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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) and prohormone of BNP (NT-proBNP) assay cut-off points for the diagnosis of heart failure3 

 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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QT PROLONGATION and TORSADES DE POINTES: DRUGS and SUDDEN DEATH 
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 Other acne drugs 

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

Common: less irritating than BP, 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 BP) 

DI: ↑ skin irritation or drying effect: Abrasive or medicated soaps or cleansers; Acne preps (e.g., BP, Resorcinol, Sulfur, Tretinoin); alcohol-
containing topicals (After-shave lotions, perfumed toiletries, cosmetics/soaps with a strong drying effect); Isotretinoin 
OD or BID, 3-6% is keratolytic , OTC: $10-15 
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Benzoyl peroxide products: Adasept B.P. .5 acne gel; Clean & Clear Continuous Control = BP 5% lotion = WATER based; CLEAN & CLEAR PERSA-GEL = BP 5% gel = WATER BASED; OVERNIGHT ACNE CONTROL LOTION = BP 3% lotion = WATER based;  
                                           CLEAR ACNE TREATMENT CREAM = BP 5% cream = WATER based; CLEAR PORE ON-THE SPOT ACNE TREATMENT, VANISHING  = BP 2.5% lotion; CLEAR SKIN TREATMENT REPAIRING LOTION = BP 3.7% lotion; 
                                           CLEAR ZONE ACNE SYSTEM SKIN PURIFYING MOISTURIZER = BP 3.5% lotion; CLEARASIL STAYCLEAR ACNE TREATMENT CREAM BP PLUS - VANISHING  = BP 5% cream; CLEARZ - IT = BP 5% lotion; 
                                           CLINIQUE ACNE SOLUTIONS CLEARING MOISTURIZER = BP 2.5% lotion; CLINIQUE ACNE SOLUTIONS EMERGENCY LOTION  = BP 5% lotion; DERMACNE LOTION TRAITMENT 5% = BP 5% lotion; 
                                           DERMALOGICA SPECIAL CLEARING BOOSTER = BP 5% lotion; LIFE ACNE MEDICATION = BP 5% gel; MEDICATED ACNE GEL 5% = BP 5% gel; NATURE'S CURE ACNE TREATMENT = BP 5% cream; 
                                           OBAGI CLENZIDERM ACNE GEL = BP 5% gel; OXY 5 COVER UP FORMULA = BP 5% cream; OXY 5 SENSITIVE SKIN VANISHING LOTION  = BP 2.5% lotion; OXY 5 VANISHING FORMULA  = BP 5% lotion; 
                                           OXYDERM LOT 20% = BP 20% lotion - Schedule F; OXYDERM LOTION 10% = BP 10% lotion - Schedule F; OXYDERM LOTION 5% = BP 5% lotion; PURE PEFECTION CLASSIC REPLENISHING CLEANSER  = BP 2.5% cream; 
                                           PURE PERFECTION CLASSIC RENEWING CREME  = BP 2.5% cream; RODAN & FIELDS/PROACTIV SOLUTION:RENEWING CLEANSER = BP 2.5% lotion; RODAN & FIELDS/PROACTIV SOLUTION:REPAIRING LOTION = BP 2.5% lotion; 
                                           SPECTRO ACNECARE DEEP PORE VANISHING LOTION = BP 5% lotion; SPECTRO ACNECARE VANISHING LOTION FOR SENSITIVE SKIN  = BP 2.5% lotion; CLEAR ZONE ACNE SYSTEM SKIN PURIFYING WASH = BP 3.5% liquid (WASH); 
                                           PANOXYL CREAMY WASH 4% = BP 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%). 
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) 
Garner SE, Eady EA, Popescu C, Newton J, Li WA.  Minocycline for acne vulgaris: efficacy and safety.Cochrane Database Syst Rev. 2003;(1):CD002086. 
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).  
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/   
Medical Letter Nov 20/06. Extended release minocycline od (Solodyn) for acne 
March 15, 2007 – InfoPOEMs: Dapsone gel effective for acne vulgaris treatment. Bottom Line: 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)  
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. 
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. 
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. 
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1 American Hospital Formulary System (AHFS) Drug Information 2008. 
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  
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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) ) 
 
 
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.) 
 
Drugs for acne, rosacea and psoriasis. Treat Guidel Med Lett. 2005 Jul;3(35):49-56. 
 
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-)) 
 
Kelso JM. Application of topical corticosteroids to sites of positive immediate-type allergy skin tests to relieve itching: results of a double-blind, placebo-controlled  
trial. Ann Allergy Asthma Immunol. 2007 Feb;98(2):182-4. The application of corticosteroid cream to sites of positive immediate-type allergy skin tests does not 
provide relief of itching; therefore, this practice should be abandoned. Instead, patients should be informed that any itching they may be experiencing will substantially 
resolve during the next 30 minutes and that application of such topical treatment will not hasten the relief of itching. 
 
Knight AK, Boxer M, Chandler MJ. Alcohol-induced rash caused by topical tacrolimus. Ann Allergy Asthma Immunol. 2005 Sep;95(3):291-2.  
 
