smokers with nicotine withdrawal symptoms. 
Rigotti N A, Pipe AL, Benowitz NL, et al. Efficacy and safety of varenicline for smoking cessation in patients with cardiovascular disease (CVD). Circulation 2010; 121:221-229. 
Rigotti NA. Strategies to help a smoker who is struggling to quit. JAMA. 2012; 308:1573-1580. 
Rigotti NA, Clair C,Munafò MR, Stead LF. Interventions for smoking cessation in hospitalised patients. Cochrane Database of Systematic Reviews 2012, Issue 5. Art. No.: CD001837. DOI: 10.1002/14651858.CD001837.pub3.  
Rigotti NA, Wakefield M. Real People, Real Stories: A New Mass Media Campaign That Could Help Smokers Quit. Ann Intern Med. 2012 Sep 25. 
Rigotti NA. Smoking cessation in patients with respiratory disease: existing treatments and future directions. Lancet Respir Med. 2013 May;1(3):241-50 
Rodondi N, Collet TH, Nanchen D, et al. Impact of carotid plaque screening on smoking cessation and other cardiovascular risk factors: a randomized controlled trial. Arch Intern Med. doi:10.001/archinternmed.2011.1326. 
Rodriguez Josanna, Jiang Rui, Johnson W. Craig, Et al. The Association of Pipe and Cigar Use With Cotinine Levels, Lung Function, and Airflow Obstruction: A Cross-sectional Study. Ann Intern Med February 16, 2010 152:201-210 
Roosaar A, Johansson AL, Sandborgh-Englund G, Axéll T, Nyrén O.  Cancer and mortality among users and nonusers of snus. Int J Cancer. 2008 Jul 1;123(1):168-73. A statistically significant increase in the incidence of the combined category of oral and pharyngeal cancer  
           among daily users of snus (incidence rate ratio 3.1, 95% confidence interval 1.5-6.6) was found. Overall mortality was also slightly increased (hazard ratio 1.10, 95% confidence interval 1.01-1.21). Although the combined previous literature on snus and oral cancer weigh  
            toward no association, this population-based prospective study provided suggestive evidence of snus-related risks that cannot be lightly ignored. 

 



 
Rosen LJ, Noach MB, Winickoff JP et al. Parental Smoking Cessation to Protect Young Children:A Systematic Review and Meta-analysis. Pediatrics. 2012 Jan;129(1):141-52 
Rosen LJ, Myers V, Hovell M, et al. Meta-analysis of Parental  Protection of Children From Tobacco Smoke Exposure. Pediatrics. 2014 Apr;133(4):698-714. 
Rostron B. Menthol Cigarette Use and Stroke Risk Among US Smokers: A Critical  Reappraisal. JAMA Intern Med. 2014 Mar 10. 
Rusanen Minna; Kivipelto Miia; Quesenberry Charles P., et al. Heavy Smoking in Midlife and Long-term Risk of Alzheimer Disease and Vascular Dementia. Arch Intern Med. 2010;0(2010):archinternmed.2010.393.   
Sabia S, Elbaz A, Dugravot A, et al. Impact of Smoking on Cognitive Decline in Early Old Age: The Whitehall II Cohort Study. Arch Gen Psychiatry. 2012 Feb 6. 
Sakata R, McGale P, Grant EJ, Ozasa K, Peto R, Darby SC. Impact of smoking on mortality and life expectancy in Japanese smokers: a prospective cohort study. BMJ. 2012 Oct 25;345:e7093. 
Samet, JM. Smoking cessation: Benefits versus risks of using pharmacotherapy to quit. Circulation 2013.  
Samet JM. Smoking cessation: benefits versus risks of using pharmacotherapy to quit. Circulation. 2014 Jan 7;129(1):8-10 
Sandhu RK, Jimenez MC, Chiuve SE, et al. Smoking, smoking cessation and risk of sudden cardiac death in women. Circ Arrhythm Electrophysiol 2012 . 
Sargent JD, Tanski S, Stoolmiller M. Influence of Motion Picture Rating on Adolescent Response to Movie Smoking. Pediatrics. 2012 Jul 9.  
Sarna L, Bialous SA, Nandy K, et al. Changes in smoking prevalences among health care professionals from 2003 to 2010-2011. JAMA. 2014 Jan 8;311(2):197-9. 
Saulyte J, Regueira C, Montes-Martínez A, et al. Active or passive exposure to tobacco smoking and allergic rhinitis, allergic dermatitis, and food allergy in adults and children: a systematic review and meta-analysis. PLoS Med. 2014 Mar 11;11(3):e1001611. 
Schmidt H, Voigt K, Emanuel EJ. The Ethics of Not Hiring Smokers. N Engl J Med. 2013 Mar 27. 
Schoenfelder EN, Faraone SV, Kollins SH. Stimulant Treatment of ADHD and Cigarette Smoking: A Meta-Analysis. Pediatrics. 2014 May 12. 
Schnoll Robert A., Patterson Freda, Wileyto E. Paul, Et al. Effectiveness of Extended-Duration Transdermal Nicotine Therapy: A Randomized Trial. Ann Intern Med February 2, 2010 152:144-151; doi:10.1059/0003-4819-152-3-201002020-00005 
Schroeder SA. A 51-year-old woman with bipolar disorder who wants to quit smoking. JAMA. 2009 Feb 4;301(5):522-31. Epub 2009 Jan 6. 
Schroeder SA, Koh HK. Tobacco control 50 years after the 1964 surgeon general's report. JAMA. 2014 Jan 8;311(2):141-3. 
Schultz AS et al. A qualitative investigation of smoke-free policies on hospital property. CMAJ. 2011 Dec 13;183(18):E1334-44. 
SDIS – Guidelines for NRT during pregnancy and lactation.  Available at: http://www.usask.ca/pharmacy-nutrition/services/sdis.shtml  
Seung-Kwon Myung; Diana D. McDonnell; Gene Kazinets; Hong Gwan Seo; Joel M. Moskowitz Effects of Web- and Computer-Based Smoking Cessation Programs: Meta-analysis of Randomized Controlled Trials. Arch Intern Med. 2009;169(10):929-937.  
Sharma A, Deeb AP, Iannuzzi JC, et al. Tobacco smoking and postoperative outcomes after colorectal surgery. Ann Surg. 2013 Aug;258(2):296-300. 
Sheffer MA, Baker TB, Fraser DL, et al. Fax referrals, academic detailing, and tobacco quitline use a randomized trial. Am J Prev Med. 2012 Jan;42(1):21-8.  
Shields B, Hill A, Bilous M, Knight B, Hattersley AT, Bilous RW, Vaidya B.  Cigarette smoking during pregnancy is associated with alterations in maternal and fetal thyroid function. J Clin Endocrinol Metab. 2008 Nov 18. [Epub ahead of print] Cigarette smoking is associated  
            with changes in maternal thyroid function throughout the pregnancy and in fetal thyroid function as measured in cord blood samples. 
Sibbald M, Yan AT, Huang W, et al. Association between smoking, outcomes, and early clopidogrel use in patients with acute coronary syndrome: Insights from the Global Registry of Acute Coronary Events. Am Heart J 2010; 160:855-861. (no effect)     
Siddiqi K, Khan A, Ahmad M, et al. Action to Stop Smoking in Suspected Tuberculosis (ASSIST) in Pakistan: A Cluster Randomized, Controlled Trial. Ann Intern Med. 2013 May 7;158(9):667-75.  
Siegel M. A Lost Opportunity for Public Health - The FDA Advisory Committee Report on Menthol. N Engl J Med. 2011 May 4. 
Sims Michelle, Maxwell Roy, Bauld Linda, Gilmore Anna. Short term impact of smoke-free legislation in England: retrospective analysis of hospital admissions for myocardial infarction. BMJ  2010;340:c2161 
Sims M, Maxwell R, Gilmore A. Short-term impact of the smoke free legislation in England on emergency hospital admissions for asthma among adults: a population-based study. Thorax. 2013 Apr 15. 
Singh S, Loke YK, Spangler JG, et al. Risk of serious adverse cardiovascular events associated with varenicline: a systematic review and meta-analysis. CMAJ. 2011 Jul 4. 
Sitas F, Egger S, Bradshaw D, et al. Differences among the coloured, white, black, and other South African populations in smoking-attributed mortality at ages 35-74 years: a case-control study of 481,640 deaths. Lancet. 2013 Aug 24;382(9893):685-93.  
Smith PM, Burgess E. Smoking cessation initiated during hospital stay for patients with coronary artery disease: a randomized controlled trial. CMAJ 2009; 180:1297-1303.  
Smith Stevens S.; McCarthy Danielle E.; Japuntich Sandra J.; et al. Comparative Effectiveness of 5 Smoking Cessation Pharmacotherapies in Primary Care Clinics. Arch Intern Med. 2009;169(22):2148-2155. Bupropion SR + lozenge was superior to all of the monotherapies (odds  
            ratio, 0.46-0.56); patch + lozenge was superior to patch and bupropion monotherapies (odds ratio, 0.56 and 0.54, respectively). 
Smith AL, Chapman S. Quitting smoking unassisted: the 50-year research neglect of a major public health phenomenon. JAMA. doi:10.1001/jama.2013.282618. 
Smoking Cessation benefits: Fletcher C, Peto R. The natural history of chronic airflow obstruction. Br Med J. 1977 Jun 25;1(6077):1645-8. 
 
 
 

 
 
Soria R, et al. A randomised controlled trial of motivational interviewing for smoking cessation. Br J Gen Pract. 2006 Oct;56(531):768-74. (InfoPOEMs: In this study with several biases favoring the intervention, motivational interviewing appears to be more effective than brief advice in  
            promoting smoking cessation. (LOE = 2b))  
Stanton A, Grimshaw G.   Tobacco cessation interventions for young people.  Cochrane Database Syst Rev. 2013 Aug 23;8:CD003289. doi: 10.1002/14651858.CD003289.pub5. Complex approaches show promise, with some persistence of abstinence (30 days point prevalence  
            abstinence or continuous abstinence at six months), especially those incorporating elements sensitive to stage of change and using motivational enhancement and CBT. Given the episodic nature of adolescent smoking, more data is needed on sustained quitting. There were few trials with evidence  
            about pharmacological interventions (nicotine replacement and bupropion), and none demonstrated effectiveness for adolescent smokers 
Stanbrook MB. Regulate e-cigarettes as drug-delivery devices. CMAJ. 2013 Nov 5;185(16):1379. 
Stapleton JA, Watson L, Spirling LI, et al. Varenicline in the routine treatment of tobacco dependence: a pre-post comparison with nicotine replacement therapy and an evaluation in those with mental illness. Addiction. 2008 Jan;103(1):146-54. Epub 2007 Nov 19. (n=412 over  
           6weeks) In this setting and with group support varenicline appears to improve success rates over those achieved with NRT, and is equally effective and safe in those with and without a mental illness. 
Stead L, Lancaster T.  Interventions to reduce harm from continued tobacco use. Cochrane Database Syst Rev. 2007 Jul 18;(3):CD005231. There is insufficient evidence about long-term benefit to give firm support the use of interventions intended to help smokers reduce but not  
            quit tobacco use. 
Stead LF, Perera R, Bullen C, Mant D, et al. Nicotine replacement therapy for smoking cessation. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD000146. All of the commercially available forms of NRT (gum, transdermal patch, nasal spray, inhaler and sublingual tablets/lozenges)  
             can help people who make a quit attempt to increase their chances of successfully stopping smoking. NRTs increase the rate of quitting by 50-70%, regardless of setting.The effectiveness of NRT appears to be largely independent of the intensity of additional support provided to the individual.  
            Provision of more intense levels of support, although beneficial in facilitating the likelihood of quitting, is not essential to the success of NRT. 
Stead LF, et al. Physician advice for smoking cessation. Cochrane Database Syst Rev. 2008 Apr 16;(2):CD000165. Simple advice has a small effect on cessation rates. Assuming an unassisted quit rate of 2 to 3%, a brief advice intervention can increase quitting by a further 1 to  
            3%. Additional components appear to have only a small effect, though there is a small additional benefit of more intensive interventions compared to very brief interventions. 
Stead LF, Lancaster T. Combined pharmacotherapy and behavioural interventions for smoking cessation. Cochrane Database of Systematic Reviews 2012, Issue 10. Art. No.: CD008286. DOI: 10.1002/14651858.CD008286.pub2.  Interventions that combine pharmacotherapy and  
             behavioural support increase smoking cessation success compared to a minimal intervention or usual care. Further trials would be unlikely to change this conclusion. We did not find strong evidence from indirect comparisons that offering more intensive behavioural support was associated with  
             larger treatment effects but this could be because intensive interventions are less likely to be delivered in full. 
Stead LF, Lancaster T.   Behavioural interventions as adjuncts to pharmacotherapy for smoking cessation.  Cochrane Database Syst Rev. 2012 Dec 12;12:CD009670. doi: 10.1002/14651858.CD009670.pub2.  Providing behavioural support in person or via telephone for people using  

 