Kreuter A, et al. 1% pimecrolimus, 0.005% calcipotriol, and 0.1% betamethasone in the treatment of intertriginous psoriasis: a double-blind, randomized controlled 
study. Arch Dermatol. 2006 Sep;142(9):1138-43. The 1% pimecrolimus was shown to be less potent than 0.1% betamethasone in the treatment of IP. Considering the 
adverse-effect profile of long-term application of corticosteroids, occasional or intermittent rescue therapy with short-term topical corticosteroids and maintenance with a 
less potent agent, such as 1% pimecrolimus or 0.005% calcipotriol, might be appropriate for patients with IP in general practice. (InfoPOEMs: For intertriginous psoriasis 
(IP), betamethasone is more effective than calcipotriol; calcipotriol is more effective than placebo; & pimecrolimus is mimimally, if at all, effective. (LOE = 1b) ) 
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Excellence (NICE); 2004 Aug. 34 p. (Technology appraisal guidance; no. 81). 
 
National Institute for Clinical Excellence (NICE). Atopic eczema in children: Management of atopic eczema in children from birth up to the age of 12 years. 
                     http://www.nice.org.uk/guidance/index.jsp?action=byID&o=11901  
 
Paller AS, Lebwohl M, Fleischer AB, and the US/Canada Tacrolimus Ointment Study Group. Tacrolimus ointment is more effective than pimecrolimus cream with a 
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similar with both treatments. However, there is recent concern about the potential for an increased risk of skin cancer with prolonged use of either product. (LOE = 1b)) 
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(InfoPOEMs: Tacrolimus is an option for the treatment of pityriasis alba (PA). Note that this drug has not been approved for use in children younger than 2 years 
and should be used in all patients for as short a time as possible since long-term use has been associated with an increased risk of lymphoma and skin cancer. Since PA 
is a self-limiting condition, with patients in the control group improving throughout the study, this expensive and potentially harmful agent should only be used after a 
careful discussion of the risks and benefits with patients and their parents. Moisturizers, sun block, and low-dose corticosteroids are first-line treatments. (LOE = 1b) ) 
 
Rustin MH. The safety of tacrolimus ointment for the treatment of atopic dermatitis: a review. Br J Dermatol. 2007 Nov;157(5):861-73. Epub 2007 Sep 13. 
 
Schwarz T, Kreiselmaier I, Bieber T, et al. A randomized, double-blind, vehicle-controlled study of 1% pimecrolimus cream in adult patients with perioral dermatitis. 
J Am Acad Dermatol. 2008 Jul;59(1):34-40. Epub 2008 May 7. Adults with perioral dermatitis clinically improve faster with 1% pimecrolimus cream (Elidel) 
compared with inactive placebo, but after 1 month there is no longer any significant difference in response rates between active and control therapy. In this study, the 
subgroup of patients with a history of topical corticosteroid use received significantly more benefit from pimecrolimus cream. (LOE = 1b-)  
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FDA: Nov/07 Cosmetic Eyelash-Lengthener Seized The FDA says U.S. marshals have seized more than 12,000 applicator tubes of  
               Age Intervention Eyelash, a cosmetic promoted to increase eyelash growth, because of concerns it may cause eye damage. 
               In a press release the agency said that the product is an "adulterated cosmetic" because it contains bimatoprost (Lumigan), used to treat elevated intraocular pressure. In  
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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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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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Upcoming Trials in Diabetes/CV Risk Prevention:  

 NAVIGATOR (Nateglinide and Valsartan in Impaired Glucose Tolerance Outcomes Research);    TRANSCEND (Telmisartan Randomized Assessment Study in aCE iNtolerant subjects with 
cardiovascular Disease);   RAPSODI (rimonabant in diabetes prevention) 

 
Prediabetes ADA: 

• Includes: 1) Impaired Fasting Glucose {8hr fasting BG between 5.6-6.9mmol/L) & 2) Impaired glucose tolerance {Postprandial BG of 7.8-11.0mmol/L 2hrs post 75g oral glucose challenge} 
• Risk factors: family hx, obesity – especially around waist, age >45, hypertension, gestational diabetes hx, sedentary lifestyle.  Screening recommendations vary; USPSTF recommends screening particularly if BP >135/80.  Oral Glucose 

Challenge most recommended, but A1c screen also advocated by some.   
 
 
Q&A: Limitations & Unanswered Questions Regarding A1C Control and Clinical Outcome  - Benefits or Risks 
 
There are some important qualifiers on the commonly quoted observation that "with every one percent drop in A1C the risk of developing long-term diabetes complications decreases".  
(Concept originally based on observational data driven by an eye related microvascular endpoint in the UKPDS).  Current evidence call this assumption into question. 
 

• Most recently the ACCORD trial (established, higher risk T2DM) was halted after looking at whether a A1C target of <6% would result in beneficial clinical outcomes compared to 7-7.9%.  
According to the preliminary results still awaiting publication, it would appear from this RCT that the extra 1.1% drop in A1C seen in the intensive group was actually associated with 
increased all cause death compared to the standard group.  Explanations for this are still pending…  (See also; http://www.rxfiles.ca/rxfiles/uploads/documents/Diabetes-Targets-ACCORD-A1C.pdf ).   