 
             pharmacotherapy to stop smoking has a small but important effect. Increasing the amount of behavioural support is likely to increase the chance of success by about 10 to 25%, based on a pooled estimate from 38 trials.  
Stewart ST, Cutler DM, Rosen AB. Forecasting the effects of obesity and smoking on U.S. life expectancy. N Engl J Med. 2009 Dec 3;361(23):2252-60. PubMed 
Steinberg MB, Schmelzer AC, Richardson DL, Foulds J. The case for treating tobacco dependence as a chronic disease. Ann Intern Med. 2008 Apr 1;148(7):554-6. 
Steinberg MB, Greenhaus S, Schmelzer AC, Bover MT, Foulds J, Hoover DR, et al. Triple-combination pharmacotherapy for medically ill smokers: a randomized trial. Ann Intern Med. 2009 Apr 7;150(7):447-54. Flexibly dosed triple-combination pharmacotherapy for up  
             to 6 months was more effective than standard-duration nicotine patch therapy for outpatient smokers with medical illnesses. 
Steinberg MB, Delnevo CD. Increasing the "Smoking Age": The Right Thing to Do. Ann Intern Med. 2013 Aug 26. 
Stone KC, LaGasse LL, Lester BM, et al. Sleep problems in children with prenatal substance exposure: the Maternal Lifestyle study. Arch Pediatr Adolesc Med. 2010 May;164(5):452-6.  
Strandberg-Larsen K, et al. Use of nicotine replacement therapy during pregnancy and stillbirth: a cohort study. BJOG. 2008 Oct;115(11):1405-10. Epub 2008 Aug 20. Our study does not indicate that use of NRT during pregnancy increases the risk of stillbirth. 
Strandberg AY, Strandberg TE, Pitkala K, et al. The effect of smoking in midlife on health-related quality of life in old age. A 26-year prospective study. Arch Intern Med 2008; 168:1968-1974. During the 26-year follow-up of this socioeconomically homogeneous male cohort,  
          HRQoL deteriorated with an increase in daily cigarettes smoked in a dose-dependent manner. Never-smokers lived longer than heavy smokers, and their extra years were of better quality. 
Stranges S, et al. Lifetime cumulative exposure to secondhand smoke and risk of myocardial infarction in never smokers: results from the Western new york health study, 1995-2001. Arch Intern Med. 2006 Oct 9;166(18):1961-7. Exposure to SHS has declined sharply among  
            nonsmokers in recent years. In the absence of high levels of recent exposure to SHS, cumulative lifetime exposure to SHS may not be as important a risk factor for MI as previously thought. 
Surgeon General: A Report of "How Tobacco Smoke Causes Disease: The Biology and Behavioral Basis for Smoking-Attributable Disease”. Executive Summary 2010 http://www.surgeongeneral.gov/library/tobaccosmoke/report/executivesummary.pdf  
Sugerman DT. JAMA patient page. e-Cigarettes. JAMA. 2014 Jan 8;311(2):212 
Svanstrom H, Pasternak B, Hviid A.   Use of varenicline for smoking cessation and risk of serious cardiovascular events: nationwide cohort study.  BMJ. 2012 Nov 8;345:e7176. 
Swamy GK, Roelands JJ, Peterson BL, et al. Predictors of adverse events among pregnant smokers exposed in a nicotine replacement therapy trial. Am J Obstet Gynecol. 2009 Oct;201(4):354.e1-7. Epub 2009 Aug 7.  
Sweetland S, Parkin L, Balkwill A, et al; Million Women Study Collaborators. Smoking, surgery, and venous thromboembolism risk in women: United kingdom cohort study. Circulation. 2013 Mar 26;127(12):1276-82.  
Syamlal G, Mazurek JM, Malarcher AM. Current cigarette smoking prevalence among working adults—United States, 2004—2010.MMWR Morb Mortal Wkly Rep 2011; 60:1305-1309.    
Tahiri M, Mottillo S, Joseph L, et al. Alternative Smoking Cessation Aids: A Meta-analysis of Randomized Controlled Trials. Am J Med. 2012 Jun;125(6):576-84. 
Talati A, Bao Y, Kaufman J, Shen L, Schaefer CA, Brown AS: Maternal smoking during pregnancy and bipolar disorder in offspring. Am J Psychiatry 2013; 170:1178–1185 
Tan CE, Glantz SA. Association between smoke-free legislation and hospitalizations for cardiac, cerebrovascular, and respiratory diseases: a meta-analysis. Circulation. 2012 Oct 30;126(18):2177-83.  
Tanski SE, Wilson KM. Children and secondhand smoke: clear evidence for action. Pediatrics. 2012 Jan;129(1):170-1.  
Tashkin DP, Rennard S, Hays JT, et al. Effects of Varenicline on Smoking Cessation in Mild-to-Moderate COPD: A Randomized Controlled Trial. Chest. 2010 Sep 23.   
Taylor G, McNeill A, Girling A, et al. Change in mental health after smoking cessation: systematic review and meta-analysis. BMJ. 2014 Feb 13;348:g1151. 
Thakur GA, Sengupta SM, Grizenko N, et al. Family-based association study of ADHD and genes increasing the risk for smoking behaviours. Arch Dis Child. 2012 Oct 29.  
Thomas KH, Martin RM, Davies NM, et al. Smoking cessation treatment and risk of depression, suicide, and self harm in the Clinical Practice Research Datalink: prospective cohort study. BMJ. 2013 Oct 11;347:f5704. 
Thomas RE, McLellan J, Perera R. School-based programmes for preventing smoking. Cochrane Database of Systematic Reviews 2013, Issue 4. Art. No.: CD001293. DOI: 10.1002/14651858.CD001293.pub3. Pure Prevention cohorts showed a significant effect at longest follow-up,  
            with an average 12% reduction in starting smoking compared to the control groups. However, no overall effect was detected at one year or less. The combined social competence and social influences interventions showed a significant effect at one year and at longest follow-up.  
Thomsen T, Tønnesen H, Møller AM. Effect of preoperative smoking cessation interventions on postoperative complications and smoking cessation. Br J Surg. 2009 May;96(5):451-61.  
Thomsen T, Villebro N, Møller AM. Interventions for preoperative smoking cessation. Cochrane Database of Systematic Reviews 2010, Issue 7. Art. No.: CD002294. There is evidence that preoperative smoking interventions including NRT increase short-term smoking cessation and  
            may reduce postoperative morbidity. The optimal preoperative intervention intensity remains unknown. Based on indirect comparisons and evidence from two small trials, interventions that begin four to eight weeks before surgery, include weekly counselling, and use NRT are more likely to have an  
            impact on complications and on long-term smoking cessation. 
Thomsen T, Villebro N, Moller AM.   Interventions for preoperative smoking cessation. Cochrane Database Syst Rev. 2014 Mar 27;3:CD002294. There is evidence that preoperative smoking interventions providing behavioural support and offering NRT increase short-term smoking  
           cessation and may reduce postoperative morbidity. One trial of varenicline begun shortly before surgery has shown a benefit on long-term cessation but did not detect an effect on early abstinence or on postoperative complications. The optimal preoperative intervention intensity remains unknown.  
Thun MJ, Carter BD, Feskanich D, et al. 50-Year trends in smoking-related mortality in the United States. N Engl J Med 2013;368:351-64. 
Toh S, Baker MA, Brown JS, et al; for the Mini-Sentinel Investigators. Rapid Assessment of Cardiovascular Risk Among Users of Smoking Cessation Drugs Within the US Food and Drug Administration's Mini-Sentinel Program. JAMA Intern Med. 2013 Mar 25:1-3.  
Tolstrup JS, Kristiansen L, Becker U, et al. Smoking and risk of acute and chronic pancreatitis among women and men: a population-based cohort study. Arch Intern Med. 2009 Mar 23;169(6):603-9. In this population of Danish men and women, smoking was independently  
           associated with increased risk of pancreatitis. 
Torjesen I. E-cigarettes are to be regulated as medicines from 2016. BMJ. 2013 Jun 14;346:f3859. 
Tran K, Asakawa K, Cimon K, et al.   Pharmacologic-based strategies for smoking cessation: clinical and cost-effectiveness analyses. Canadian Agency for Drugs and Technologies in Health(CADTH).2010Sep:1-548.    
Tsoi DT, Porwal M, Webster AC. Efficacy and safety of bupropion for smoking cessation and reduction in schizophrenia: systematic review and meta-analysis. Br J Psychiatry. 2010 May;196(5):346-53. 
Tsoi DT, Porwal M, Webster AC. Interventions for smoking cessation and reduction in individuals with schizophrenia. Cochrane Database Syst Rev. 2010 Jun 16;(6):CD007253. 
Tsoi DT, Porwal M, Webster AC.   Interventions for smoking cessation and reduction in individuals with schizophrenia. Cochrane Database Syst Rev. 2013 Feb 28;2:CD007253. doi: 10.1002/14651858.CD007253.pub3.   Bupropion increases smoking abstinence rates in smokers  
           with schizophrenia, without jeopardizing their mental state. Varenicline may also improve smoking cessation rates in schizophrenia, but its possible psychiatric adverse effects cannot be ruled out. Contingent reinforcement may help this group of patients to quit and reduce smoking in the short term.  
Tverdal A, Bjartveit K. Health consequences of reduced daily cigarette consumption. Tob Control. 2006 Dec;15(6):472-80. Long-term follow-up provides no evidence that heavy smokers who cut down their daily cigarette consumption by >50% reduce their risk of premature death significantly.  
            In health education and patient counselling, it may give people false expectations to advise that reduction in consumption is associated with reduction in harm. 
Tynan M, Babb S, MacNeil A, Griffin M. State smoke-free laws for worksites, restaurants, and bars—United States, 2000-2010. MMWR Morb Mortal Wkly Rep April 22, 2011; 60: 472-475.   
Uhl GR, Liu QR, Drgon T, et al. Molecular genetics of successful smoking cessation: convergent genome-wide association study results. Arch Gen Psychiatry. 2008 Jun;65(6):683-93. 
U.S. Preventive Services Task Force USPSTF. Counseling and interventions to prevent tobacco use and tobacco-caused disease in adults and pregnant women: USPSTF reaffirmation recommendation statement. Ann Intern Med. 2009 Apr 21;150(8):551-5. 
Ussher MH, Taylor A, Faulkner G. Exercise interventions for smoking cessation. Cochrane Database of Systematic Reviews 2008, Issue 4. Art. No.: CD002295. DOI: 10.1002/14651858.CD002295.pub3. Only one of the 15 trials offered evidence for exercise aiding smoking  
            cessation at a 12-month follow up.  
van der Meer RM, Willemsen MC, Smit F, et al.   Smoking cessation interventions for smokers with current or past depression. Cochrane Database Syst Rev. 2013 Aug 21;8:CD006102. Evidence suggests that adding a psychosocial mood management component to a standard  
          smoking cessation intervention increases long-term cessation rates in smokers with both current and past depression when compared with the standard intervention alone.  
van Domburg RT, op Reimer WS, Hoeks SE, Kappetein AP, Bogers AJ. Three life-years gained from smoking cessation after coronary artery bypass surgery: a 30-year follow-up study. Am Heart J. 2008 Sep;156(3):473-6. Epub 2008 Jun 26. 
Vardavas CI, Anagnostopoulos N, Kougias M, et al. Short-term Pulmonary Effects of Using an Electronic Cigarette: Impact on Respiratory Flow Resistance, Impedance, and Exhaled Nitric Oxide. Chest. 2012 Jun;141(6):1400-6.  
Varner MW, Silver RM, Rowland Hogue CJ, et al; Eunice Kennedy Shriver National Institute of Child Health and Human Development Stillbirth Collaborative Research Network.  
         Association between stillbirth and illicit drug use and smoking during pregnancy. Obstet Gynecol. 2014 Jan;123(1):113-25. 
Veldheer S, Yingst J, Foulds G, et al. Once bitten, twice shy: concern about gaining weight after smoking cessation and its association with seeking treatment. Int J Clin Pract. 2014 Mar;68(3):388-95. 
Vesperini V, Lukas C, Fautrel B, Le Loet X, Rincheval N, Combe B. Tobacco exposure reduces radiographic progression in early rheumatoid arthritis. Results from the ESPOIR cohort. Arthritis Care Res (Hoboken). 2013 Jul 8. 
Vidrine JI, Shete S, Cao Y, et al. Ask-Advise-Connect: A New Approach to Smoking Treatment Delivery in Health Care Settings. JAMA Intern Med. 2013 Feb 25:1-7.  
Volpp KG, Troxel AB, Pauly MV, Glick HA, et al. A randomized, controlled trial of financial incentives for smoking cessation.N Engl J Med. 2009 Feb 12;360(7):699-709.   
Volpp KG, Galvin R. Reward-Based Incentives for Smoking Cessation: How a Carrot Became a Stick. JAMA. 2014 Feb 3. 
Vozoris NT. Mentholated cigarettes and cardiovascular and pulmonary diseases: a population-based study. Arch Intern Med. 2012 Apr 9;172(7):590-1. 
Vuolo M, Staff J. Parent and Child Cigarette Use: A Longitudinal, Multigenerational Study. Pediatrics. 2013 Aug 5. 
Wahawisan Joy, Kolluru Srikanth, et al. Methadone Toxicity Due to Smoking Cessation—A Case Report on the Drug-Drug Interaction Involving Cytochrome P450 Isoenzyme 1A2. Ahead of Print on 1 June 2011, DOI 10.1345/aph.1P759. Ann Pharmacother ;45:e34.  
Wakefield MA, Hayes L, Durkin S, Borland R. Introduction effects of the Australian plain packaging policy on adult smokers: a cross-sectional study. BMJ Open. 2013 Jul 22;3(7).  
Wang H, O'Reilly EJ, Weisskopf MG, et al. Smoking and risk of amyotrophic lateral sclerosis: a pooled analysis of 5 prospective cohorts. Arch Neurol. 2011 Feb;68(2):207-13.  
Warner DO, Borah BJ, Moriarty J, et al. Smoking Status and Health Care Costs in the Perioperative Period: A Population-Based Study. JAMA Surg. 2014 Jan 1. 
Washko George R, Hunninghake Gary M., Fernandez Isis E., et al. for the COPDGene Investigators. Lung Volumes and Emphysema in Smokers with Interstitial Lung Abnormalities. N Engl J Med 2011; 364:897-906. 
Weeks SG, Glantz SA, De Marco T, Rosen AB, Fleischmann KE. Secondhand smoke exposure and quality of life in patients with heart failure. Arch Intern Med. 2011;171(21):1887-1893. 
Weitzman M, Govil N, Liu YH, Lalwani AK. Maternal Prenatal Smoking and Hearing Loss Among Adolescents. JAMA Otolaryngol Head Neck Surg. 2013 Jun 20:1-8. 
Weng SF, Redsell SA, Swift JA, et al. Systematic review and meta-analyses of risk factors for childhood overweight identifiable during infancy. Arch Dis Child. 2012 Oct 29. 
Wertz MS, Kyriss T, Paranjape S, Glantz SA. The Toxic Effects of Cigarette Additives. Philip Morris' Project Mix Reconsidered: An Analysis of Documents Released through Litigation. PLoS Med. 2011 Dec;8(12):e1001145. 
West R, Sohal T.  "Catastrophic" pathways to smoking cessation: findings from national survey. BMJ. 2006 Feb 25;332(7539):458-60. Epub 2006 Jan 27.  
West Robert, Zatonski Witold, Cedzynska Magdalena, et al. Placebo-Controlled Trial of Cytisine for Smoking Cessation. N Engl J Med 2011;365:1193-20.  
West R, May S, West M, et al. Performance of English stop smoking services in first 10 years: analysis of service monitoring data. BMJ. 2013 Aug 19;347:f4921.   
Whittaker R,McRobbie H, Bullen C, Borland R, et al. Mobile phone-based interventions for smoking cessation. Cochrane Database of Systematic Reviews 2012, Issue 11. Art. No.: CD006611. DOI: 10.1002/14651858.CD006611.pub3. The current evidence shows a  
           benefit of mobile phone-based smoking cessation interventions on long-termoutcomes, though results were heterogenous with findings from three of five included studies crossing the line of no effect.  

 



 
Whiteley JA, Williams DM, Dunsiger S, et al.   YMCA commit to quit: randomized trial outcomes.  Am J Prev Med. 2012 Sep;43(3):256-62.  
Willi C, Bodenmann P, Ghali WA, Faris PD, Cornuz J. Active smoking and the risk of type 2 diabetes: a systematic review and meta-analysis. JAMA. 2007 Dec 12;298(22):2654-64. Active smoking is associated with an increased risk of type 2 diabetes. 
Williams KE, Reeves KR, Billing CB Jr, Pennington AM, Gong J. A double-blind study evaluating the long-term (1yr) safety of varenicline for smoking cessation. Curr Med Res Opin. 2007 Apr;23(4):793-801. 
Williams JM, Willett JG,Miller G. Partnership between tobacco control programs and offices of mental health needed to reduce smoking rates in the United States. JAMA Psychiatry. 2013;70(12):1261-1262. 
Wilson SR, Farber HJ, et al. A Randomized Trial of Parental Behavioral Counseling and Cotinine Feedback for Lowering Environmental Tobacco Smoke Exposure in Children With Asthma: Results of the LET'S Manage Asthma Trial. Chest. 2011 Mar;139(3):581-90.  
Wilson KM, Pier JC, Wesgate SC, et al. Second-Hand Tobacco Smoke Exposure and Severity of Influenza in Hospitalized Children. J Pediatr. 2012 Aug 3. 
Wilson KM, Pier JC, Wesgate SC, et al. Secondhand Tobacco Smoke Exposure and Severity of Influenza in Hospitalized Children. J Pediatr. 2013 Jan;162(1):16-21. 
Winkels RM, Botma A, Van Duijnhoven FJ et al. Smoking Increases the Risk for Colorectal Adenomas in Patients With Lynch Syndrome. Gastroenterology. 2011 Nov 4.  
Winickoff JP, Nabi-Burza E, Chang Y, et al. Implementation of a Parental Tobacco Control Intervention in Pediatric Practice. Pediatrics. 2013 Jun 24.  
Winickoff JP, Gottlieb M, Mello MM. Tobacco 21 - An Idea Whose Time Has Come. N Engl J Med. 2014 Jan 8. 
Wisborg K, Henriksen TB, Jespersen LB, Secher NJ. Nicotine patches for pregnant smokers: a randomized controlled study. Obstet Gynecol. 2000 Dec;96(6):967-71. 
Woloshin S, Schwartz LM, Welch HG.  The risk of death by age, sex, and smoking status in the United States: putting health risks in context. J Natl Cancer Inst. 2008 Jun 18;100(12):845-53. Epub 2008 Jun 10. Cigarettes rob 5 to 10 years of life from smokers. Get a copy of this  
            paper because it has several tables that might be useful to help motivate patients to quit smoking. An earlier paper by this team also has useful tables that can be found at http://www.aafp.org/afp/20070315/poc.html. (LOE = 2c) 
Woolf KJ, Zabad MN, Post JM, et al. Effect of Nicotine Replacement Therapy on Cardiovascular Outcomes After Acute Coronary Syndromes. Am J Cardiol. 2012 Jun 20.  
Xu, Xiaohui, Cook, Robert L., Ilacqua, Vito A., et al. Racial Differences in the Effects of Postnatal Environmental Tobacco Smoke on Neurodevelopment (a ADHD risk). Pediatrics 2010 0: peds.2009-3589 
Xue Fei; Willett Walter C.; Rosner Bernard A.; et al. Cigarette Smoking and the Incidence of Breast Cancer. Arch Intern Med. 2011;171(2):125-133.   
Yach D. The origins, development, effects, and future of the WHO Framework Convention on Tobacco Control: a personal perspective. Lancet. 2014 Jan 21 
Yadav Dhiraj; Hawes Robert H.; et al.  for the North American Pancreatic Study Group. Alcohol Consumption, Cigarette Smoking, and the Risk of Recurrent Acute and Chronic Pancreatitis. Arch Intern Med. 2009;169(11):1035-1045.  
Yamin Cyrus K., Bitton Asaf, Bates David W..  E-Cigarettes: A Rapidly Growing Internet Phenomenon.  Ann Intern Med November 2, 2010 153:607-609. 
Yeh Hsin-Chieh, Duncan Bruce B., Schmidt Maria Inês, et al. Smoking, Smoking Cessation, and Risk for Type 2 Diabetes Mellitus: A Cohort Study. Ann Intern Med January 5, 2010 152:10-17. 
Zammit, Stanley, Thomas, Kate, Thompson, Andrew, et al. Maternal tobacco, cannabis and alcohol use during pregnancy and risk of adolescent psychotic symptoms in offspring. The British Journal of Psychiatry 2009 195: 294-300  
Zwar NA, Mendelsohn CP, Richmond RL. Supporting smoking cessation. BMJ. 2014 Jan 14 
Zesiewicz TA, Greenstein PE, Sullivan KL, et al. A randomized trial of varenicline (Chantix) for the treatment of spinocerebellar ataxia type 3. Neurology. 2012 Feb 21;78(8):545-50.  
Zheng W, McLerran DF, Rolland BA, et al. Burden of Total and Cause-Specific Mortality Related to Tobacco Smoking among Adults Aged ≥45 Years in Asia: A Pooled Analysis of 21 Cohorts. PLoS Med. 2014 Apr 22;11(4) 
Zivadinov R, Weinstock-Guttman B, Hashmi K, Abdelrahman N, Stosic M, Dwyer M, Hussein S, Durfee J, Ramanathan M. Smoking is associated with increased lesion volumes and brain atrophy in multiple sclerosis. Neurology. 2009 Aug 18;73(7):504-10. 
 
 
 

 
xlvi Critchley J, Capewell S. Mortality Risk Reduction Associated with Smoking Cessation in Patients with Coronary Heart Disease. JAMA 2003; 290(1):86-97.    
xlvii http://heartdisease.about.com/cs/riskfactors/a/rimonabant_p.htm; http://www.docguide.com/news/content.nsf;  http://www.uc.edu/news/NR.asp?id=1417; http://psychiatriymmc.com/displayArticle.cfm?article.cfm?articleID=article105 
xlviii Acomplia (rimonabant) and OTC orlistat for weight loss. Pharmacist’s Letter 2006;22(3):220313. 



                                                                                                                                                                                                                                                              
1	Beier MT, Martin CM.  Gradual dose reduction and medication tapering: a clinical perspective.  Consult Pharm 2007;22:628-44.	
2	Common oral medications that may need tapering. Pharmacist’s Letter/Prescriber’s Letter 2008;24(12):241208.	
3	A practical guide to stopping medications, BPJ; Issue 27; www.bpac.org.nz	
4	(A practical guide to stopping medications, BPJ; Issue 27; www.bpac.org.nz)	



 
 
  

References Cannabinoids:   
Prepared by: Brent Jensen BSP, Loren Regier BSP BA for www.RxFiles.ca  
Copyright & Disclaimer Information:  http://www.rxfiles.ca/Copyright%20&%20Disclaimer.html  
Link to – Health Canada - Medical Marihuana: How to Apply: http://www.hc-sc.gc.ca/dhp-mps/marihuana/how-comment/applicant-demandeur/index-eng.php 

 
 
1. Williamson EM, Evans FJ. Cannabinoids in clinical practice. Drugs. 2000 Dec;60(6):1303-14.    
2. Use of Cannabis or Cannabinoids for Non-Malignant Chronic Pain Feb 2004. Alberta Heritage Foundation for Medical Research http://www.ahfmr.ab.ca/publications   
3. Beal JE, Olson R, Laubenstein L, et al. Dronabinol as a treatment for anorexia associated with weight loss in patients with AIDS. J Pain Symptom Manage. 1995 Feb;10(2):89-97.  n-139                                                                    
4. Natural Medicines Comprehensive Database 2012 
     May/09 CNN: The average potency of marijuana, which has risen steadily for three decades, has exceeded 10 percent for the first time, the U.S. government will report on Thursday. Scientists working for the government predict that  
     potency, as measured by the drug's concentration of the psychoactive ingredient THC, will continue to rise. At the University of Mississippi's Potency Monitoring Project, where thousands of samples of seized marijuana are tested every  
     year, project director Mahmoud ElSohly said some samples have THC levels exceeding 30 percent. Average THC concentrations will continue to climb before leveling off at 15 percent or 16 percent in five to 10 years, ElSohly predicted. The  
     average THC for tested marijuana during 2008 was 10.1 percent, according to the government, compared to 1983 when it was reportedly under 4 percent. Even drugs seized at the United States' southwest border are showing increasing  
     potency, the Office of National Drug Control Policy says. The median potency increased from 4.8 percent in 2003 to 7.3 percent in 2007. Marijuana from Mexico and other southern sources traditionally had lower THC content than other  
     sources. http://www.whitehousedrugpolicy.gov/drugfact/marijuana/index.html  
5. Campbell FA, Tramer MR, Carroll D, Reynolds DJ, Moore RA, McQuay HJ. Are cannabinoids an effective and safe treatment option in the management of pain? A qualitative systematic review. BMJ. 2001 Jul 7;323(7303):13-6. Conclusion:  
    Cannabinoids are no more  effective than codeine in controlling pain and have depressant effects on the central nervous system that limit their use. Their widespread introduction into clinical practice for pain management is therefore  
     undesirable. In acute postoperative pain they should not be  used. Before cannabinoids can be considered for treating spasticity and neuropathic pain, further valid randomised controlled studies are needed. 
6. Tramer MR, Carroll D, Campbell FA, et al. Cannabinoids for control of chemotherapy induced nausea and vomiting: quantitative systematic review. BMJ. 2001 Jul 7;323(7303):16-21. CONCLUSIONS: In selected patients, the cannabinoids tested  
    in these trials may be useful as mood enhancing adjuvants for controlling chemotherapy related sickness. Potentially serious adverse effects, even when taken short term orally or intramuscularly, are likely to limit their widespread use. 
7. Zajicek J, Fox P, et al.; UK MS Research Group. Cannabinoids for treatment of spasticity & other symptoms related to multiple sclerosis (CAMS study): multicentre randomised placebo-controlled trial. Lancet. 2003 Nov 
    8;362(9395):1517-26.n=630 15wk     INTERPRETATION: Treatment with cannabinoids did not have a beneficial effect on spasticity when assessed with the Ashworth scale. However, though there was a degree of unmasking among  
    the patients in the active treatment groups, objective improvement  in mobility and patients' opinion of an improvement in pain suggest cannabinoids might be clinically useful. 
8. Fox P, Bain PG, Glickman S, et al. The effect of cannabis on tremor in patients with multiple sclerosis. Neurology. 2004 Apr 13;62(7):1105-9. n=14 Cannabis extract does not produce a functionally significant improvement in MS- 
    associated tremor.  
9. Smith PF. The safety of cannabinoids for the treatment of multiple sclerosis. Expert Opin Drug Saf. 2005 May;4(3):443-56. Conclusion: given the modest therapeutic effects of cannabinoids demonstrated so far, & the risk of long-term  
     adverse side effects, there is  reason to be cautious about their use in the treatment of MS.   
10. Marijuana Medical Access Division, Drug Strategy & Controlled Substances Program, AL: 3503B, Ottawa, On K1A 1B9  1-866-337-7705) or the website http://www.hc-sc.gc.ca/dhp-mps/marihuana/index-eng.php -Forms B1 & B2 &  
      Daily Amount Fact Sheet      Info for Health care professionals: www.hc-sc.gc.ca/dhp-mps/marihuana/how-comment/medpract/infoprof/information_e.html  
       Marijuana Stakeholder statistics from Health Canada:  http://www.hc-sc.gc.ca/dhp-mps/marihuana/stat/index-eng.php  
       Marihuana for Medical Purposes Regulations- MMPR- http://www.laws-lois.justice.gc.ca/eng/regulations/SOR-2013-119/ 
11. Sativex Fact sheet Health Canada http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-dgpsa/pdf/prodpharma/sativex_factsheet_e.pdf     Trial Info at  www.gwpharm.com & www.ccohta.ca            
12. Zajicek JP, et al.. Cannabinoids in multiple sclerosis (CAMS) study: safety and efficacy data for 12 months follow up. J Neurol Neurosurg Psychiatry. 2005 Dec;76(12):1664-9.  
13. Laumon B, Gadegbeku B, Martin JL, Biecheler MB. Cannabis intoxication and fatal road crashes in France: population based case-control study. BMJ. 2005 Dec 10;331(7529):1371. Epub 2005 Dec 1.  
14. London Royal Collage of Physicians Report Cannabis and cannabis-based medicines. Potential benefits and risks to health. Report of a Working Party 2005 Summary & Conclusions:  
      http://www.rcplondon.ac.uk/pubs/books/cannabis/cannabis_summary.pdf     
15. Arendt M, Rosenberg R, Foldager L, Perto G, Munk-Jorgensen P. Cannabis-induced psychosis and subsequent schizophrenia-spectrum disorders: follow-up study of 535 incident cases. Br J Psychiatry. 2005 Dec;187:510-5. (Arseneault L,  
     Cannon M, Poulton R, Murray R, Caspi A, Moffitt TE.  Cannabis use in adolescence and risk for adult psychosis: longitudinal prospective study. BMJ. 2002 Nov 23;325(7374):1212-3.) 
16. Fergusson DM, Poulton R, Smith PF, Boden JM. Cannabis and psychosis. BMJ. 2006 Jan 21;332(7534):172-5. 
17. Burns TL, Ineck JR. Cannabinoid analgesia as a potential new therapeutic option in the treatment of chronic pain. Ann Pharmacother. 2006 Feb;40(2):251-60. Epub 2006 Jan 31.  
18 Rog DJ, Nurmikko TJ, Friede T, Young CA.  Randomized, controlled trial of cannabis-based medicine in central pain in multiple sclerosis. Neurology. 2005 Sep 27;65(6):812-9.  
19. Fergusson DM, Poulton R, Smith PF, Boden JM.  Cannabis and psychosis. BMJ. 2006 Jan 21;332(7534):172-5. 
20. Muller-Vahl KR.   Cannabinoids reduce symptoms of Tourette's syndrome. Expert Opin Pharmacother. 2003 Oct;4(10):1717-25. 
21. Mehra R, Moore BA, Crothers K, Tetrault J, Fiellin DA.  The association between marijuana smoking and lung cancer: a systematic review. Arch Intern Med. 2006 Jul 10;166(13):1359-67.  
22. Nabilone for Chemotherapy induced nausea & vomiting. Medical Letter Dec 4/18, 2006. 
23. Lynch ME, Young J, Clark AJ. A case series of patients using medicinal marihuana for management of chronic pain under the Canadian Marihuana Medical Access Regulations. J Pain Symptom Manage. 2006 Nov;32(5):497-501. n=30  
     Doses of marihuana ranged from less than 1 to 5g per day via the smoked or oral route of administration. Ninety-three percent of patients reported moderate or greater pain relief. Side effects were reported by 76% of patients, the most  
     common of which were increased appetite and a sense of well-being, weight gain, and slowed thoughts.  (Ave dose = 2.5g/day). 
24. Collin C, Davies P, Mutiboko IK, Ratcliffe S; Sativex Spasticity in MS Study Group.  Randomized controlled trial of cannabis-based medicine in spasticity caused by multiple sclerosis. Eur J Neurol. 2007 Mar;14(3):290-6. (n=189 6 weeks)  
    The primary efficacy analysis on the intention to treat (ITT) population (n = 184) showed the active preparation to be significantly superior (P = 0.048). Secondary efficacy measures were all in favour of active preparation but did not achieve  
    statistical significance. The responder analysis favoured active preparation, 40% of subjects achieved >30% benefit (P = 0.014). Eight withdrawals were attributed to adverse events (AEs); six were on active preparation and two on placebo.  
    We conclude that this CBM may represent a useful new agent for treatment of the symptomatic relief of spasticity in MS.  
25. Abrams DI, Jay CA, Shade SB, Vizoso H, Reda H, Press S, Kelly ME, Rowbotham MC, Petersen KL. Cannabis in painful HIV-associated sensory neuropathy: a randomized placebo-controlled trial. Neurology. 2007 Feb 13;68(7):515-21.  
      n=50 Smoked cannabis was well tolerated and effectively relieved chronic neuropathic pain from HIV-associated sensory neuropathy. The findings are comparable to oral drugs used for chronic neuropathic pain. 
26. Tetrault JM, Crothers K, Moore BA, Mehra R, Concato J, Fiellin DA.  Effects of marijuana smoking on pulmonary function and respiratory complications: a systematic review. Arch Intern Med. 2007 Feb 12;167(3):221-8.  
27. Moore TH, et al. Cannabis use and risk of psychotic or affective mental health outcomes: a systematic review. Lancet. 2007 Jul28;370(9584):319-28. The evidence is consistent with the view that cannabis increases risk of psychotic  
     outcomes independently of confounding and transient intoxication effects, although evidence for affective outcomes is less strong. The uncertainty about whether cannabis causes psychosis is unlikely to be resolved by further longitudinal  
    studies such as those reviewed here. However, we conclude that there is now sufficient evidence to warn young people that using cannabis could increase their risk of developing a psychotic illness later in life. 
28. Pharmacist’s Letter. Sativex for Advanced Cancer Pain. Sept 2007. 
29. Aldington S, Williams M, Nowitz M, Weatherall M, Pritchard A, McNaughton A,Robinson G, Beasley R. THE EFFECTS OF CANNABIS ON PULMONARY STRUCTURE, FUNCTION AND SYMPTOMS. Thorax. 2007 Jul 31; [Epub ahead of  
      print] Smoking cannabis was associated with a dose-related impairment of large airways function resulting in airflow obstruction and hyperinflation. In contrast, cannabis smoking was seldom associated with macroscopic emphysema. The  
      1:2.5 to 5 dose equivalence between cannabis joints and tobacco cigarettes for adverse effects on lung function is of major public health significance. 
30. Narang S, Gibson D, Wasan AD, et al. Efficacy of Dronabinol as an Adjuvant Treatment for Chronic Pain Patients on Opioid Therapy. J Pain. 2007 Dec 12; [Epub ahead of print] 
31. Skrabek RQ, Galimova L, Ethans K, Perry D. Nabilone for the treatment of pain in fibromyalgia. J Pain. 2008 Feb;9(2):164-73. n=40 4weeks Epub 2007 Nov 5. As nabilone improved symptoms and was well-tolerated, it may be a useful  
      adjunct for pain management in fibromyalgia. 
32. Wissel J, Haydn T, Müller J, Brenneis C, Berger T, Poewe W, et al. Low dose treatment with the synthetic cannabinoid Nabilone significantly reduces spasticity-related pain : a double-blind placebo-controlled cross-over trial. J Neurol  
      2006;253(10):1337-41.  
33. Frank B, Serpell MG, Hughes J, Matthews JN, Kapur D. Comparison of analgesic effects and patient tolerability of nabilone 2mg and dihydrocodeine 240mg for chronic neuropathic pain: randomised, crossover, double blind study.  
      BMJ. 2008 Jan 8; [Epub ahead of print] Dihydrocodeine provided better pain relief than the synthetic cannabinoid nabilone and had slightly fewer side effects, although no major adverse events occurred for either drug. 
34. Svendsen KB, Jensen TS, Bach FW. Does the cannabinoid dronabinol reduce central pain in multiple sclerosis? Randomised double blind placebo controlled crossover trial. BMJ. 2004 Jul 31;329(7460):253. Epub 2004 Jul 16. 
      Dronabinol has a modest but clinically relevant analgesic effect on central pain in patients with multiple sclerosis. Adverse events, including dizziness, were more frequent with dronabinol than with placebo during the first week of treatment. 
35. Thomson WM, Poulton R, et al. Cannabis smoking and periodontal disease among young adults. JAMA. 2008 Feb 6;299(5):525-31. Cannabis smoking may be a risk factor for periodontal disease that is independent of the use of tobacco. 



36. Mukamal KJ, Maclure M, Muller JE, Mittleman MA.  An exploratory prospective study of marijuana use and mortality following acute myocardial infarction. Am Heart J. 2008 Mar;155(3):465-70. These preliminary results suggest possible  
     hazards of marijuana for patients who survive acute myocardial infarction. 
37. Hézode C, Zafrani ES, Roudot-Thoraval F, et al. Daily cannabis use: a novel risk factor of steatosis severity in patients with chronic hepatitis C. Gastroenterology. 2008 Feb;134(2):432-9. Epub 2007 Nov 28. 
38. Wang T, Collet JP, Shapiro S, Ware MA. Adverse effects of medical cannabinoids: a systematic review. CMAJ. 2008 Jun 17;178(13):1669-78. Short-term use of existing medical cannabinoids appeared to increase the risk of nonserious  
      adverse events. The risks associated with long-term use were poorly characterized in published clinical trials and observational studies. High-quality trials of long-term exposure are required to further characterize safety issues related to  
      the use of medical cannabinoids. 
39. Nurmikko TJ, Serpell MG, Hoggart B, et al. Sativex successfully treats neuropathic pain characterised by allodynia: a randomised, double-blind, placebo-controlled clinical trial. Pain. 2007 Dec 15;133(1-3):210-20. Epub 2007 Nov 7. 
40. Ghaffar O, Feinstein A. Multiple sclerosis and cannabis: a cognitive and psychiatric study. Neurology. 2008 Jul 15;71(3):164-9. Epub 2008 Feb 13. Inhaled cannabis is associated with impaired mentation in patients with multiple sclerosis,  
      particularly with respect to cognition.  
41. Busse F, Omidi L, Timper K, Leichtle A, Windgassen M, Kluge E, Stumvoll M.  Lead poisoning due to adulterated marijuana. N Engl J Med. 2008 Apr 10;358(15):1641-2. 
42. Vandrey RG, Budney AJ, Hughes JR, Liguori A. A within-subject comparison of withdrawal symptoms during abstinence from cannabis, tobacco, and both substances. Drug Alcohol Depend. 2008 Jan 1;92(1-3):48-54. Epub 2007 Jul 23. 
43. Arendt M, Mortensen PB, Rosenberg R, et al. Familial predisposition for psychiatric disorder: comparison of subjects treated for cannabis-induced psychosis and schizophrenia. Arch Gen Psychiatry. 2008 Nov;65(11):1269-74.  
      Predisposition to both psychiatric disorders in general and psychotic disorders specifically contributes equally to the risk of later treatment because of schizophrenia and cannabis-induced psychoses.  
     Cannabis-induced psychosis could be an early sign of schizophrenia rather than a distinct clinical entity. 
44. Selvarajah D, Gandhi R, Emery CJ, Tesfaye S. A Randomised Placebo Controlled Double Blind Clinical Trial of Cannabis Based Medicinal Product (Sativex) in Painful Diabetic Neuropathy: Depression is a Major Confounding Factor.  
      Diabetes Care. 2009 Oct 6. [Epub ahead of print] n=30. This first ever, trial assessing the efficacy of cannabis has shown it to be no more efficacious than placebo in painful-DPN. Depression was a major confounder and may have  
      important implications for future painful-DPN trials. 
45. Hall W, Degenhardt L. Adverse health effects of non-medical cannabis use. Lancet. 2009 Oct 17;374(9698):1383-91. 
46. Di Forti M, Morgan C, Dazzan P, et al. High-potency cannabis and the risk of psychosis. Br J Psychiatry. 2009 Dec;195(6):488-91. 
47. Ware MA, Fitzcharles MA, Joseph L, Shir Y. The effects of nabilone on sleep in fibromyalgia: results of a randomized controlled trial. Anesth Analg. 2010 Feb;110(2):604-10. Epub 2009 Dec 10.  
          (CADTH Rapid Response: Limited evidence suggests that nabilone may be better than placebo in relieving chronic pain but its relative benefits compared to other analgesics have not been proven. Current guidelines recommend the dosage of nabilone for treating neuropathic pain be titrated gradually until target relief is 