 

• With the current RCT evidence with rosiglitazone, there is some concern that lowering A1C does not necessarily result in CV event reductions?  With the limited evidence, it appears to at 
best be neutral, and at worst be harmful in RCTs/durations studied so far (e.g. up to 4 year RCTs.)  Patients studied and hypoglycemic agents used may affect the benefit/risk potential.   

 

• The UKPDS-33, ~ 10 year trial saw reductions predominantly in the microvascular events (predominantly photocoagulation), with stroke and heart related endpoints not significant, but 
trending favorably and contributing to the composite endpoint benefit.  (Exception: metformin had all-cause death reduction in obese T2DM in UKPDS-34) 

 

• In UKPDS 34,p860 which noted a mortality benefit for metformin in obese T2DM, there is inconsistency in the association of A1C & outcomes (less A1C difference but more benefit UKPDS34 VS 33 ) 
 

• In UKPDS 34 Metformin + Sulfonylurea combination led to a lower A1C than Sulf alone (7.7 vs 8.2) but had higher incidence of DM death and all cause death (perhaps due to design 
issues and a several year delay in moving to combination therapy) . 

 

• The UKPDS epidemiologic evidence for the 1% drop in A1C did not control for obesity/BMI/waist circumference. UKPDS 35 
 

• In ADOPT, rosiglitazone decreased A1C more that metformin or glyburide, but glyburide had the lowest rate of CV outcomes. 
 

There is some disconcordence between randomized trial outcome evidence and the frequently reported "1% A1C..." benefit.  One thing that has growing certainty is that the risks and benefits of 
drug regimens that lower A1C is more complex than what was previously commonly accepted.  While a high A1C is not good, some methods of lowering A1C in some patient groups, may also 
be harmful.  While we do not want to be lazy in addressing glucose control, the evidence suggests that we 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.} 

Multfactorial intervention - blood pressure, lipids, ASA, lifestyle – in addition to glucose control, is essential in reducing macrovascular endpoints! 
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                  efficacy for antipsychotic-induced weight gain. Lifestyle intervention plus metformin showed the best effect on weight loss. Metformin alone was more effective in weight loss and improving insulin sensitivity than lifestyle intervention alone. 
 

 
 
 

 
 
Useful websites: 
UK multicentre obesity management project www.counterweight.org 
Lifestyle changes week by week plan for patients taking sibutramine www.changeforlifeonline.com  
Rimonabant support site www.itswhatyougain.co.uk  
Cochrane reviews www.cochrane.org  
Obesity drug news www.obesity-news.com  



 
                                                           
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 2008 
 
Additional references: 
 

      Health Canada Apr/07 is warning consumers about Bitter orange & cardiovascular reactions in the Canadian Adverse Reactions April 2007 Newsletter.  
The Safe Use of Health Products for Weight Loss. Health Canada April 2007 http://www.hc-sc.gc.ca/iyh-vsv/med/weight-amaigr_e.html  
Pharmacist’s Letter: Health Benefits of Drinking Green Tea. Nov 2006. 
Savitz DA, Chan RL, Herring AH, et al. Caffeine and miscarriage risk. Epidemiology. 2008 Jan;19(1):55-62. There is little indication of possible harmful effects  
                 of caffeine on miscarriage risk within the range of coffee and caffeine consumption reported, with a suggested reporting bias among women with losses  
                 before the interview. 

     Vanherweghem JL, et al.  Rapidly progressive interstitial renal fibrosis in young women: association with slimming regimen including Chinese herbs. Lancet.  
                      1993 Feb 13;341(8842):387-91.  
     Weng X, Odouli R, Li DK. Maternal caffeine consumption during pregnancy and the risk of miscarriage: a prospective cohort study. Am J Obstet Gynecol. 2008  
                       Jan 24; [Epub ahead of print] Our results demonstrated that high doses of caffeine intake during pregnancy increase the risk of miscarriage,  
                       independent of pregnancy-related symptoms. 

 



 
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) 
 
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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Notes: 
• VSL#3 is a probiotic mixture that contains Bifidobacterium (B. longum, B. infantis and B. breve); Lactobacillus (L. acidophilus, L. casei, L. delbrueckii ssp. 

Bulgaricus, and L. plantarum); and Streptococcus salivarius ssp. thermophilus.   
• Probiotic Mixture: Lactobacillus rhamnosus GG, L. rhamnosus LC705, Bifidobacterium breve Bd99 and Propionibacterium freudoenreichii ssp. shermanii JS. 

A total of 8-9x109 CFU/day; equal amount of each strain. 
 