obtained.) 
48. Fraser GA. The use of a synthetic cannabinoid in the management of treatment-resistant nightmares in posttraumatic stress disorder (PTSD). CNS Neurosci Ther. 2009;15(1):84-8.  
49. Medical Letter. Medical Marijuana. Jan 25,2010. 
50. Moulin DE, Clark AJ, Gilron I, et al. Canadian Pain Society. Pharmacological management of chronic neuropathic pain - consensus statement and guidelines from the Canadian Pain Society. Pain Res Manag. 2007 Spring;12(1):13-21.  
51. Martín-Sánchez E, Furukawa TA, Taylor J, Martin JL. Systematic review and meta-analysis of cannabis treatment for chronic pain. Pain Med. 2009 Nov;10(8):1353-68. Epub 2009 Sep 1.  
52. Yamreudeewong W, Wong HK, Brausch LM, et al. Probable interaction between warfarin and marijuana smoking. Ann Pharmacother. 2009;43:1347-1353. 
53. Wilsey B, Marcotte T, Tsodikov A, et al. A randomized, placebo-controlled, crossover trial of cannabis cigarettes in neuropathic pain. J Pain. 2008;9:506-521. 
54. Selvarajah D, Gandhi R, Emery CJ, Tesfaye S. Randomized placebo-controlled double-blind clinical trial of cannabis-based medicinal product (Sativex) in painful diabetic neuropathy. Diabetes Care 2010; 33(10):128-130. 
55. Regier L. RxFiles Substance Abuse Chart, from RxFiles Drug Comparison Charts. Accessed online at 23 Mar, 2010: http://www.rxfiles.ca/rxfiles/uploads/documents/CHT-Substance-Abuse.pdf  
56. Winstock Adam R, Ford Chris, Witton John. Assessment and management of cannabis use disorders in primary care. BMJ  2010;340:c1571, doi: 10.1136/bmj.c1571 (1 April 2010).  
57. Hoffmann, Diane E., Weber, Ellen. Medical Marijuana and the Law. N Engl J Med 2010 362: 1453-1457. 
58. Goldman RD. Drug-induced gynecomastia in children and adolescents. Can Fam Physician. 2010 Apr;56(4):344-5.  
59. Ware, Mark A., Wang, Tongtong, Shapiro, Stan, et al.  Smoked cannabis for chronic neuropathic pain: a randomized controlled trial. CMAJ. 2010 Oct 5;182(14):E694-701. doi: 10.1503/cmaj.091414. Epub 2010 Aug 30 
60. Room R. Prohibition of cannabis. BMJ. 2010 Oct 6;341:c5492. doi:10.1136/bmj.c5492. 
61. Nguyen LT, Picard-Bernard V, Perriot J. Legionnaires disease in cannabis smokers. Chest. 2010 Oct;138(4):989-91. 
62 Large Matthew; Sharma Swapnil; Compton Michael T.; et al. Cannabis Use and Earlier Onset of Psychosis: A Systematic Meta-analysis. Arch Gen Psychiatry. 2011;0(2011):archgenpsychiatry.2011.5. 
63. Kuepper R, van Os J, Lieb R, Wittchen H, Höfler M, Henquet C. Continued cannabis use and risk of incidence and persistence of psychotic symptoms: 10 year follow-up cohort study BMJ 342:doi:10.1136/bmj.d738 (Published 1 March  
      2011)Accessed online at: http://www.bmj.com/content/342/bmj.d738.full.  
64. Wells Daina L, Ott Carol A. The "New" Marijuana. Articles Ahead of Print published on 1 March 2011, DOI 10.1345/aph.1P580. Ann Pharmacother ;45:414-417. (JWH-018 powder, K2, spice) 
65. Honarmand Kimia, Tierney Mary C., O'Connor Paul, et al. Effects of cannabis on cognitive function in patients with multiple sclerosis. Neurology March 29, 2011 76:1153-1160. 
66. Robbins MS, Tarshish S, Solomon S, Grosberg BM. Cluster attacks responsive to recreational cannabis and dronabinol. Headache. 2009 Jun;49(6):914-6. Epub 2009 Feb 11. 
67. Fontes, Maria Alice, Bolla, Karen I., Cunha, Paulo Jannuzzi, et al. Cannabis use before age 15 and subsequent executive functioning. The British Journal of Psychiatry 2011 198: 442-447.   
68. Mir Arshid,  Obafemi Adebisi,  Young Amy, et al. Myocardial Infarction Associated With Use of the Synthetic Cannabinoid K2. Pediatrics 2011; peds.2010-3823; published ahead of print November 7, 2011 
69. Zajicek JP, Apostu VI. Role of cannabinoids in multiple sclerosis. CNS Drugs. 2011;25(3):187-201. 
70. Lynch ME, Campbell F. Cannabinoids for treatment of chronic non-cancer pain; a systematic review of randomized trials. Br J Clin Pharmacol. 2011;72(5):735-44 
71. Drugs in Pregnancy and Lactation. 9th ed.  Briggs GE, Freeman RK, Yaffe SJ, editors. Williams and Wilkins; Philadelphia, PA: 2011. 
72. Klumpers LE, Beumer TL, van Hasselt JG, et al. Novel Δ(9) –tetrahydrocannabinol formulation Namisol table has beneficial pharmacokinetics and promising pharmacodynamic effects. Br J Clin Pharmacol. 2011 Dec 28. 
73. Bhattacharyya S, Crippa JA, Allen P, et al. Induction of psychosis by {delta}9-tetrahydrocannabinol reflects modulation of prefrontal and striatal function during attentional salience processing. Arch Gen Psychiatry. 2012 Jan;69(1):27-36. 
      Di Forti M, Iyegbe C, Sallis H, et al. Confirmation that the AKT1 (rs2494732) Genotype Influences the Risk of Psychosis in Cannabis Users. Biol Psychiatry. 2012 Nov 15;72(10):811-6. 
74. Pletcher MJ, Vittinghoff E, Kalhan R, et al. Association between marijuana exposure and pulmonary function over 20 years. JAMA. 2012 Jan 11;307(2):173-81. 
75. Asbridge M, Hayden JA, Cartwright JL. Acute cannabis consumption and motor vehicle collision risk: systematic review of observational studies and meta-analysis. BMJ 2012;344:e536. 
76. Cohen J, Morrison S, Greenberg J et al. Clinical Presentation of Intoxication Due to Synthetic Cannabinoids. Pediatrics. 2012 Mar 19. 
77. Simonetto DA, Oxentenko AS, Herman ML, Szostek JH. Cannabinoid hyperemesis: a case series of 98 patients. Mayo Clin Proc. 2012 Feb;87(2):114-9.   
78. Fitzcharles MA, McDougall J, Ste-Marie PA, Padjen I. Clinical implications for cannabinoid use in the rheumatic diseases: Potential for help or harm? Arthritis Rheum. 2012 May 17. 
79. Corey-Bloom J, Wolfson T, Gamst A, et al. Smoked cannabis for spasticity in multiple sclerosis: a randomized, placebo-controlled trial. CMAJ. 2012 May 14. 
80. Jerry J, Collins G, Streem D. Synthetic legal intoxicating drugs: The emerging 'incense' and 'bath salt' phenomenon. Cleve Clin J Med. 2012 Apr;79(4):258-64. (cannabinoids, mephedrone) 
81. Health Canada June/12: Q & N Omega Tree The Singapore Health Sciences Authority informed of a recall after this product was found to contain controlled drug substances (cannabinol and tetrahydrocannabinol (THC)). 
82. Cotten SW, Duncan DL, Burch EA, Seashore CJ, Hammett-Stabler CA. Unexpected interference of baby wash products (soaps/shampoo) with a cannabinoid (THC) immunoassay. Clin Biochem. 2012 Jun;45(9):605-9.   
83. Fitzcharles MA, McDougall J, Ste-Marie PA, Padjen I. Clinical implications for cannabinoid use in the rheumatic diseases: Potential for help or harm? Arthritis Rheum. 2012 May 17. 
84. Salomonsen-Sautel S, Sakai JT, Thurstone C, et al. Medical marijuana use among adolescents in substance abuse treatment. J Am Acad Child Adolesc Psychiatry. 2012 Jul;51(7):694-702. 
85. Meier MH, Caspi A, Ambler A, et al. Persistent cannabis users show neuropsychological decline from childhood to midlife. Proc Natl Acad Sci U S A. 2012 Aug 27.  
86. Lacson JC, Carroll JD, Tuazon E, et al. Population-based case-control study of recreational drug use and testis cancer risk confirms an association between marijuana use and nonseminoma risk. Cancer. 2012 Sep 10. 
87. Stanley CP, Hind WH, O'Sullivan SE. Is the cardiovascular system a therapeutic target for cannabidiol (CBD) ? Br J Clin Pharmacol. 2012 Jun 1. 
88. Zajicek JP, Hobart JC, Slade A, et al; on behalf of the MUSEC Research Group. MUltiple Sclerosis and Extract of Cannabis: results of the MUSEC trial. J Neurol Neurosurg Psychiatry. 2012 Nov;83(11):1125-1132. 
89.  What place for {blacktriangledown} cannabis extract in MS? Drug Ther Bull. 2012 Dec;50(12):141-4. 
90. Blakemore SJ. Teenage kicks: cannabis and the adolescent brain. Lancet. 2012 Oct 29. 
91. Wolff V, Armspach JP, Lauer V, et al. Cannabis-related stroke: Myth or reality? Stroke 2013; 44:558-563.  
92. Lev-Ran S et al. Cannabis use and cannabis use disorders among individuals with mental illness. Compr Psychiatry 2013 Jan 30. 
93. Frost L, Mostofsky E, Rosenbloom JI, Mukamal KJ, Mittleman MA. Marijuana use and long-term mortality among survivors of acute myocardial infarction. Am Heart J. 2013 Feb;165(2):170-5. 
94. Bostwick JM, Reisfield GM, DuPont RL. Clinical decisions. Medicinal use of marijuana. N Engl J Med. 2013 Feb 28;368(9):866-8. 
95. Wilsey B, Marcotte T, Deutsch R, et al.   Low-dose vaporized cannabis significantly improves neuropathic pain. J Pain. 2013 Feb;14(2):136-48. 
96. Pharmacistès Letter. Medical Marijuana. Feb 2013. 
97. Blakemore SJ. Teenage kicks: cannabis and the adolescent brain. Lancet. 2013 Mar 16;381(9870):888-9. 
98. Fletcher J. Marijuana is not a prescription medicine. CMAJ. 2013 Mar 19;185(5):369 
99.   Wang GS, Roosevelt G, Heard K. Pediatric Marijuana Exposures in a Medical Marijuana State. JAMA Pediatr. 2013 May 27:1-4. 



100. Penner EA, Buettner H, Mittleman MA. The Impact of Marijuana Use on Glucose,Insulin, and Insulin Resistance among US Adults. Am J Med. 2013 May 9. 
101. Wang GS, Roosevelt G, Heard K. Pediatric marijuana exposures in a medical marijuana state [published onlineMay 27, 2013]. JAMA Pediatr. 2013;167(7):630-633. 
102. Bhanushali GK, Jain G, Fatima H, et al. AKI associated with synthetic cannabinoids: a case series. Clin J Am Soc Nephrol. 2013 Apr;8(4):523-6.  
103. Hurd YL, Michaelides M, Miller ML, Jutras-Aswad D. Trajectory of adolescent cannabis use on addiction vulnerability. Neuropharmacology. 2013 Aug 14. 
104. Zajicek J, Ball S, Wright D, et al; on behalf of the CUPID investigator group. Effect of dronabinol on progression in progressive multiple sclerosis (CUPID): a randomised, placebo-controlled trial. Lancet Neurol. 2013 Jul 12. 
105. Dyer O. The growth of medical marijuana. BMJ. 2013 Jul 31;347:f4755. 
106. Borgelt, L.M., Franson, K.L., Nussbaum, et al. The pharmacologic and clinical effects of medical cannabis Pharmacotherapy  2013;  33 (2):195-209 
107.  Notcutt W, Price M, Miller R, et al.  Initial experiences with medicinal extracts of cannabis for chronic pain: results from 34 'N of 1' studies.   Anaesthesia. 2004 May;59(5):440-52.  
108.  Bestard JA, Toth CC.   An open-label comparison of nabilone and gabapentin as adjuvant therapy or monotherapy in the management of neuropathic pain in patients with peripheral neuropathy. Pain Pract. 2011 Jul-Aug;11(4):353-68. doi: 10.1111/j.1533-2500.2010.00427.x. Epub 2010 Nov 18. 
109.  Are oral cannabinoids safe and effective in refractory neuropathic pain?  Attal N, Brasseur L, Guirimand D, Clermond-Gnamien S, Atlami S, Bouhassira D.  Eur J Pain. 2004 Apr;8(2):173-7.  
110. Thomas G, Kloner RA, Rezkalla S. Adverse cardiovascular, cerebrovascular, and peripheral vascular effects of marijuana inhalation: what cardiologists need to know. Am J Cardiol. 2014 Jan 1;113(1):187-90.  
111. Allsop DJ, Copeland J, Lintzeris N, et al. Nabiximols (Sativex) as an Agonist Replacement Therapy During Cannabis Withdrawal: A Randomized Clinical Trial. JAMA Psychiatry. 2014 Jan 15. 
112. Freeman MJ, Rose DZ, Myers MA, Gooch CL, Bozeman AC, Burgin WS. Ischemic stroke after use of the synthetic marijuana “spice.” Neurology 2013;81: 2090–2093. 
113. Smith MJ, Cobia DJ, Wang L, et al. Cannabis-Related Working Memory Deficits and Associated Subcortical Morphological Differences in Healthy Individuals and Schizophrenia Subjects. Schizophr Bull. 2013 Dec 15 
114. Konrad E, Reid A. Colorado family physicians' attitudes toward medical marijuana. J Am Board Fam Med. 2013;26:52-60. 
115. Singh D, Huntwork M, Shetty V, et al. Prolonged Atrial Fibrillation Precipitated by New-Onset Seizures and Marijuana Abuse. Pediatrics. 2014 Jan 13 
116. Korantzopoulos P, Liu T, Papaioannides D, et al. Atrial fibrillation and marijuana smoking. Int J Clin Pract. 2008 Feb;62(2):308-13.  
117. Wang GS, Roosevelt G, Le Lait MC, et al. Association of Unintentional Pediatric Exposures With Decriminalization of Marijuana in the United States. Ann Emerg Med. 2014 Feb 3. pii: S0196-0644(14)00079-1. 
118. Koppel BS, Brust JC, Fife T, et al. Systematic review: Efficacy and safety of medical marijuana in selected neurologic disorders: Report of the Guideline Development Subcommittee of the American Academy of Neurology (AAN). Neurology. 2014 Apr 29;82(17):1556-63. 
119. Farrell M, Buchbinder R, Hall W. Should doctors prescribe cannabinoids? BMJ. 2014 Apr 23;348:g2737. 
120. Antoniou T, Juurlink DN. Synthetic cannabinoids. CMAJ. 2014 Feb 18;186(3):210. 
121. Morris RG, Teneyck M, Barnes JC, et al. The effect of medical marijuana laws on crime: evidence from state panel data, 1990-2006. PLoS One. 2014 Mar 26;9(3) 
122. Jouanjus E, Lapeyre-Mestre M, Micallef J; French Association of the Regional Abuse and Dependence Monitoring Centres (CEIP-A) Working Group on Cannabis Complications. Cannabis use: signal of increasing risk of serious cardiovascular disorders. J Am Heart Assoc. 2014;3:e000638  
123. Walter C, Oertel BG, Ludyga D, et al. Effects of 20 mg oral Δ(9) -tetrahydrocannabinol on the olfactory function of healthy volunteers. Br J Clin Pharmacol. 2014 May 6. 
124. Gilman JM, Kuster JK, Lee S, et al. Cannabis use is quantitatively associated with nucleus accumbens and amygdala abnormalities in young adult recreational users. J Neurosci. 2014 Apr 16;34(16):5529-38. 
125. Rezkalla S, Kloner RA. Recreational marijuana use: is it safe for your patient? J Am Heart Assoc. 2014 Apr 23;3(2):e000904. 
126. Richter KP, Levy S. Big Marijuana - Lessons from Big Tobacco. N Engl J Med. 2014 Jun 11. 
127. Whitehill JM, Rivara FP, Moreno MA. Marijuana-Using Drivers, Alcohol-Using Drivers, and Their Passengers: Prevalence and Risk Factors Among Underage College Students. JAMA Pediatr. 2014 May 12. 
128. Wilkinson ST, D'Souza DC. Problems With the Medicalization of Marijuana. JAMA. 2014 May 20. 
129. Kuehn BM. Colorado Tackles Medical Implications of Marijuana. JAMA. 2014 May 14. 
130. Issa MA, Narang S, Jamison RN, et al.   The subjective psychoactive effects of oral dronabinol studied in a randomized, controlled crossover clinical trial for pain.  Clin J Pain. 2014 Jun;30(6):472-8. 
131. Coombes R. Cannabis regulation: high time for change? BMJ. 2014 May 21;348:g3382. 
132. Pavisian B, MacIntosh BJ, Szilagyi G, et al. Effects of cannabis on cognition in patients with MS: A psychometric and MRI study. Neurology. 2014 May 27;82(21):1879-87. 
133. Volkow ND, Baler RD, Compton WM, et al. Adverse health effects of marijuana use. N Engl J Med. 2014 Jun 5;370(23):2219-27. 
 
 
 
 
 
 

 Canadian Medical Association (CMA):  Statement: http://www.cma.ca/index.cfm/ci_id/3396/la_id/1.htm  accessed 19Jun06. 
 