References – IBS – www.RxFiles.ca  {Originally prepared by Lynette Kolodziejak for the RxFiles Academic Detailing Program} 
1. Micromedex. 2008. 
2. Association CP. Compendium of Pharmaceuticals and Specialties; 2007. 
3. Briggs G, Freeman, Roger, Yaffe, Sumner, ed. Drugs in Pregnancy and Lactation. 8th ed: TechBooks 2008. 
4. Kumar A KN, Vij JC, Sarin SK, Anand BS. Optimum dosage of ispaghula husk in patients with irritable bowel syndromw: correlation of symptom 

relief with whole gut transit time and stool weight. Gut. 1987;28(2):150-155. 
5. Zuckerman MJ. The role of fiber in the treatment of irritable bowel syndrome: therapeutic recommendations. J Clin Gastroenterol. Feb 2006;40(2):104-108. 
6. Efskind PS BT, Vatn MH. A double-blind placebo-controlled trial with loperamide in irritable bowel syndrome. Scandanvian Journal of 

Gastroenterology. 1996;31:463-468. 
7. Cann PA RN, Holdsworth CD et al. Role of loperamide and placebo in management of irritable bowel syndrome (IBS). Digestive diseases and 

sciences. 1984;29:239-247. 
8. Hadley SK, Gaarder SM. Treatment of irritable bowel syndrome. Am Fam Physician. Dec 15 2005;72(12):2501-2506. 
9. Wald A. Psychotropic Agents in Irritable Bowel Syndrome. J Clin Gastroenterol. 2002;35(Suppl):S53-S57. 
10. Abramowicz M. Treatment Guidelines: Drugs for Irritable Bowel Syndrome. The Medical Letter. March 2006;4(43):11-16. 
11. Tabas G BM, Wang J, Friday P, Mardini H, Arnold G. Paroxetine to treat Irritable Bowel Syndrome not responding to high-fiber diet: a double-blind, 

placebo-controlled trial. American Journal of Gastroenterology. 2004;99(5):914-920. 
12. Vahedi H, Merat S, Rashidioon A, Ghoddoosi A, Malekzadeh R. The effect of fluoxetine in patients with pain and constipation-predominant irritable 

bowel syndrome: a double-blind randomized-controlled study. Aliment Pharmacol Ther. Sep 1 2005;22(5):381-385. 
13. Talley NJ KJ, Boyce P, Tennant C, Huskie S, Jones M. Antidepressant Therapy (Imipramine and Citalopram) for Irritable Bowel Syndrome: A double-

blind, randomized, placebo-controlled trial. Digestive diseases and sciences; 2007. 
14. DiPiro, ed. Pharmacotherapy: A Pathophysiologic Approach. 6th ed. New York: McGraw-Hill Companies; 2005. 
15. Paterson WG, Thompson WG, Vanner SJ, et al. Recommendations for the management of irritable bowel syndrome in family practice. IBS Consensus 

Conference Participants. Cmaj. Jul 27 1999;161(2):154-160. 
16.  Evidence-based position statement on the management of irritable bowel syndrome in North America. Am J Gastroenterol. Nov 2002;97(11 Suppl):S1-5. 
17.  American Gastroenterological Association medical position statement: irritable bowel syndrome. Gastroenterology. Dec 2002;123(6):2105-2107. 
18.  Pharmacist’s Letter. FDA Permits restricted use of Zelnorm for Qualifying patients. Sept 2007. 
              April/08 FDA: Zelnorm for Emergency use only http://www.fda.gov/cder/drug/infopage/zelnorm/default.htm  
19. Wilson, J.  Irritable Bowel Syndrome: In the clinic. Annals of Int Med. 2007, July. 
20. Jailwala J, et al. Pharmacologic treatment of IBS: a systematic review of randomized, controlled trials. Ann Intern Med. 2000 Jul 18;133(2):136-47. 
21.  Irritable bowel syndrome in adults: diagnosis and management of irritable bowel syndrome in primary care NICE Guidelines Feb/08 

http://www.nice.org.uk/guidance/index.jsp?action=byID&o=11927#summary  
22.  Heaton KW, Radvan J, Cripps H, Mountford RA, Braddon FE, Hughes AO.  Defecation frequency and timing, and stool form in the general population:  
              a prospective study. Gut. 1992 Jun;33(6):818-24. (Type 1: separate hard lumps, like nuts, Type 2: sausage shaped but lumpy, Type 3: Like sausage or snake but with cracks on its surface, Type 4: Like sausage or 

snake, smooth and soft, Type 5: Soft blobs with clear cut edges, Type 6: Fluffy pieces with ragged edges, a mushy stool , Type 7: Watery, no solid pieces, entirely liquid) 

 



23.           Vahedi H, et al. Clinical trial: the effect of amitriptyline in patients with diarrhoea-predominant irritable bowel syndrome. Aliment Pharmacol Ther. 
2008 Apr;27(8):678-84. Epub 2008 Jan 30. Amitriptyline 10mg daily may be effective in the treatment of diarrhoea-predominant irritable bowel 
syndrome and at low dose is well tolerated. 