 
 
 
 
 
 
 
 



 

  
 

References: Anemia - Hemoglobin Control: Landmark Outcome Trials – Summary (www.RxFiles.ca) 
                                                           
1 Anemia Guidelines for Family Medicine; Anemia Review Panel, 2008 Edition. 
2 White CT, Barrett BJ, Madore F, Moist LM, Klarenbach SW, Foley RN, Culleton BF, et al. Canadian Society of Nephrology. Clinical practice guidelines for evaluation of anemia. Kidney Int Suppl. 2008 Aug;(110):S4-6. 
3 Charytan C, Qunibi W, Bailie GR, Venofer Clinical Studies G. Comparison of intravenous iron sucrose to oral iron in the treatment of anemic patients with chronic kidney disease not on dialysis. Nephron 2005;100(3):55-62.  
4 Van Wyck DB. Roppolo M. Martinez CO. Mazey RM. McMurray S. for the United States Iron Sucrose (Venofer) Clinical Trials Group. A randomized, controlled trial comparing IV iron sucrose to oral iron in anemic patients with nondialysis-

dependent CKD. Kidney Int. 2005 Dec;68(6):2846-2856. 
5 DeVita MV, Frumkin D, Mittal S, Kamran A, Fishbane S, et al. Targeting higher ferritin concentrations with intravenous iron dextran lowers erythropoietin requirement in hemodialysis patients. Clin.Nephrol. 2003 Nov;60(5):335-340. 
6 Besarab A, Amin N, Ahsan M, Vogel SE, Zazuwa G, Frinak S, et al. Optimization of epoetin therapy with intravenous iron therapy in hemodialysis patients. J.Am.Soc.Nephrol. 2000 Mar;11(3):530-538. 
7 Macdougall IC, Tucker B, Thompson J, Tomson CR, Baker LR, Raine AE. A randomized controlled study of iron supplementation in patients treated with erythropoietin. Kidney Int. 1996 Nov;50(5):1694-1699. 
8 Fishbane S, Frei GL, Maesaka J. Reduction in recombinant human erythropoietin doses by the use of chronic intravenous iron supplementation. Am.J.Kidney Dis. 1995 Jul;26(1):41-46. 
9 Coyne DW, Kapoian T, Suki W, Singh AK, Moran JE, Dahl NV, et al. Ferric gluconate is highly efficacious in anemic hemodialysis patients with high serum ferritin and low transferrin saturation: results of the Dialysis Patients' Response to 

IV Iron with Elevated Ferritin (DRIVE) Study. J.Am.Soc.Nephrol. 2007 Mar;18(3):975-984. 
10 Kapoian T, O'Mara NB, Singh AK, Moran J, Rizkala AR, Geronemus R, et al. Ferric gluconate reduces epoetin requirements in hemodialysis patients with elevated ferritin. J.Am.Soc.Nephrol. 2008 Feb;19(2):372-379. 
11 Revicki DA, Brown RE, Feeny DH, Henry D, et al. Health-related quality of life associated with recombinant human erythropoietin therapy for predialysis chronic renal disease patients. Am.J.Kidney Dis. 1995 Apr;25(4):548-554. 
12 Roth D, Smith RD, Schulman G et al. Effects of recombinant human erythropoietin on renal function in chronic renal failure predialysis patients. Am J Kidney Dis 1994; 24: 777–784. 
13 Levin A, Djurdjev O, Thompson C, Barrett B, Ethier J, et al. Canadian randomized trial of hemoglobin maintenance to prevent or delay left ventricular mass growth in patients with CKD. Am.J.Kidney Dis. 2005 Nov;46(5):799-811.  
14 Drueke TB, Locatelli F, Clyne N, Eckardt KU, Macdougall IC, Tsakiris D, et al. Normalization of hemoglobin level in patients with chronic kidney disease and anemia. N.Engl.J.Med. 2006 Nov 16;355(20):2071-2084. (CREATE)  
15 Singh AK, Szczech L, Tang KL, Barnhart H, Sapp S, Wolfson M, et al. Correction of anemia with epoetin alfa in chronic kidney disease. N.Engl.J.Med. 2006 Nov 16;355(20):2085-2098. (CHOIR) 
     Inrig JK, Barnhart HX, Reddan D, et al. Effect of hemoglobin target on progression of kidney disease: a secondary analysis of the CHOIR (Correction of Hemoglobin and Outcomes in Renal Insufficiency) trial.  
     Am J Kidney Dis. 2012 Sep;60(3):390-401.  
16 Association between recombinant human erythropoietin and quality of life and exercise capacity of patients receiving haemodialysis. Canadian Erythropoietin Study Group. BMJ 1990 Mar 3;300(6724):573-578.  
      Muirhead N, Keown PA, Churchill DN, et al. Dialysis patients treated with Epoetin α show improved exercise tolerance and physical function: A new analysis of the Canadian Erythropoietin Study Group trial. Hemodial Int. 2010 Dec 7. 
     doi: 10.1111/j.1542-4758.2010.00508.x. 
17 Parfrey PS, Foley RN, Wittreich BH, et al. Double-blind comparison of full and partial anemia correction in incident hemodialysis patients without symptomatic heart disease. J.Am.Soc.Nephrol. 2005 Jul;16(7):2180-2189.  
18 Foley RN, Parfrey PS, Morgan J, Barre PE, Campbell P, Cartier P, et al. Effect of hemoglobin levels in hemodialysis patients with asymptomatic cardiomyopathy. Kidney Int. 2000 Sep;58(3):1325-1335.  
19 Besarab A, Bolton WK, Browne JK, Egrie JC, Nissenson AR, Okamoto DM, et al. The effects of normal as compared with low hematocrit values in patients with cardiac disease who are receiving hemodialysis and epoetin. N.Engl.J.Med. 

1998 Aug 27;339(9):584-590. (Normal Hematocrit Study) 
     Coyne DW. The health-related quality of life was not improved by targeting higher hemoglobin in the normal hematocrit trial. Kidney Int , doi:10.1038/ki.2012.76. 
20 Tonelli M, Winkelmayer WC, Jindal KK, Owen WF, Manns BJ. The cost-effectiveness of maintaining higher hemoglobin targets with erythropoietin in hemodialysis patients. Kidney Int. 2003 Jul;64(1):295-304. 
21 Mix TC, et al. Rationale--Trial to Reduce Cardiovascular Events with Aranesp Therapy (TREAT): evolving the management of cardiovascular risk in patients with chronic kidney disease. Am.Heart J. 2005 Mar;149(3):408-413. 
     Pfeffer, Marc A., Burdmann, Emmanuel A., Chen, Chao-Yin, et al. the TREAT Investigators, A Trial of Darbepoetin Alfa in Type 2 Diabetes and Chronic Kidney Disease. N Engl J Med 2009 0: NEJMoa0907845. 
     Solomon Scott D, Lewis Eldrin F., Eckardt Kai-Uwe, et al. for the Trial to Reduce Cardiovascular Events with Aranesp Therapy (TREAT) Investigators. Erythropoietic Response and Outcomes in Kidney Disease and Type 2 Diabetes. N Engl J  
     Med 2010; 363:1146-1155. 
     Skali H, Parving HH, Parfrey PS, et al. Stroke in patients with type 2 diabetes mellitus, chronic kidney disease, and anemia treated with darboetin alfa: the Trial to Reduce Cardiovascular Events With Aranesp Therapy (TREAT) experience.  
     Circulation. 2011;124:2903–2908. 
22 Braden J Manns, Colin T White, Francois Madore, et al. Canadian Society of Nephrology Clinical Practice Guidelines for the management of anemia associated with chronic kidney disease. 2008 Kidney Int 74: S1-S24. 
23 KDOQI. KDOQI clinical practice guideline and clinical practice recommendations for anemia in chronic kidney disease: 2007 update of hemoglobin target. Am J Kidney Dis 2007 Sep;50(3):471-530. 
24 Locatelli F. Aljama P. Barany P. et al. European Best Practice Guidelines Working Group. Revised European best practice guidelines for the management of anaemia in patients with chronic renal failure. Nephrology Dialysis  
     Transplantation. 19 Suppl 2:ii1-47, 2004 May. 
25 National Collaborating Centre for Chronic Conditions. Anaemia management in chronic kidney disease. National clinical guideline for management in adults and children. London (UK): Royal College of Physicians; 2006. 172 p. 
26 CARI. The CARI Guidelines Biochemical and Haematological Targets NEPHROLOGY 2008; 13, S44–S56. 
27 Tonelli M, Klarenbach S, Wiebe N, et al. Erythropoiesis-Stimulating Agents for Anemia of Chronic Kidney Disease: Systematic Review and Economic Evaluation [Technology report number 106]. Ottawa: Canadian Agency for Drugs and  
     Technologies in Health; 2008. (CADTH) 
28 Locatelli F, Nissenson AR, Barrett BJ, Walker RG, et al. Clinical Practice Guidelines for Anemia in Chronic Kidney Disease: Problems and Solutions. A Position Statement From KDIGO. Kidney Int. 2008;74(10):1237-1240. 
    Kidney Disease: Improving Global Outcomes (KDIGO) Anemia Work Group. KDIGO clinical practice guideline for anemia in chronic kidney disease. Kidney Int Suppl 2012 Aug;2(4):279-335.  
29. Foley RN, Curtis BM, Parfrey PS. Erythropoietin therapy, hemoglobin targets, & quality of life in healthy hemodialysis patients: a randomized trial. Clin J Am Soc Nephrol. 2009 Apr;4(4):726-33. Epub 2009 Apr 1. (n=596 96 weeks)  
      In relatively healthy hemodialysis pts, normal hemoglobin targets may have beneficial effects on fatigue. Improvement in multiple domains of quality of life is associated with higher body mass index & lower erythropoietin requirements.  
30. Uprichard James, Bain Barbara J. Investigating suspected anaemia. BMJ  2009;338:b1644, doi: 10.1136/bmj.b1644 (Published 22 May 2009)  
31. Moreno Chulilla JA, Romero Colás MS, Gutiérrez Martín M. Classification of anemia for gastroenterologists. World J Gastroenterol. 2009 Oct 7;15(37):4627-37. 
32. Johansen KL, Finkelstein FO, Revicki DA, Gitlin M, Evans C, Mayne TJ. Systematic Review and Meta-analysis of Exercise Tolerance and Physical Functioning in Dialysis Patients Treated With Erythropoiesis-Stimulating Agents.   
      Am J Kidney Dis. 2010 Feb 2.  
33. Mehrotra Rajnish; Chiu Yi-Wen; Kalantar-Zadeh Kamyar; et al. Similar Outcomes With Hemodialysis and Peritoneal Dialysis in Patients With End-Stage Renal Disease. Arch Intern Med. 2010;0(2010):archinternmed.2010.352. 
34. Sood, Manish M., Komenda, Paul, Sood, Amy R., et al. Adverse outcomes among Aboriginal patients receiving peritoneal dialysis. CMAJ 2010 182: 1433-1439. 
35. Bross MH, Soch K, Smith-Knuppel T. Anemia in older persons. Am Fam Physician. 2010 Sep 1;82(5):480-7. 
36. Himmelfarb J, Ikizler TA. Hemodialysis. N Engl J Med. 2010 Nov 4;363(19):1833-45. 
37. Fellstrom BC, Jardine AG, Schmeider RE, et al. Rosuvastatin and cardiovascular events in patients undergoing hemodialysis. N Engl J Med 2009;360:1395-407.  
38. Wanner C, Krane V, M.rz W, et al. Atorvastatin in patients with type 2 diabetes mellitus undergoing hemodialysis. N Engl J Med 2005;353:238-48.  
39. Jamison RL, Hartigan P, Kaufman JS, et al. Effect of homocysteine lowering on mortality and vascular disease in advanced chronic kidney disease and end-stage renal disease: a randomized controlled trial. JAMA 2007;298:1163-70.  
40. Suki WN, Zabaneh R, Cangiano JL, et al. Effects of sevelamer and calciumbased phosphate binders on mortality in hemodialysis patients. Kidney Int 2007; 72:1130-7. 
41. Besarab A, Bolton WK, Browne JK, et al. The effects of normal as compared with low hematocrit values in patients with cardiac disease who are receiving hemodialysis and epoetin. N Engl J Med 1998;339:584-90. 
42. Rosansky Steven J.; Eggers Paul; Jackson Kirby; et al. Early Start of Hemodialysis May Be Harmful. Arch Intern Med. 2010;0(2010):archinternmed.2010.415.   
43. FHN Trial Group.  In-Center Hemodialysis Six Times per Week versus Three Times per Week.  November 20, 2010 (10.1056/NEJMoa1001593)  
44. Cooper BA, Branley P, Bulfone L, et al.; the IDEAL Study. A Randomized, Controlled Trial of Early versus Late  Initiation of Dialysis. N Engl J Med. 2010 Jun 27.   
45. Manns B, Hemmelgarn B, Tonelli M, et al; Alberta Kidney Disease Network. Population based screening for chronic kidney disease: cost effectiveness study. BMJ. 2010 Nov 8;341:c5869. doi: 10.1136/bmj.c5869. 
46. Tonelli Marcello, Muntner Paul, Lloyd Anita, Manns Braden J., et al., for the Alberta Kidney Disease Network. Using Proteinuria and Estimated Glomerular Filtration Rate to Classify Risk in Patients With Chronic  
      Kidney Disease: A Cohort Study.  Ann Intern Med Jan 4, 2011 154:12-21. 
47. Clark, William F., Na, Yingbo, Rosansky, Steven J., et al. Association between estimated glomerular filtration rate at initiation of dialysis and mortality. CMAJ 2011 183: 47-53.   
48. Mehrotra Rajnish; Chiu Yi-Wen; Kalantar-Zadeh Kamyar; et al. Similar Outcomes With Hemodialysis and Peritoneal Dialysis in Patients With End-Stage Renal Disease. Arch Intern Med. 2011;171(2):110-118. In the most recent 

cohorts, patients who began treatment with HD or PD have similar outcomes. 
49. Kutner Nancy G.; Zhang Rebecca; Huang Yijian; et al. Patient Awareness and Initiation of Peritoneal Dialysis. Arch Intern Med. 2011;171(2):119-124. 
50. Hemmelgarn BR, Moist LM, Lok CE, et al. the Prevention of Dialysis Catheter Lumen Occlusion with rt-PA versus Heparin (PreCLOT) Study Group. Prevention of Dialysis Catheter Malfunction with Recombinant Tissue Plasminogen  
      Activator. N Engl J Med. 2011 Jan 27;364(4):303-312. 
51. Tonelli Marcello, Manns Braden.  Supplementing Creatinine-Based Estimates of Risk in Chronic Kidney Disease: Is It Time? JAMA. 2011;Published online April 11, 2011. doi:10.1001/jama.2011.502. 
52. Peralta Carmen A., Shlipak Michael G., Judd Suzanne, et al. Detection of Chronic Kidney Disease With Creatinine, Cystatin C, and Urine Albumin-to-Creatinine Ratio and Association With Progression to End-Stage Renal Disease 

and Mortality. JAMA. 2011;Published online April 11, 2011. 
53. Tangri Navdeep, Stevens Lesley A., Griffith John, et al. A Predictive Model for Progression of Chronic Kidney Disease to Kidney Failure. JAMA. 2011;Published online April 11, 2011. doi:10.1001/jama.2011.451 
54. FDA June/11  notified healthcare professionals that new, modified recommendations for more conservative dosing of Erythropoiesis-Stimulating Agents (ESAs) in patients with chronic kidney disease (CKD) have been approved to  
      improve the safe use of these drugs. FDA has made these recommendations because of data showing increased risks of cardiovascular events with ESAs in this patient population. The new dosing recommendations are based on  



                                                                                                                                                                                                                                                                                                
      clinical trials showing that using ESAs to target a hemoglobin level of greater than 11 g/dL in patients with CKD provides no additional benefit than lower target levels, and increases the risk of experiencing serious  
      adverse cardiovascular events, such as heart attack or stroke. http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm260641.htm 
55. Pergola Pablo E., Raskin Philip, Toto Robert D., et al. for the BEAM Study Investigators.  Bardoxolone Methyl and Kidney Function in CKD with Type 2 Diabetes. June 24, 2011 (10.1056/NEJMoa1105351)  
56. Hilton R. Defining acute renal failure. CMAJ. 2011 Jul 2;183(10):1167-9. 
57. Salisbury AC, Reid KJ, Alexander KP, et al. Diagnostic Blood Loss From Phlebotomy and Hospital-Acquired Anemia During Acute Myocardial Infarction. Arch Intern Med. 2011 Aug 8. 
58. Vivante A, Afek A, Frenkel-Nir Y, et al.   Persistent asymptomatic isolated microscopic hematuria in Israeli adolescents and young adults and risk for end-stage renal disease.  JAMA. 2011 Aug 17;306(7):729-36.  
59. Zhang  Y, Thamer M, Kaufman  JS et al. High doses of epoetin do not lower mortality and cardiovascular  risk among elderly hemodialysis patients with diabetes. Kidney Int 2011;80:663 – 669. 
60. Levey AS, Coresh J. Chronic kidney disease. Lancet. 2011 Aug 12. 
61. Foley RN, Gilbertson DT, Murray T et al. Long Interdialytic Interval and Mortality among Patients Receiving Hemodialysis. N Engl J Med 2011;365:1099-107. 
62. Kucirka LM, Grams ME, Lessler J, et al. Association of race and age with survival among patients undergoing dialysis. JAMA. 2011 Aug 10;306(6):620-6. 
63. Heiwe S, Jacobson SH. Exercise training for adults with chronic kidney disease. Cochrane Database of Systematic Reviews 2011, Issue 10. Art. No.: CD003236. DOI: 10.1002/14651858.CD003236.pub2. There is evidence  
      for significant beneficial effects of regular exercise on physical fitness, walking capacity, cardiovascular dimensions (e.g. blood pressure and heart rate), health-related quality of life and some nutritional parameters in adults with CKD. 
64. Winkelmayer WC, Liu J, Chertow GM, Tamura MK. Predialysis nephrology care of older patients approaching end-stage renal disease. Arch Intern Med. 2011 Aug 8;171(15):1371-8. 
65. Kiaii M, Djurdjev O, Farah M, Levin A, Jung B, MacRae J. Use of electronbeam sterilized hemodialysis membranes and risk of thrombocytopenia. JAMA. 2011;306(15):1679-1687. 
66. O'Hare AM, Choi AI, Boscardin WJ, et al. Trends in timing of initiation of chronic dialysis in the United States. Arch Intern Med. 2011 Oct 10;171(18):1663-9. 
67. Isakova T, Xie H, Yang W, et al. Chronic Renal Insufficiency Cohort (CRIC) Study Group. Fibroblast growth factor 23 and risks of mortality and end-stage renal disease in patients with chronic kidney disease. JAMA. 2011 Jun  
      15;305(23):2432-9. 
68. Marti-Carvajal AJ, Sola I, Pena-Marti GE, et al. Treatment for anemia in people with AIDS. Cochrane Database Syst Rev. 2011 Oct 5;(10):CD004776.  
69. Weinhandl ED, Liu J, Gilbertson DT, Arneson TJ, Collins AJ. Survival in Daily Home Hemodialysis and Matched Thrice-Weekly In-Center Hemodialysis Patients. J Am Soc Nephrol. 2012 Feb 23. 
70. Nesrallah GE, Lindsay RM, Cuerden MS, et al. Intensive Hemodialysis Associates with Improved Survival Compared with Conventional Hemodialysis. J Am Soc Nephrol. 2012 Feb 23. 
71. Lacson E Jr, Xu J, Suri R, et al. Survival with Three-Times Weekly In-Center Nocturnal Versus Conventional Hemodialysis. J Am Soc Nephrol. 2012 Feb 23. 
72. Daugirdas JT, Chertow GM, Larive B, et al Effects of Frequent Hemodialysis on Measures of CKD Mineral and Bone Disorder. J Am Soc Nephrol. 2012 Feb 23. (control of hyperphosphatemia) 
73. Carson JL, Grossman BJ, Kleinman S, et al., for the Clinical Transfusion Medicine Committee of the AABB. Red Blood Cell Transfusion: A Clinical Practice Guideline From the AABB. Ann Intern Med ahead of print Mar 26,12.   
74. Inker LA, Schmid CH, Tighiouart H, et al. Estimating glomerular filtration rate from serum creatinine and cystatin C. N Engl J Med 2012;367:20-9. 
75. Bao Y, Dalrymple L, Chertow GM, et al. Frailty, Dialysis Initiation, and Mortality in End-Stage Renal Disease Frailty, Dialysis Initiation, & Mortality in ESRD. Arch Intern Med. 2012 Jun 25:1-7.  
76. Akbari A, Grimshaw J, Stacey D et al. Change in appropriate referrals to nephrologists after the introduction of automatic reporting of the estimated glomerular filtration rate. CMAJ. 2012 Mar 20;184(5):E269-76. 
77. Cladellas M, Farré N, Comín-Colet J, et al. Effects of Preoperative Intravenous Erythropoietin Plus Iron on Outcome in Anemic Patients After Cardiac Valve Replacement. Am J Cardiol. 2012 Jul 6.  
78. Earley A, Miskulin D, Lamb EJ, et al. Estimating equations for glomerular filtration rate in the era of creatinine standardization: a systematic review. Ann Intern Med. 2012 Jun 5;156(11):785-95.  
79. Morton RL, Snelling P, Webster AC, et al.  Factors influencing patient choice of dialysis versus conservative care to treat end-stage kidney disease. CMAJ. 2012 Mar 20;184(5):E277-83. 
80. Liles AM. Intravenous versus oral iron for treatment of iron deficiency in non-hemodialysis-dependent patients with chronic kidney disease. Am J Health Syst Pharm. 2012 Jul 15;69(14):1206-11. 
81. Carson JL, Carless PA, Hébert PC. Outcomes using lower vs higher haemoglobin thresholds for red blood cell transfusion. JAMA. 2013 Jan 2;309(1):83-4. 
82. Villanueva C, Colomo A, Bosch A, et al. Transfusion strategies for acute upper gastrointestinal bleeding. N Engl J Med 2013;368:11-21. 
83. Chatterjee S, Wetterslev J, Sharma A, et al. Association of blood transfusion with increased mortality in myocardial infarction: A meta-analysis and diversity-adjusted study sequential analysis. Arch Intern Med. 2012. 
84. Macdougall IC, Provenzano R, Sharma A, et al. Peginesatide for anemia in patients with chronic kidney disease not receiving dialysis. (PEARL) N Engl J Med 2013;368:320-32. 
85. Fishbane S, Schiller B, Locatelli F, et al. Peginesatide in patients with anemia undergoing hemodialysis. (EMERALD) N Engl J Med 2013;368:307-19. 
86. Swedberg K et al. Treatment of anemia with darbepoetin alfa in systolic heart failure. (RED-HF) N Engl J Med 2013 Mar 10. (not an clinical outcome benefit) 
87. Carson JL, Carless PA, Hebert PC. Transfusion thresholds and other strategies for guiding allogeneic red blood cell transfusion. Cochrane Database Syst Rev. 2012 Apr 18;4:CD002042. The existing evidence supports the use of  
      restrictive transfusion triggers inmost patients, including thosewith pre-existing cardiovascular disease. As there are no trials, the effects of restrictive transfusion triggers in high-risk groups, such as acute coronary syndrome, need 
      to be tested in further large clinical trials. In countries with inadequate screening of donor blood, the data may constitute a stronger basis for avoiding transfusion with allogeneic red cells. 
88. Mitsnefes MM, Laskin BL, Dahhou M, et al. Mortality risk among children initially treated with dialysis for end-stage kidney disease, 1990-2010. JAMA. 2013 May 8;309(18):1921-9. 
89. KDOQI: National Kidney Foundation. KDOQI clinical practice guideline for diabetes and CKD: 2012 update. Am J Kidney Dis. 2012 Nov;60(5):850-86.  
90. Moist LM, Troyanov S, White CT, Wazny LD, Wilson JA, McFarlane P, Harwood L, Sood MM, Soroka SD, Bass A, Manns BJ. Canadian Society of Nephrology Commentary on the 2012 KDIGO Clinical Practice Guideline for Anemia  
     in CKD. Am J Kidney Dis. 2013 Sep 17. 
91. Harley KT, Streja E, Rhee CM, et al. Nephrologist Caseload and Hemodialysis Patient Survival in an Urban Cohort. J Am Soc Nephrol. 2013 Aug 8. 
92. Salpeter SR, Buckley JS, Chatterjee S. Impact of more restrictive blood transfusion strategies on clinical outcomes: a meta-analysis and systematic review. Am J Med. 2014 Feb;127(2):124-131.e3.  
93. Winkelmayer WC, Mitani AA, Goldstein BA, et al. Trends in Anemia Care in Older Patients Approaching End-Stage Renal Disease in the United States (1995-2010). JAMA Intern Med. 2014 Mar 3. 
94. Coritsidis GN, Maglinte GA, Acharya A, et al. Anemia Management Trends in Hospital-Based Dialysis Centers(HBDCs), 2010 to 2013. Clin Ther. 2014 Feb 27. 
95. Sherwood MW, Wang Y, Curtis JP, Peterson ED, Rao SV. Patterns and outcomes of red blood cell transfusion in patients undergoing percutaneous coronary intervention. JAMA 2014; 311: 836-843.  
  
 
 
 
 
 
 
 



 

 
Addional information about Mircera (Web-only) 
 

Methoxy polyethylene glycol-
epoetin beta 
MIRCERA 13 
Single-dose vials (solution):  

50, 100, 200, 300, 400, 600, 1000 µg/mL 
  
Single-dose pre-filled syringes:  

50µg/0.3mL,     75µg/0.3mL, 
100µg/0.3mL, 150µg/0.3mL, 
200µg/0.3mL, 250µg/0.3mL, 
400µg/0.6mL, 600µg/0.6mL 

 Tx of anemia with CKD 
 

Pre-filled syringes: sterile & do not contain 
preservatives.  

  Store in fridge at 2-8°. (Do not freeze) 
  Keep in original package to protect from light. 
  Stable at room temperature ≤ 25° C  for up to 1 month 
  Allow to reach room temp. before inj.  

 

  SC in ND-CKD & PD-CKD; IV or SC in HD-CKD  
 Not currently on ESA tx:  
 0.6 mcg/kg every 2 weeks as a single IV or SQ inj 
 Pts on ESA: can convert to MIRCERA given once  

                   a month as a single IV or SQ inj. 
 Monthly Mircera starting IV or SQ dose mcg/monthly:  
  120 if <40 Aranesp or <8,000 Eprex; 200 if <40-80 Aranesp or 8-16,000

 
Eprex; 

360 if >80 Aranesp or >16,000 Eprex   
 
(Aranesp in mcg/week, Eprex in IU/week) 

 Equivalent with IV or SQ. If Hgb target is reached, 
may give once monthly using a dose equal to twice 
the previous every two week dose. 



 
 

Not on formulary.  
 

Not yet avail. in 
Canada, but NOC 
received Mar 2008 

 
																																																								
Erythropoiesis Stimulating Agents (ESA) in Anemia of Chronic Kidney Disease (CKD): Therapeutic Alternatives 
 
References 
 
1 eCPS Monographs, Lexi-Drugs, Micromedex 2013 
2 Clinical Practice Guidelines for evidence-based use of ESAs (CSN) 
3 uptodate.com – EPO for the anemia of CKD among predialysis and peritoneal dialysis pts (accessed nov 19) 
4 Continuous Erythropoietin Receptor Activator (Mircera®) for Renal Anemia Issues in Emerging Health Technologies – CADATH Report 
5 Fishbane S, Schiller B, Locatelli F, et al. Peginesatide in patients with anemia undergoing hemodialysis. (EMERALD) N Engl J Med 2013;368:307-19. 
6 Macdougall IC, Provenzano R, Sharma A, et al. Peginesatide for anemia in patients with chronic kidney disease not receiving dialysis. (PEARL) N Engl J Med 2013;368:320-32. 
7 Health Canada  - Drugs and Health Products – Public Communication - Black Box Warning 2007 
   http://www.hc-sc.gc.ca/dhp-mps/medeff/advisories-avis/prof/_2007/aranesp_eprex_hpc-cps-eng.php  
8 Bohlius J, Schmidlin K, Brillant C, et al. Recombinant human erythropoiesis-stimulating agents and mortality in patients with cancer: a meta-analysis of randomized trials. Lancet. 2009 May 2;373(9674):1532-42. Treatment with  
     erythropoiesis-stimulating agents in patients with cancer increased mortality during active study periods and worsened overall survival. The increased risk of death associated with treatment with these  
     drugs should be balanced against their benefits. 
9 Tonelli M, Hemmelgarn B, Reiman T, et al. Benefits and harms of erythropoiesis-stimulating agents for anemia related to cancer: a meta-analysis. CMAJ. 2009 Apr 30. Use of erythropoiesis-stimulating agents in patients  
     with cancer-related anemia improved some disease-specific measures of quality of life and decreased the use of blood transfusions. However, it increased the risk of death and serious adverse events. Our findings  
     suggest that such therapy not be used routinely as an alternative to blood transfusion in patients with anemia related to cancer.	
10 Canadian Society of Nephrology (CSN) 2008 
     Moist LM, Troyanov S, White CT, Wazny LD, Wilson JA, McFarlane P, Harwood L, Sood MM, Soroka SD, Bass A, Manns BJ. Canadian Society of Nephrology Commentary on the 2012 KDIGO Clinical Practice Guideline for Anemia  
     in CKD. Am J Kidney Dis. 2013 Sep 17. 
11 Kidney Disease Outcomes Quality Initiative (National Kidney Foundation) (KDOQI) 2007 NKF KDOQI Guidelines: 2007 Update of Hemoglobin Target. 
     Kidney Disease: Improving Global Outcomes (KDIGO) Anemia Work Group. KDIGO clinical practice guideline for anemia in chronic kidney disease. Kidney Int Suppl 2012 Aug;2(4):279-335.  
12 Kidney Disease: Improving Global Outcomes (KDIGO) 2008.   
     Kidney Disease: Improving Global Outcomes (KDIGO) Anemia Work Group. KDIGO clinical practice guideline for anemia in chronic kidney disease. Kidney Int Suppl 2012 Aug;2(4):279-335.   
13 Continuous Erythropoietin Receptor Activator (Mircera®) for Renal Anemia Issues in Emerging Health Technologies – CADATH Report 
14. Anemia Guidelines for Family Medicine; Anemia Review Panel, 2008 Edition. 
 
Additional references: 
Abboud, Hanna, Henrich, William L. Stage IV Chronic Kidney Disease.N Engl J Med 2010 362: 56-65. 
Aspinall SL, Cunningham FE, Zhao X, et al. ESA Clinic Study Group. Impact of pharmacist-managed erythropoiesis-stimulating agents clinics for patients with non-dialysis-dependent CKD. Am J Kidney Dis. 2012 Sep;60(3):371-9.  
Benders MJ, van der Aa NE, Roks M, et al. Feasibility and Safety of Erythropoietin for Neuroprotection after Perinatal Arterial Ischemic Stroke. J Pediatr. 2013 Dec 7 
Bennett CL, Silver SM, Djulbegovic B, et al. Venous thromboembolism and mortality associated with recombinant erythropoietin and darbepoetin administration for the treatment of cancer-associated anemia. JAMA. 2008 Feb 27;299(8):914-24.  
Bennett CL, Luminari S, Nissenson AR, et al. Pure red-cell aplasia and epoetin therapy. N Engl J Med 2004;351:1403-1408.   
Berger A, Lord C, Corey-Lisle PK, et al. Utilization and Cost in Clinical Practice of Darbepoetin Alfa and Epoetin Alfa for Anemia Concomitant With Chemotherapy. Clin Ther. 2012 May 14.  
Besarab A, Frinak S, Yee J. What is so bad about a hemoglobin level of 12 to 13 g/dL for chronic kidney disease patients anyway? Adv Chronic Kidney Dis 2009;16:131-142.   
Besarab A, Bolton WK, Browne JK, Egrie JC, et al. The effects of normal as compared with low hematocrit values in patients with cardiac disease who are receiving hemodialysis and epoetin. (Normal Hematocrit Study) N Engl J Med. 1998 Aug 27;339(9):584-90.  
Bohlius J, Wilson J, Seidenfeld J, et al. Recombinant human erythropoietins and cancer patients: updated meta-analysis of 57 studies including 9353 patients. J Natl Cancer Inst 2006;98:708-714.   
Bohlius J, Schmidlin K, Brillant C, et al. Erythropoietin or Darbepoetin for patients with cancer--meta-analysis based on individual patient data. Cochrane Database Syst Rev. 2009 Jul 8;(3):CD007303. ESA treatment in cancer patients increased on study mortality and  
              worsened overall survival. For patients undergoing chemotherapy the increase was less pronounced, but an adverse effect could not be excluded. 
Brines M, Cerami A. Erythropoietin-mediated tissue protection: reducing collateral damage from the primary injury response. J Intern Med 2008;264:405-432.   
Buckley MS, Kane-Gill SL, Patel SA. Clinical and Economic Evaluation of an Evidence-Based Institutional Epoetin-Utilization Management Program. Clin Ther. 2013 Feb 25.  
Carson JL, Grossman BJ, Kleinman S, et al., for the Clinical Transfusion Medicine Committee of the AABB. Red Blood Cell Transfusion: A Clinical Practice Guideline From the AABB. Ann Intern Med ahead of print Mar 26,12.   
Choukroun G, Kamar N, Dussol B, et al.; CAPRIT study Investigators: Correction of postkidney transplant anemia reduces progression of allograft nephropathy. J Am Soc Nephrol 23: 360–368, 2012. 
Cladellas M, Farré N, Comín-Colet J, et al. Effects of Preoperative Intravenous Erythropoietin Plus Iron on Outcome in Anemic Patients After Cardiac Valve Replacement. Am J Cardiol. 2012 Jul 6.  
Clement Fiona M.; Klarenbach Scott; Tonelli Marcello; Johnson Jeffrey A.; Manns Braden J. The Impact of Selecting a High Hemoglobin Target Level on Health-Related Quality of Life for Patients With Chronic Kidney Disease: A Systematic Review and Meta-analysis. Arch  
            Intern Med. 2009;169(12):1104-1112.  
Cooper BA, Branley P, Bulfone L, et al.; the IDEAL Study. A Randomized, Controlled Trial of Early versus Late  Initiation of Dialysis. N Engl J Med. 2010 Jun 27.   
Coritsidis GN, Maglinte GA, Acharya A, et al. Anemia Management Trends in Hospital-Based Dialysis Centers(HBDCs), 2010 to 2013. Clin Ther. 2014 Feb 27. 
Coyne DW. The health-related quality of life was not improved by targeting higher hemoglobin in the normal hematocrit trial. Kidney Int , doi:10.1038/ki.2012.76. 
den Elzen, Wendy P.J., Willems, Jorien M., Westendorp, Rudi G.J., et al. Effect of erythropoietin levels on mortality  in old age: the Leiden 85-plus Study. CMAJ 2010 0: cmaj.100347.  
Dharmarajan	TS, Widjaja D. Erythropoiesis-stimulating agents in anemia. Geriatrics. 2008 Jun;63(6):13-29. 