24.         Mayer EA. Clinical practice. Irritable bowel syndrome. N Engl J Med. 2008 Apr 17;358(16):1692-9. 
25.         Drossman DA. The functional gastrointestinal disorders and Rome III process. Gastroenterology. 2006 Apr;130(5):1377-90.  http://www.romecriteria.org  
26.         Drossman DA, Toner BB, Whitehead WE, et al. Cognitive-behavioral therapy versus education and desipramine versus placebo for moderate to severe  
              functional bowel disorders. Gastroenterology. 2003 Jul;125(1):19-31. 
27.         Spiller R, Aziz Q, Creed F, et al. Clinical Services Committee of The British Society of Gastroenterology. Guidelines on the irritable bowel syndrome:  
             mechanisms and practical management. Gut. 2007 Dec;56(12):1770-98. Epub 2007 May 8. 
28.        Wilhelm SM, Brubaker CM, Varcak EA, Kale-Pradhan PB. Effectiveness of probiotics in the treatment of irritable bowel syndrome. Pharmacotherapy. 2008  
             Apr;28(4):496-505. As probiotics have shown benefit and possess a favorable adverse-effect profile, their use may represent an option for symptom relief in  
            patients with IBS. However, additional data are necessary before probiotics can become a standard of care in the treatment of IBS. 
 
Additional References (post Feb 2008) 
29. Bahar RJ, Collins BS, Steinmetz B, Ament ME. Double-blind placebo-controlled trial of amitriptyline for the treatment of irritable bowel syndrome in adolescents. J Pediatr 

2008;152:685-9. 
30. Vahedi H, Merat S, Momtahen S, Kazzazi AS, et al. Clinical trial: the effect of amitriptyline in patients with diarrhoea-predominant irritable bowel syndrome. Aliment 

Pharmacol Ther. 2008;27:678-84. 
31. Camilleri M, Kerstens R, Rykx A, Vandeplassche L. A placebo-controlled trial of prucalopride for severe chronic constipation. N Engl J Med. 2008 May 29;358(22):2344-54. 

n=620. Over 12 weeks, prucalopride 2-4mg po daily x 12 weeks significantly improved bowel function and reduced the severity of symptoms in patients with severe chronic 
constipation. Larger and longer trials are required to further assess the risks and benefits of the use of prucalopride for chronic constipation. 

 
 
 
 
 
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 2008 – RxFiles, Saskatoon Health Region (SHR)   www.RxFiles.ca 

 



 

 

N&V EXTRAS:  
NHS – CKS: Nausea and Vomiting in Pregnancy - management: http://www.cks.library.nhs.uk/nausea_vomiting_in_pregnancy  
CINV Guidelines:  1) MASCC:  http://www.mascc.org/content/1.html  
  2) ASCO: http://www.asco.org/portal/site/ASCO/  
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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 
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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.  
Hedelin H, Stroberg P. Treatment for Erectile Dysfunction Based on Patient-Reported Outcomes: To Every Man the PDE5 Inhibitor that He Finds Superior. Drugs. 2005;65(16):2245-51.  
Kloner RA. Pharmacology and Drug Interaction Effects of the Phosphodiesterase 5 Inhibitors: Focus on alpha-Blocker Interactions. Am J Cardiol. 2005 Dec 26;96(12 Suppl 2):42-6. Epub 2005 Dec 5.  
Köhler TS, Kim J, Feia K, et al.  Prevalence of androgen deficiency in men with erectile dysfunction. Urology. 2008 Apr;71(4):693-7. Epub 2008 Mar 3. Androgen deficiency was quite common in men presenting with ED and correlated  
                   significantly with age, uncontrolled diabetes, hypercholesteremia, and anemia. Although additional prospective studies evaluating the effect of testosterone supplementation in this population are needed, clinicians, including urologists, should be keenly aware of the large  
                    overlap of patients with ED who might also have the entity, androgen deficiency in the aging male. 
Kostis JB, Jackson G, Rosen R, et al. Sexual dysfunction and cardiac risk (the Second Princeton Consensus Conference). Am J Cardiol. 2005 Jul 15;96(2):313-21.  
Ma RC, So WY, Yang X, et al.Erectile dysfunction predicts coronary heart disease in type 2 diabetes.J Am Coll Cardiol. 2008 May 27;51(21):2045-50. 
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McMahon CN, Smith CJ, Shabsigh R.  Treating erectile dysfunction when PDE5 inhibitors fail. BMJ. 2006 Mar 11;332(7541):589-92. 
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Melnik T, Soares B, Nasselo A. Psychosocial interventions for erectile dysfunction. Cochrane Database Syst Rev. 2007 Jul 18;(3):CD004825. There was evidence that group psychotherapy may improve erectile function. Treatment response varied between patient  
                 subgroups, but focused sex-group therapy showed greater efficacy than control group (no treatment). In a meta-analysis that compared group therapy plus sildenafil citrate versus sildenafil, men randomised to receive group therapy plus sildenafil showed significant  
                 improvement of successful intercourse, and were less likely than those receiving only sildenafil to drop out. Group psychotherapy also significantly improved ED compared to sildenafil citrate alone. Regarding the effectiveness of psychosocial interventions for the treatment of  
                ED compared to local injection, vacuum devices and other psychosocial techniques, no differences were found. 
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Muller A, Smith L, Parker M, Mulhall JP. Analysis of the efficacy and safety of sildenafil citrate in the geriatric population. BJU Int. 2007 Jul;100(1):117-21. From these data, sildenafil is an effective agent in elderly men, but  
              had a lower efficacy rate with increasing age, especially in men aged >80 years. 
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Extras:   

1) ACs, Other: propantheline -less effective & ↑ SE than flavoxate & oxybutynin. 11 NICE states not to use1; Adult: 7.5mg tid, 7.5-30mg 3-5x/day, 60mg qid; Geriatric: 7.5mg tid; Peds: 7.5-15mg q4-6h;  
2) Adrenoreceptor agonists (phenylpropanolamine predominantly studied but use extended to ephedrine, pseudoephedrine): studied for SUI. But cardiac arrhythmias & HTN outweigh benefits 31.  
3) Belladonna & opium suppositories-used to relieve pain of uretal spasms & pain associated with bladder tenesmus that can occur post-op32. Some report use in nocturnal diuresis11 

      dicyclomine -insufficient data to recommend over other agents, dose 20-40mg qid.11 
4) Flavoxate: Not used for OAB currently1 but may be used in discomfort associated with BPH. Efficacy might be comparable to propantheline according to older, short-term studies11.  
      Dose: Adult: 100-200mg tid-qid. May reduce dose with Sx improvement. One trial found 1200mg to be superior to 600mg/day. May be effective in children from 6-12 y/o experiencing nocturnal  
      enuresis (33% vs 17% response in placebo)11. Pediatrics > 12y/o: 100-200mg tid-qid. May reduce dose with Sx improvement11. 
5) Phenazopyridine11: used strictly as a urinary analgesic. The necessity of this medication would suggest pathology different from UI. Dose: Adult: 200mg tid after meals. If renal GFR > 50ml/min 200mg q8-16h.  Avoid if    
    GFR < 50ml/min.  Geriatrics: ↑risk of accumulation & toxicity. SE: discolor urine 
6) Propiverine 53: tertiary amine with anticholinergic & calcium channel antagonist activity; has active metabolites; dose: 15mg IR bid or 30mg ER daily; available United Kingdom 2006. 

   

Oxybutynin (Oxy) vs Tolterodine 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 4 vs Oxy 5 ; open label trial & subjective assessments subject to bias.51 
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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 
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Extras 
Combos to Avoid: Early virologic failure: abacavir + lamivudine (or emtricitabine) + tenofovir ; didanosine + lamivudine (or emtricitabine) + tenofovir; didanosine + tenofovir + NNRTI;  
lamivudine/emtricitabine + tenofovir + nevirapine66 
          ↑SE: 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)67 or indinavir (will maintain hormone levels) 
 

{Refractory large volume diarrhea, HIV related: octreotide (50-500mcg sc tid)$$$ }68,69 
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©  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 
 Prophylaxis: 0.5 mg(base)/kg/day  
 Terminal Prophylaxis: 0.5 mg/kg/day x14d 
Adult Dosing 
 Prophylaxis: 52.6 mg (30 mg base) OD  $ 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 deficiencies, 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 

 

 
{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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C/D  

Primaquine eradicates latent parasites in the liver. 

Risk also ↑’d with >6month stay, in part 
due to underuse of protection measures. 

Stand-By Emergency Treatment (self-admin) 

may be recommended in select cases. 
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Hydroxychloroquine PLAQUENIL,g  
     200mg tab   
 {Not used very often! Licensed for malaria in USA} 
 

Second-line: chloroquine sensitive malaria       C   
   - 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 
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• Caution: pts with hepatic failure, G6PD deficiency, pre-
existing auditory damage; psoriasis, prophyria  
{Pregnancy: considered safe} 

• 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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URINARY TRACT INFECTIONS (UTI), ADULT – TREATMENT OPTIONS 
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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 )- 
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Thomas J, Karver S, Cooney GA, et al. Methylnaltrexone for opioid-induced constipation in advanced illness. N Engl J Med. 2008 May 29;358(22):2332-43. Subcutaneous  
         methylnaltrexone rapidly induced laxation in patients with advanced illness and opioid-induced constipation. Treatment did not appear to affect central analgesia or precipitate  

            opioid withdrawal. {InfoPOEMs Aug2008: Methylnaltrexone (Relistor) is effective for the treatment of opioid-induced constipation in hospice patients. However, long-term safety is not known, so it should not be widely used for nonterminally 
ill patients until longer studies have been performed. (LOE = 1b)} 

Treatment Guidelines from the Medical Letter. Pharmaceutical Drug Overdose. Sept 2006. (Opiates: naloxone treatment) 
Van den Brink W, Haasen C. Evidenced-based treatment of opioid-dependent patients. Can J Psychiatry. 2006 Sep;51(10):635-46.  
Wilson JF. Strategies to stop abuse of prescribed opioid drugs. Ann Intern Med. 2007 Jun 19;146(12):897-900. 
 
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. 
 