P L 	



																																																																																																																																																																																																																																																																																														
Drüeke TB, Locatelli F, Clyne N, et al. Normalization of haemoglobin level in patients with chronic kidney disease and anemia. N Engl J Med 2006;355:2071-84. (Choir) 
Drugs in Pregnancy and Lactation. 9th ed.  Briggs GE, Freeman RK, Yaffe SJ, editors. Williams and Wilkins; Philadelphia, PA: 2011. 
Ehrenreich H, Weissenborn K, Prange H, Schneider D, Weimar C, et al.; for the EPO Stroke Trial Group. Recombinant Human Erythropoietin in the Treatment of Acute Ischemic Stroke. Stroke. 2009 Oct 15.  
Eschbach JW, Egrie JC, Downing MR, Browne JK, Adamson JW. Correction of the anemia of end-stage renal disease with recombinant human erythropoietin: results of a combined phase I and II clinical trial. N Engl J Med 1987;316:73-78.   
FDA Feb/10 and Amgen notified healthcare professionals and patients that all ESAs must be used under a REMS risk management program. As part of the risk management program, a Medication Guide explaining the risks and benefits of ESAs must be provided to all  
             patients receiving an ESA. Under the ESA APPRISE Oncology program, Amgen will ensure that only those hospitals and healthcare professionals who have enrolled and completed training in the program will prescribe and dispense ESAs to patients with cancer.  
             Amgen is also required to oversee and monitor the program to ensure that hospitals and healthcare professionals are fully compliant with all aspects of the program. FDA is requiring a REMS because studies show that ESAs can increase the risk of tumor growth and  
             shorten survival in patients with cancer who use these products. Studies also show that ESAs can increase the risk of heart attack, heart failure, stroke or blood clots in patients who use these drugs for other conditions.  
FDA June/11  notified healthcare professionals that new, modified recommendations for more conservative dosing of Erythropoiesis-Stimulating Agents (ESAs) in patients with chronic kidney disease (CKD) have been approved to improve the safe use of these drugs. FDA has made these  
             recommendations because of data showing increased risks of cardiovascular events with ESAs in this patient population. The new dosing recommendations are based on clinical trials showing that using  
             ESAs to target a hemoglobin level of greater than 11 g/dL in patients with CKD provides no additional benefit than lower target levels, and increases the risk of experiencing serious adverse cardiovascular events, such as heart attack or stroke. 
             http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm260641.htm  
FDA: Feb/13 All lots of peginesatide (Omontys) — an anemia drug approved less than a year ago for adults on dialysis — are being recalled due to reports of serious and sometimes fatal adverse hypersensitivity reactions, including anaphylaxis.  Approximately 0.02% of patients had a fatal  
             reaction within 30 minutes of receiving a peginesatide injection, according to postmarketing data. About 0.2% of patients overall had reactions; about a third of these were serious (i.e., requiring immediate medical attention). Some 25,000 patients have received the drug since it was  
             launched, the FDA says.  
Ferraris V, Brown J, Despotis G, et al. 2011 Update to The Society of Thoracic Surgeons and the Society of Cardiovascular Anesthesiologists Blood Conservation Clinical Practice Guidelines. Ann Thorac Surg 2011; 91:944-82. 
Fontaine C, Cevallos L, Léké A, Krim G, Tourneux P. [Assessment of erythropoietin treatment in preterm newborns older than 30 weeks of gestation]. Arch Pediatr. 2009 Apr;16(4):331-6. Epub 2009 Feb 20. This study did not find any benefit using rhEPO in 30 to 32 WG  
            preterm infants in terms of the number of transfusions or hemoglobin levels. 
Forbes CA, Worthy G, Harker J, et al. Dose Efficiency of Erythropoiesis-Stimulating Agents for the Treatment of Patients With Chemotherapy-Induced Anemia: A Systematic Review. Clin Ther. 2014 Mar 18 
Gomollón F, Gisbert JP. Current management of iron deficiency anemia in inflammatory bowel diseases: a practical guide. Drugs. 2013 Nov;73(16):1761-70. 
Hayden SJ, Albert TJ, Watkins TR, Swenson ER. Anemia in Critical Illness: Insights into Etiology, Consequences and Management. Am J Respir Crit Care Med. 2012 Jan 26.  
Heinze G, Kainz A, Hörl WH, Oberbauer R. Mortality in renal transplant recipients given erythropoietins to increase haemoglobin concentration: cohort study. BMJ. 2009 Oct 23;339:b4018. doi: 10.1136/bmj.b4018. Increasing haemoglobin concentrations to above 125 g/l with  
             erythropoietins in renal transplant recipients is associated with an increase in mortality. This increase was significant at concentrations above 140 g/l. 
Hershman DL, Buono DL, Malin J, McBride R, Tsai WY, Neugut AI. Patterns of Use and Risks Associated With Erythropoiesis-Stimulating Agents Among Medicare Patients With Cancer. J Natl Cancer Inst. 2009 Nov 10. Use of erythropoiesis-stimulating  
             agent increased rapidly after its approval in 1991, but the blood transfusion rate did not change. Use of erythropoiesis-stimulating agents was associated with an increased risk of venous thromboembolism but not of mortality. 
Heuberger JA, Cohen Tervaert JM, Schepers FM, et ak. Erythropoietin doping in cycling: Lack of evidence for efficacy and a negative risk-benefit. Br J Clin Pharmacol. 2012 Dec 6.  
Heuberger JA, Cohen AF. World-class cyclists on EPO. Br J Clin Pharmacol. 2013 Jun 17.  
Himmelfarb J, Ikizler TA. Hemodialysis. N Engl J Med. 2010 Nov 4;363(19):1833-45. 
Inrig JK, Barnhart HX, Reddan D, et al. Effect of hemoglobin target on progression of kidney disease: a secondary analysis of the CHOIR (Correction of Hemoglobin and Outcomes in Renal Insufficiency) trial. Am J Kidney Dis. 2012 Sep;60(3):390-401.  
Johansen KL, Finkelstein FO, Revicki DA, Gitlin M, Evans C, Mayne TJ. Systematic Review and Meta-analysis of Exercise Tolerance and Physical Functioning in Dialysis Patients Treated With Erythropoiesis-Stimulating Agents.  Am J Kidney Dis. 2010 Feb 2.  
Jordan J, Breckles J, Leung V, Hopkins M, Battistella M. Conversion from epoetin alfa to darbepoetin alfa: effects on patients' hemoglobin and costs to canadian dialysis centres. Can J Hosp Pharm. 2012 Nov;65(6):443-9.  
Kansagara D, Dyer E, Englander H, et al.   Treatment of anemia in patients with heart disease: a systematic review. Ann Intern Med. 2013 Dec 3;159(11):746-57. (ESAs: not seem to benefit pts with mild to mod anemia & heart dx & may be assoc with serous harms) 
Khuri FR. Weighing the hazards of erythropoiesis stimulation in patients with cancer. N Engl J Med 2007;356:2445-2448.   
Kulnigg S, Teischinger L, Dejaco C, Waldhör T, Gasche C. Rapid recurrence of IBD-associated anemia and iron deficiency after intravenous iron sucrose and erythropoietin treatment. Am J Gastroenterol. 2009 Jun;104(6):1460-7. Epub 2009 Apr 21.  
Levey AS, Coresh J. Chronic kidney disease. Lancet. 2011 Aug 12. 
Levin A, Hemmelgarn B, Culleton B, Tobe S, McFarlane P, Ruzicka M, Burns K, Manns B, White C, Madore F, Moist L, Klarenbach S, Barrett B, Foley R, Jindal K, Senior P, Pannu N, Shurraw S, Akbari A, Cohn A, Reslerova M, Deved V, Mendelssohn D, Nesrallah G,  
             Kappel J, Tonelli M; Canadian Society of Nephrology. Guidelines for the management of chronic kidney disease. CMAJ. 2008 Nov 18;179(11):1154-62. http://www.cmaj.ca/cgi/data/179/11/1154/DC1/1  
Lim WH, Chan D, Boudville N, et al. Patients' Perceptions of Subcutaneous Delivery of Darbepoetin Alfa by Autoinjector Prefilled Pen Versus Prefilled Syringe: A Randomized, Crossover Study. Clin Ther. 2012 Aug 15. 
Macdougall, Iain C., Rossert, Jerome, Casadevall, Nicole, et al. A Peptide-Based Erythropoietin-Receptor Agonist (Hematide) for Pure Red-Cell Aplasia. N Engl J Med 2009 361: 1848-1855. 
McFarlane PA, Pisoni RL, Eichleay MA, Wald R, Port FK, Mendelssohn D. International trends in erythropoietin use and hemoglobin levels in hemodialysis  patients. Kidney Int. 2010 Apr 28. 
McMurray JJ, Anand IS, et al.; on behalf of the RED-HF Committees and Investigators. Design of the Reduction of Events with Darbepoetin alfa in Heart Failure (RED-HF): a Phase III, anaemia correction, morbidity-mortality trial. Eur J Heart Fail. 2009 Aug;11(8):795-801.   
Miller G, Luo R, Zhang L, et al. Effectiveness of provider incentives for anaemia reduction in rural China: a cluster randomised trial. BMJ. 2012 Jul 27;345:e4809. 
Moist LM, Foley RN, Barrett BJ, Madore F, White CT, Klarenbach SW, Culleton BF, Tonelli M, Manns BJ; Canadian Society of Nephrology. Clinical practice guidelines for evidence-based use of erythropoietic-stimulating agents. Kidney Int Suppl. 2008 Aug;(110):S12-8.  
Moist LM, Troyanov S, White CT, Wazny LD, Wilson JA, McFarlane P, Harwood L, Sood MM, Soroka SD, Bass A, Manns BJ. Canadian Society of Nephrology Commentary on the 2012 KDIGO Clinical Practice Guideline for Anemia in CKD. Am J Kidney Dis. 2013 Sep 17. 
Muirhead N, Keown PA, Churchill DN, et al. Dialysis patients treated with Epoetin α show improved exercise tolerance and physical function: A new analysis of the Canadian Erythropoietin Study Group trial. Hemodial Int. 2010 Dec 7. doi: 10.1111/j.1542-4758.2010.00508.x. 
Najjar SS, Rao SV, Melloni C, et al. REVEAL Investigators. Intravenous erythropoietin in patients with ST-segment elevation myocardial infarction (STEMI): REVEAL: a randomized controlled trial. JAMA. 2011 May 11;305(18):1863-72. 
National Institute for Health and Clinical Excellence (NICE). Epoetin alfa, epoetin beta and darbepoetin alfa for cancer treatment-induced anaemia [Internet]. London (UK): NICE; 2008 May. (Technology appraisal guidance; no. 142). [cited 2009 Nov 23]. Available from:  
              http://www.nice.org.uk/nicemedia/pdf/TA142Guidance.pdf  
Ngo K, Kotecha D, Walters JA, Manzano L, Palazzuoli A, van Veldhuisen DJ, Flather M. Erythropoiesis-stimulating agents for anaemia in chronic heart failure patients. Cochrane Database Syst Rev. 2010 Jan 20;(1):CD007613.  
NICE: Clinical Guideline 114- Feb 2011. Anaemia management in people with chronic kidney disease. http://www.nice.org.uk/nicemedia/live/13329/52857/52857.pdf  
Ohls RK, Christensen RD, Kamath-Rayne BD, et al. A Randomized, Masked, Placebo-Controlled Study of Darbepoetin Alfa in Preterm Infants. Pediatrics. 2013 Jun 17. 
Palmer Suetonia C., Navaneethan Sankar D., Craig Jonathan C., Et al. Systematic Review: Erythropoiesis-Stimulating Agents in Patients With Chronic Kidney Disease. Ann Intern Med published ahead of print May 3, 2010, doi:10.1059/0003-4819-153-1-201007060-00252. 
Palmer SC, Navaneethan SD, Craig JC, et al. Meta-analysis: erythropoiesis-stimulating agents in patients with chronic kidney disease. Ann Intern Med. 2010 Jul 6;153(1):23-33. 
Pérez-Ruixo JJ, Cucala-Ramos M, García-Gonzalo E, et al. Between-subjects hemoglobin variability is not associated with the erythropoiesis-stimulating agent used to treat anemia in dialysis: a meta-analysis. Br J Clin Pharmacol. 2012 Jul 16.  
Pfeffer, Marc A., Burdmann, Emmanuel A., Chen, Chao-Yin, et al. the TREAT Investigators, A Trial of Darbepoetin Alfa in Type 2 Diabetes and Chronic Kidney Disease. N Engl J Med 2009 0: NEJMoa0907845. 
Phrommintikul A, Haas SJ, Elsik M, Krum H. Mortality and target haemoglobin concentrations in anaemic patients with chronic kidney disease treated with erythropoietin: a meta-analysis. Lancet 2007;369:381-388.   
Qaseem A, Humphrey LL, Fitterman N, et al. Treatment of anemia in patients with heart disease: a clinical practice guideline from the american college of physicians. Ann Intern Med. 2013 Dec 3;159(11):770-9.  
Rizzo JD, Somerfield MR, Hagerty KL, et al.; American Society of Clinical Oncology (ASCO); American Society of Hematology.  Use of epoetin and darbepoetin in patients with cancer: 2007 American Society of Clinical Oncology/American Society of Hematology clinical practice   
            guideline update. J Clin Oncol. 2008 Jan 1;26(1):132-49. Epub 2007 Oct 22. Erratum in: J Clin Oncol. 2008 Mar 1;26(7):1192. 
Rizzo JD, Brouwers M, Hurley P, et al. American Society of Clinical Oncology (ASCO) / American Society of Hematology Clinical Practice Guideline Update on the Use of Epoetin and Darbepoetin in Adult Patients With Cancer. JCO JCO.2010.29.2201; online on Oct 25, 2010.																	
							http://jco.ascopubs.org/content/early/2010/10/25/JCO.2010.29.2201.full.pdf+html  
Singh AK, Szczech L, Tang KL, et al. Correction of anemia with epoetin alfa in chronic kidney disease. N Engl J Med 2006; 355:2085-98.  
Singh AK, Himmelfarb J, Szczech LA. Resolved: targeting a higher hemoglobin is associated with greater risk in patients with CKD anemia. J Am Soc Nephrol 2009;20:1436-1443.   
Skali H, Parving HH, Parfrey PS, et al. Stroke in patients with type 2 diabetes mellitus, chronic kidney disease, and anemia treated with darboetin alfa: the Trial to Reduce Cardiovascular Events With Aranesp Therapy (TREAT) experience. Circulation. 2011;124:2903–2908. 
Solomon Scott D, Lewis Eldrin F., Eckardt Kai-Uwe, et al. for the Trial to Reduce Cardiovascular Events with Aranesp Therapy (TREAT) Investigators. Erythropoietic Response and Outcomes in Kidney Disease and Type 2 Diabetes. N Engl J Med 2010; 363:1146-1155. 
Steensma DP, Sloan JA, Dakhil SR, et al. Phase III, Randomized Study of the Effects of Parenteral Iron, Oral Iron, or No Iron Supplementation on the Erythropoietic Response to Darbepoetin Alfa for Patients With Chemotherapy-Associated Anemia. J Clin Oncol. 2010 Nov.  
Sühs  K, Hein K, Sättler M. A randomized, double-blind, phase II study on erythropoietin in optic neuritis. Annals of Neurology Accepted manuscript online: 28 FEB 2012.  
Swedberg K et al. Treatment of anemia with darbepoetin alfa in systolic heart failure. (RED-HF) N Engl J Med 2013 Mar 10. 
Tehrani F, Dhesi P, Daneshvar D, Phan A, Rafique A, Siegel RJ, Cercek B. Erythropoiesis Stimulating Agents in Heart Failure Patients with Anemia: A Meta-Analysis. Cardiovasc Drugs Ther. 2009 Oct 28.  
Tseng KC, Chen LH, Chen CY, et al. Low dose erythropoietin-beta improves anemia and maintains ribavirin dose in chronic hepatitis C patients receiving combination therapy with ribavirin plus pegylated interferon Alfa-2b.Hepatol Res. 2009 Feb 25. [Epub ahead of print] 
Tonelli M, Lloyd A, Lee H, et al. Erythropoiesis-stimulating agents for anemia of cancer or of chemotherapy: systematic review and economic evaluation [Technology report number 119]. Ottawa: Canadian Agency for Drugs and Technologies in Health; 2009. 



																																																																																																																																																																																																																																																																																														
Van der Meer P, Groenveld H, Januzzi JL, Van Veldhuisen DJ. Erythropoietin Treatment in Patients with Chronic Heart Failure: a meta-analysis. Heart. 2009 Jan 23. [Epub ahead of print] 
van der Putten K, Braam B, Gaillard CA. Epoetin alfa in critically ill patients. N Engl J Med. 2007 Dec 13;357(24):2515-6 
Vanrenterghem Y. Anemia after kidney transplantation. Transplantation. 2009 May 15;87(9):1265-7. 
Voors AA, Belonje AM, Zijlstra F, et al. A single dose of erythropoietin in ST-elevation myocardial infarction. Eur Heart J 2010; DOI:10.1093/eurheartj/ehq304. 
Weiner Daniel E. , Miskulin Dana C. Anemia Management in Chronic Kidney Disease: Bursting the Hemoglobin Bubble. Ann Intern Med published ahead of print May 3, 2010. 
Winearls CG, Oliver DO, Pippard MJ, Reid C, Downing MR, Cotes PM. Effect of human erythropoietin derived from recombinant DNA on the anaemia of patients maintained by chronic haemodialysis. Lancet 1986;2:1175-1178.   
Wu YW, Bauer LA, Ballard RA, et al. Erythropoietin for Neuroprotection in Neonatal Encephalopathy: Safety and Pharmacokinetics. Pediatrics. 2012 Sep 24.  
Zhang  Y, Thamer M, Kaufman  JS et al. High doses of epoetin do not lower mortality and cardiovascular  risk among elderly hemodialysis patients with diabetes. Kidney Int 2011;80:663 – 669. 

 
 

 
 



 
Extras: 
 
New FDA: Ferric carboxymaltose Injectafer for IDA if poor response to oral/ND-CKD, 750mg/15ml IV x 2 doses 1 week apart;. SE: nausea, dizzy, hypertension hypophosphatemia, anaphylaxis.  

 Oct/11 The FDA has granted accelerated approval for deferiprone (Ferriprox) to treat transfusion-related iron overload in patients with thalassemia who do not respond to prior chelation therapy. The drug, an oral iron chelator, is the  
            first new treatment approved for this disorder since 2005, according to the agency. Agranulocytosis was noted in about 2% of patients in clinical studies. Other adverse effects included nausea, arthralgia, vomiting, neutropenia,  
            and increased alanine aminotransferase levels. 
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Natural Products Database Search on phosphate-containing products: 
Enemol Sodium Phosphate Enema (Dominion Pharmacal): Each 60 ml serving contains: Sodium Phosphate dibasic, heptahydrate 6 g. • Sodium Phosphate monobasic, anhydrous 16 g. Other Ingredients: Benzalkonium Chloride, Edetate Disodium, Purified Water. NPN 02096900. 
Enema (HJ Sutton): Each 30 mL serving contains: Dibasic Sodium Phosphate 7 g (118 mL) • Monobasic Sodium Phosphate 19 g (118 mL). Other Ingredients: Benzalkonium Chloride, Disodium EDTA, Purified Water. NPN 02231170. 
Kali Phosphoricum 6x (Thompson’s Homeopathic Supplies Ltd): For ‘stress and tension’. Potassium Phosphate 6X. Other Ingredients: Ground Corn Starch, Lactose. DIN-HM 00190101 
Magnesia Phosphorica 6x tabs (Thompson’s Homeopathic Supplies Ltd): Oral Laxative. Magnesium Phosphate 6X. Other Ingredients: Ground Corn Starch, Lactose. DIN-HM 00189995. 
Natrum Phosphoricum 6x tabs (Thompson’s Homeopathic Supplies Ltd.): Oral laxative. Each tablet contains: Sodium Phosphate 6X. Other Ingredients: Corn Starch, Lactose. DIN-HM 00190160 
Naturally Sourced Calcium from Milk with Vit D and Magnesium (Immunotec Inc): Oral Laxative. Two tablets contain: Calcium Phosphate 250 mg • Magnesium 15 mg • Vitamin D (D3) 100 IU. Other Ingredients: Acacia Gum, Carnauba Wax, Croscarmellose Sodium, Hypromellose, Magnesium Stearate, Microcrystalline Cellulose, Polyethylene Glycol, Purified Water. NPN 02243453 
New Era Biochemic Tissue Salt 10, 2, 6, 8 (Seven Seas Limited): Each tablet contains: Sodium Phosphate 6x 0.07 mcg. Other Ingredients: Acacia Gum, Lactose Monohydrate. DIN-HM 0016935. 
New Era Combination F Biochemic Tissue Salts (Seven Seas Limited): Each tablet contains: Magnesium Phosphate 6x 0.0175 mcg • Potassium Phosphate 6x 0.0175 mcg • Silicon Dioxide 6x 0.0175 mcg • Sodium Chloride 6x 0.0175 mcg. Other Ingredients: Acacia Gum, Lactose Monohydrate. DIN-HM 00147028 
New Era Combination G Biochemic Tissue Salts (Seven Seas Limited): Each tablet contains: Calcium Fluoride 6x 0.0175 mcg • Calcium Phosphate 6x 0.0175 mcg • Potassium Phosphate 6x 0.0175 mcg • Sodium Chloride 6x 0.0175 mcg. Other Ingredients: Acacia Gum, Lactose Monohydrate. DIN-HM 00147036 
New Era Combination N Biochemic Tissue Salts (Seven Seas Limited): Oral Laxative. Each tablet contains: Calcium Phosphate 6x 0.0175 mcg • Magnesium Phosphate 6x 0.0175 mcg • Potassium Chloride 6x 0.0175 mcg • Potassium Phosphate 6x 0.0175 mcg. Other Ingredients: Acacia Gum, Lactose Monohydrate. DIN-HM 00534862 
Oral Laxative (HJ Sutton Industries): Each 1 tsp serving contains: Dibasic Sodium Phosphate 0.9 g. Other Ingredients: Glycerin, Sodium Saccharin, Sodium Benzoate, Purified Water. NPN 80003212 
Phoslax: Oral Laxative (Odan Laboratories Ltd):  Each one tsp serving contains: Dibasic Sodium Phosphate 0.9 g. • Monobasic Sodium Phosphate 2.4 g. Other Ingredients: Glycerin, Natural Ginger Flavour, Natural Lemon Flavour, Sodium Benzoate, Purified Water. NPN 80000689 
Schuessler Tissue Salts General Debility Comb B (Martin & Pleasance): Oral Laxative. Each tablet contains: Calcium Phosphate 6.0 X • Ferrum Phosphoricum 6.0 X • Kali Phosphoricum 6.0 X. Other Ingredients: Anhydrous Calcium Hydrogen Phosphate, Lactose, Magnesium Stearate. DIN-HM 80003543 
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Academic Detailing: 

Canada 
o BC CDUP: http://www.cdup.org/  
o Dalhousie: http://cme.medicine.dal.ca/ADS.htm  
Non-Canadian 
o Academic Detailing – National Resource Centre for Academic Detailing (USA): http://www.narcad.org/ 
o Pennsylvania (RxFacts.org): http://www.rxfacts.org/detailing.php  
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Organ Transplant Facts:  
Canada: There were 2,083 solid organ transplants in Canada, as compared with 2,188 in 2007, according to Canadian Organ Replacement Register statistics  
(http://cihi.ca /cihiweb/dispPage.jsp?cw_page=AR3230_E&cw_topic=3230). The total number of organ donors also decreased, to 1038 from 1046 in 2007.  
Roughly 4380 Canadians were on waiting lists for transplants as of Dec. 31, 2008. — Sabrina Doyle, Ottawa, Ont. http://secure.cihi.ca/cihiweb/dispPage.jsp?cw_page=media_20091222_e 

 

Organ Donor Activity in Canada, 1999 to 2008   http://secure.cihi.ca/cihiweb/products/CORR_AiB_EN_20091222_rev20100106.pdf   
During the past decade, the number of organ donors in Canada increased from 812 to 1,038 per year; living donors accounted for 69% of this increase. While there were increases in organ donation during the past decade, 

the demand for organs also grew. For example, in the case of kidneys, the incidence rate of end-stage renal disease increased from 149 to 168 per million population. The availability of donated organs in Canada rose by 
more than one-quarter (28%) over the past decade, but this increase is not keeping pace with demand. More than 1,000 Canadians donated organs in 2008, up from 812 in 1999, according to a new study released today 
by the Canadian Institute for Health Information (CIHI). With an increase in the number of Canadians with organ failure, combined with medical advancements that are keeping these patients alive longer, the results show 
an increase in the demand for organs. Last year, about 215 Canadians died while waiting for an organ transplant. A national paired exchange program has been launched for donor and recipient pairs who do not match 
as an initiatives to maximize the number of live-donor organs available at http://www.ccdt.ca/english/ldpe/index.htm called the Living Donor Paired Exchange Registry (LDPE). 

According to the Canadian Organ Replacement Registry's 2008 annual report, there were an estimated 33,832 people with end-stage renal disease in Canada at the end of 2006, an increase of 69.7% since 1997. Of these, 
20,465 were on dialysis and 13,367 were living with a functioning kidney transplant.  

 

US Dept of Health and Human Services: Organ Procurement and Transplantation Network (OPTN) Data reports: http://optn.transplant.hrsa.gov/latestData/viewDataReports.asp  
 

References – Transplantation Drug Treatment – www.RxFiles.ca   
                                                     
1 Micromedex. 2011 
2 Briggs G, Freeman, Roger, Yaffe, Sumner, ed. Drugs in Pregnancy and Lactation. 9th ed: TechBooks 
3 e-CPS [Internet]. Ottawa (ON): Canadian Pharmacists Association; c2007 [cited 2007 Jul 30]. Available from: http://www.e-cps.ca. Also available in paper copy from the publisher. 
4 Schonder Kristine S, Johnson Heather J, "Chapter 92. Solid-Organ Transplantation" (Chapter). Joseph T. DiPiro, Robert L. Talbert, Gary C. Yee, Gary R. Matzke, Barbara G. Wells, L. Michael Posey: Pharmacotherapy: A Pathophysiologic Approach, 7e:  
   http://www.accesspharmacy.com/content.aspx?aID=3210287. 
5 Ross, H & Hendry, P et al. 2001 Canadian Cardiovascular society consensus conference on cardiac transplantation. Can J Cardiol 2003:19(6) 
6 Kasiske B et al. (2004) National Kidney Foundation: clinical practice guidelines for managing dyslipidemias in kidney transplant patients: a report from the Managing Dyslipidemias in Chronic Kidney Disease Work Group of the National Kidney Foundation  
   Kidney Disease Outcomes Quality Initiative. Am J Transplant 4 (Suppl 7): S13–S53 
7 Rigatto, C& Parfrey, P. Therapy Insight: management of cardiovascular disease in the renal transplant recipient. Nature Clinical Practice Nephrology 2006;2:514-526. 
8 De Vitto, D & Song, M. Risk profile for cardiovascular morbidity and mortality after lung transplantation. Nurs Clin N Am 2008;43:37-53. 
9 Estes CM, Westhoff C. Contraception for the transplant patient. Semin Perinatol. 2007 Dec;31(6):372-7. Review. 
   McKay DB, Josephson MA. Pregnancy in recipients of solid organs--effects on mother and child. N Engl J Med. 2006 Mar 23;354(12):1281-93.  
10 Helderman, JH & Goral, S. Gastrointestinal complications of transplant immunosuppresion. Review. Am J Nephrol 2002;13:277. 
11 Clive, DM. Renal transplant-associated hyperuricemia and gout. J Am Soc Nephrol 2000; 11:974. 
12Guidelines for vaccination of solid organ transplant candidates and recipients. Am J Transplant. 2004; 4 (Suppl. 10): 160–163  
13 Avery RK, Michaels M. Update on immunizations in solid organ transplant recipients: what clinicians need to know. Am J Transplant. 2008 Jan;8(1):9-14. Epub 2007 Dec 18. 
14 Stein, E. et al. Post-transplant osteoporosis. Endocrinol Metab Clin N Am 36 (2007) 937-963 
15 Epstein–Barr virus and lymphoproliferative disorders after transplantation. Am J Transplant 2004; 4 (Suppl. 10): 59–65 
16 Preiksaitis JK. New developments in the diagnosis and management of posttransplant lymphoproliferative disorders in solid organ transplant recipients. CID 2004;34:1016-23 
     Trappe R, Oertel S, Leblond V, et al, for the German PTLD Study Group and the European PTLD Network. Sequential treatment with rituximab followed by CHOP chemotherapy in adult B-cell post-transplant lymphoproliferative disorder (PTLD): the  
     prospective international multicentre phase 2 PTLD-1 trial. Lancet Oncol 2011; online Dec 13. 
     Murukesan V, Mukherjee S. Managing post-transplant lymphoproliferative disorders (PTLD) in solid-organ transplant recipients: a review of immunosuppressant regimens. Drugs. 2012 Aug 20;72(12):1631-43. 
17 Cytomegalovirus. American Journal of Transplantation 2004; 4 (Suppl. 10): 51–58 
18 Preiksaitis, J et al. Canadian society of transplant consensus workshop on cytomegalovirus management in solid organ transplantation final report. American Journal of Tranplantation 2005;5:218-227. 
    Kalil Andre C., Mindru Cezarina, Florescu Diana F. Effectiveness of Valganciclovir 900 mg versus 450 mg for  Cytomegalovirus Prophylaxis in Transplantation: Direct and Indirect Treatment Comparison Meta-analysis Clin Infect Dis. ciq143 first  
    published online Dec 28, 2010 doi:10.1093/cid/ciq143   
19 Davidson et al. New onset diabetes after transplantation: 2003 International Consensus Guidelines. Transplantation 2003:75;10 
20 Marchetti, P. New-Onset Diabetes after transplantation. J Heart Lung Transplantation 2004;23:S104-201 
21 Ponticelli, C & Passerini, P. Gastrointestinal complications in renal transplant recipients. Transplant International 2005;18:643-650. 
22 Ojo, A.O. Renal disease in recipients of nonrenal solid organ transplantation. Semin  Nephrol. 2007; 27(4): 498-507  
23 Park, JM & Luan FL. Management of hypertension in solid-organ transplantation. Progress in Transplantation 2005;15(1):17-23. 
     Dunn BL, Teusink AC, Taber DJ, et al; Management of hypertension in renal transplant patients: a comprehensive review of nonpharmacologic and pharmacologic treatment strategies. Ann Pharmacother. 2010 Jul-Aug;44(7-8):1259-70. 
24 Orens, JB & Garrity, ER. Lung Transplantation and Organ Allocation. Proc Am Thorac Soc. 2009;6:13-19 
    Thabut Gabriel; Christie Jason D.; Kremers Walter K.; et al. Survival Differences Following Lung Transplantation Among US Transplant Centers. JAMA. 2010;304(1):53-60.  
    Mascia Luciana, Pasero Daniela, Slutsky Arthur S., et al. Preliminary Communication Effect of a Lung Protective Strategy for Organ Donors on Eligibility and Availability of Lungs for Transplantation: A Randomized Controlled Trial. JAMA.  
   2010;304(23):2620-2627.doi:10.1001/jama.2010.1796. 
25 Simonson SG et al. Rosuvastatin pharmacokinetics in heart transplant recipients administered an antirejection regimen including cyclosporine. Clin Pharmacol Ther. 2004 Aug;76(2):167-77. 
26. Lichtenstein GR, Abreu MT, Cohen R, Tremaine W; American Gastroenterological Association. American Gastroenterological Association Institute technical review on corticosteroids, immunomodulators, and  infliximab in inflammatory bowel  
      disease. Gastroenterology. 2006 Mar;130(3):940-87. 
27. Stamp L, Searle M, O'Donnell J, Chapman P. Gout in solid organ transplantation: a challenging clinical problem. Drugs. 2005;65(18):2593-611. 
28. Navaneethan SD, Perkovic V, Johnson DW, Nigwekar SU, Craig JC, Strippoli GF. HMG CoA reductase inhibitors (statins) for kidney transplant recipients. Cochrane Database Syst Rev. 2009 Apr 15;(2):CD005019. 
      Riella LV, Gabardi S, Chandraker A. Dyslipidemia and Its Therapeutic Challenges in Renal Transplantation. Am J Transplant. 2012 May 11. 
29. Burton JR, Burton I, Pearson GJ. Clopidogrel-precipitated rhabdomyolysis in a  stable heart transplant patient. Ann Pharmacother. 2007 Jan;41(1):133-7. Epub 2007 Jan 2. 
30. Mascia Luciana, Pasero Daniela, Slutsky Arthur S., et al. Preliminary Communication Effect of a Lung Protective Strategy for Organ Donors on Eligibility and Availability of Lungs for Transplantation: A Randomized Controlled Trial. JAMA.  
      2010;304(23):2620-2627.doi:10.1001/jama.2010.1796. 
31. Torpy Janet M., Lynm Cassio, Golub Robert M.. JAMA Patient Page : Kidney Transplantation.  JAMA. 2011;305(6):634.doi:10.1001/jama.305.6.634.  
32. Pavlakis Martha. Live Kidney Donation: A 36-Year-Old Woman Hoping to Donate a Kidney to Her Mother. JAMA. 2011;305(6):592-599.Published online January 18, 2011. doi:10.1001/jama.2011.56. 
33. Vitale A, Ramirez MR, Zanus G, et al, on behalf of the Italian Liver Cancer group. Barcelona Clinic Liver Cancer staging and transplant survival benefi t for patients with hepatocellular carcinoma: a multicentre, cohort study. Lancet Oncol 2011. 



                                                                                                                                                                                                                                       
34. Trappe R, Oertel S, Leblond V, et al, for the German PTLD Study Group and the European PTLD Network. Sequential treatment with rituximab followed by CHOP chemotherapy in adult B-cell post-transplant lymphoproliferative disorder (PTLD): the  
       prospective international multicentre phase 2 PTLD-1 trial. Lancet Oncol 2011; online Dec 13. 
35. Kharfan-Dabaja MA, et al. A novel therapeutic cytomegalovirus DNA vaccine (TransVax)  in allogeneic haemopoietic stem-cell transplantation: randomised, double-blind, placebo-controlled, phase 2 trial. Lancet Infect Dis 2012; online Jan 10.  
36. Deshpande NA, James NT, Kucirka LM, et al. Pregnancy outcomes in liver transplant recipients: a systematic review and meta-analysis. Liver Transpl 2012;18:621–629.   
37. Vos R, Vanaudenaerde BM, Verleden SE, et al. Antiinflammatory and Immunomodulatory Properties of Azithromycin Involved in Treatment and Prevention of Chronic Lung Allograft Rejection.Transplantation. 2012 Mar 28.  
38. Vos R, Vanaudenaerde BM, Ottevaere A, Verleden SE, et al. Long-term azithromycin therapy for bronchiolitis obliterans syndrome: divide and conquer?J Heart Lung Transplant. 2010 Dec;29(12):1358-68.  
      Vos R, Vanaudenaerde BM, Verleden SE, et al. A randomised  controlled trial of azithromycin to prevent chronic rejection after lung transplantation. Eur Respir J. 2011 Jan;37(1):164-72.  
39. Lentine KL, Costa SP, Weir MR, et al; on behalf of the American Heart Association (AHA) Council on the Kidney in Cardiovascular Disease and Council on Peripheral Vascular Disease. Cardiac Disease Evaluation and Management Among  
      Kidney and Liver Transplantation Candidates: A Scientific Statement From the American Heart Association and the American College of Cardiology Foundation. Circulation. 2012 Jul 2.  
40. FDA has approved a test to help gauge the progress of cytomegalovirus (CMV) antiviral therapy in solid-organ transplant recipients.  The COBAS AmpliPrep/COBAS TaqMan CMV test measures the patient's viral load by determining the amount 
      of CMV nucleic acid present in the plasma. The test is intended to monitor treatment efficacy, and is not approved for CMV screening or diagnosis. 
41. Lentine KL, Costa SP, Weir MR et al; American Heart Association Council on the Kidney in Cardiovascular Disease and Council on Peripheral Vascular Disease.  Cardiac disease evaluation and management among kidney and liver  
       transplantation candidates: a scientific statement from the american heart association and the american college of cardiology foundation. J Am Coll Cardiol. 2012 Jul 31;60(5):434-80. 
42.  Kilic A, Merlo CA, Conte JV, Shah AS. Lung transplantation in patients 70 years old or older: Have outcomes changed after implementation of the lung allocation score? J Thorac Cardiovasc Surg. 2012 Nov;144(5):1133-8. 
43.  Starling RC. Advanced heart failure: Transplantation, LVADs, and beyond. Cleve Clin J Med. 2013 Jan;80(1):33-40. 
44. Halpern SD. Turning wrong into right: the 2013 lung allocation controversy. Ann Intern Med. 2013 Sep 3;159(5):358-9. 
45. Sorensen LG, et al; Studies of Pediatric Liver Transplantation (SPLIT) Research Group and the Functional Outcomes Group (FOG). Longitudinal Study of Cognitive and Academic Outcomes after Pediatric Liver Transplantation. J Pediatr. 2014May3. 
46. Woillard J, Lebreton V, Neely M, et al. Pharmacokinetic tools for the dose adjustment of cyclosporine in Hematopoietic Stem Cell transplant patients. Br J Clin Pharmacol. 2014 Apr 2. 
 
 
 
 
 
 
 
 
 


	Table of Contents