Opioid Intolerance: 

• Pseudoallergy (COMMON! – may use non-opioid, lower opioid dose, alternate opioid even from same class, addition of H1 diphenhydramine +/- H2 ranitiidine blocker. 
o Flushing, itching, hives, sweating, and/or mild hypotension 
o Itching, flushing or hives at injection site only 

• Potential true opioid allergy (RARE! - would require change to non-opioid or opioid from different chemical class – see below) 
o Severe hypotension 
o Skin reaction other than (Flushing, itching, hives) 
o Breathing, speaking, swallowing difficulties 
o Swelling of the face, lips, mouth, tongue, pharynx or larynx 

Opioid Chemical Class 
1. Phenylpiperidines: meperidine, fentanyl, sufentanil, remifentanil 



                                                                                                                                                                                                                                                                                                      
2. Diphenylheptanes: methadone, propoxyphene 
3. Morphine group: morphine, codeine, hydromorphone, nalbuphine, butorphanol, levorphanol, pentazocine 

 
New Drugs {Not yet in Canada Feb 07) 

• Oral Oxymorphone (Opana, Opana ER) 
i. Potency is about 10x more potent than morphine!  Caution! 

ii. Immediate release: 5, 10mg tabs 
iii. Extended release; 5, 10, 20, 40 mg tabs 



 

 

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 

 Benzocaine –in NG tube placement controversial10 Causes methemoglobinemia!!!  AVOID! 
 Lidocaine iontophoresis {Numby Stuff}: mild electric current penetrates skin more quickly; 

effective in 10-20min. 59 EMLA similar or slightly better.60,61   (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 62  
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:63 
 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 postop pain in very young children 
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://painsourcebook.ca/pdfs/pps92.pdf    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  
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Carbajal R, Rousset A, et al. Epidemiology and treatment of painful procedures in neonates in intensive care units. JAMA. 2008 Jul 2;300(1):60-70. During neonatal  
       intensive care in the Paris region, large numbers of painful and stressful procedures were performed, the majority of which were not accompanied by analgesia. 
Codipietro L, et al. Breastfeeding or oral sucrose solution in term neonates receiving heel lance: a randomized, controlled trial. Pediatrics. 2008 Sep;122(3):e716-21.  
      This study suggests that breastfeeding provides superior analgesia for heel lance compared with oral sucrose in term neonates. 
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Essential Tremor (ET) & Restless Legs Syndrome (RLS) - Treatment Options 
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Vignatelli L, Billiard M, Clarenbach P, et al; EFNS Task Force.   EFNS guidelines on management of restless legs syndrome and periodic limb movement disorder in sleep. Eur J Neurol. 2006  
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Winkelman JW, Allen RP, Tenzer P, Hening W. Restless legs syndrome: nonpharmacologic and pharmacologic treatments. Geriatrics. 2007 Oct;62(10):13-6. 
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           syndrome (RLS) is associated with prevalent coronary artery disease and cardiovascular disease. This association appears stronger in those with greater frequency or severity of RLS symptoms. 
 
 
 
  
 

 



  
References: RxFiles – MIGRAINE AGENTS  
                                                           
1 Diener Hc et al.  Antimigraine drugs. J Neurol 1999;246:515-19. 
2 Evans RW and Lipton RB.  Topics in migraine management. Neurol Clinics 2001:19(1):1-21. 
3 Smith MA and Ross MB. Oral 5HT1 receptor agonists for migraine: comparative considerations. Formulary 1999; 34:324-38. 
4 Gawel MJ, et al. A systematic review of the use of triptans in acute migraine. Can J neurol Sci 2001;28:30-41. 
5 Lewis D, Ashwal S, Hershey A, Hirtz D, Yonker M, Silberstein S. Practice Parameter: Pharmacological treatment of migraine headache in children and adolescents: Report of the  
  American Academy of Neurology Quality Standards Subcommittee and the Practice Committee of the Child Neurology Society. Neurology. 2004 Dec 28;63(12):2215-24.  
6 Diener HC et al. A practical guide to the management and prevention of migraine.  Drugs 1998;56:811-24. 
7 Pryse-Phillips WE et al. Guidelines for the diagnosis and management of migraine in clinical practice. CAN Med Assoc J 1997;156(9): 1273-87. 
8 Dahlof C. Placebo controlled trials with ergotamine in the acute treatment of migraine. Cephalgia 1993;13:166-71. 
9 Ferrari MD et al. Oral triptans in acute migraine treatment: a meta analysis of 53 trials. The Lancet 2001;358: 1668-75. 
10 Limmroth V  and Michel M. The prevention of migraine: a critical review with special emphasis on B-adrenoceptor blockers. Br J Cin Pharmacol 2001;52:237-43. 
11 Brandes J, Saper J, Diamond M, et al. Topiramate for Migraine Prevention: A Randomized Controlled Trial. JAMA 2004;291 965-973 
12 Silberstein SD, Neto W, Schmitt J, Jacobs D; MIGR-001 Study Group. Topiramate in migraine prevention: results of a large controlled trial. Arch Neurol. 2004 Apr;61(4):490-5.  
13 Storey JR et al …Headache 2001;41:968-1000. 
14 Topiramate (Topamax) for prevention of migraine. Med Lett Drugs Ther. 2005 Jan 31;47(1201):9-10.  
15 Diener HC, Tfelt-Hansen P, Dahlof C, Lainez MJ, Sandrini G, Wang SJ, Neto W, Vijapurkar U, Doyle A, Jacobs D; MIGR-003 Study Group. Topiramate in migraine prophylaxis— 
    results from a placebo-controlled trial with propranolol as an active control. J Neurol. 2004 Aug;251(8):943-50.  
16 Diener HC, Rahlfs VW, Danesch U.  The first placebo-controlled trial of a special butterbur root extract for the 
prevention of migraine: reanalysis of efficacy criteria. Eur Neurol. 2004;51(2):89-97. Epub 2004 Jan 28.  
17 Blumenfeld A. Botulinum toxin type A as an effective prophylactic treatment in primary headache disorders. Headache. 2003 Sep;43(8):853-60.  
   Chilson CN, Brown SJ. Role of botulinum toxin type a in the prophylactic treatment of migraine headaches. Ann Pharmacother. 2005 Dec;39(12):2081-5. Epub 2005 Nov 1. 
   Blumenfeld AM, Schim JD, Chippendale TJ. Botulinum toxin type a and divalproex sodium for prophylactic treatment of episodic or chronic migraine. Headache. 2008 Feb;48(2):210- 
   20. Epub 2007 Nov 28. Both BoNTA and DVPX significantly reduced disability associated with migraine; BoNTA had a favorable tolerability profile compared with DVPX. 
    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. 
18 Linde K, Streng A, Jurgens S, et al. Acupuncture for patients with migraine: a randomized controlled trial. JAMA. 2005 May 4;293(17):2118-25. . (InfoPOEMs: Acupuncture and sham acupuncture  
    are equally more effective than no treatment in patients with migraine headaches. These results defend the adage that doing something is better than doing nothing. (LOE = 1b) ).  & Coeytaux RR, Kaufman JS, Kaptchuk TJ, et al. A  
   randomized, controlled trial of acupuncture for chronic daily headache. Headache. 2005 Oct;45(9):1113-23. 
19 Chronicle E, Mulleners W. Anticonvulsant drugs for migraine prophylaxis. Cochrane Database Syst Rev. 2004;(3):CD003226. 
20 Mathew NT, Rapoport A, Saper J, et al. Efficacy of gabapentin in migraine prophylaxis. Headache. 2001 Feb;41(2):119-28. 
     Jafarian S, et al. Gabapentin for prevention of hypobaric hypoxia-induced headache: randomized double-blind clinical trial. J Neurol Neurosurg Psychiatry. 2008 Mar;79(3):321-3.  
     Epub 2007 Oct 26. 
 
 
 
Other sources: 
1. Goadsby PJ, Lipton RB, Ferrari MD. Migraine – current understanding and treatment.  N Engl J Med 2002: 346(4):257-270. 
2. Adelman JA and Adelman RD. Current options for the prevention and treatment of migraine. Clinical Therapeutics 2001;23(6):772-788. 
3. Silberstein SD, Goadsby PJ, Lipton RB. Management of migraine – an algorithmic approach. Neurololgy 2000; 55(Suppl 2): S46-52. 
4. Morey SS. Practice guidelines…on migraine (a 5 part series…) Amer Family Physician 2000;61;1915ff   62: 2145-51, 2359-60, 2535-39. 
5. Becker WJ. Evidence based migraine prophylactic drug therapy. Can J Neurol Sci 1999; 26(Suppl 3): S27-32. 
6. Drug Information Handbook 8th edition. 
7. Drugs in Pregnancy & Lactation 8th edition (Briggs G, Freeman R, Yaffe S).  Lippincott Williams & Wilkins 2008, Philidelphia PA. 
8. Handbook of Clinical Drug Data 9th edition (Anderson P, Knoben J, Troutman W).  Appleton & Lange 1999, Stamford CT. 
9. Pharmacotherapy Handbook 2nd edition (Wells B, Dipiro J, Schwinghammer T, Hamilton C). Appleton & Lange 2000, Stamford CT. 
10. Therapeutic Choices 4rd edition (Gray J).  Canadian Pharmacists Association 2003.  
11. Snow V, Weiss K, Wall EM, Mottur-Pilson C; American Academy of Family Physicians; American College of Physicians-American Society of Internal Medicine. Pharmacologic management of acute 

attacks of migraine and prevention of migraine headache. Ann Intern Med. 2002 Nov 19;137(10):840-9.  



                                                                                                                                                                                                                                                                                                            
12. Lipton RB, Baggish JS, Stewart WF, Codispoti JR, Fu M. Efficacy and safety of acetaminophen in the treatment of migraine: results of a randomized, double-blind, placebo- 
         controlled, population-based study. Arch Intern Med. 2000 Dec 11-25;160(22):3486-92.  
13. Lewis DW. Headaches in children and adolescents. Am Fam Physician. 2002 Feb 15;65(4):625-32.  
14. Micromedex 2008 
15. Treatment Guidelines Medical Letter: Drugs for Migraine. March 2008; 6(67):17-22. 
 16.   Schreiber CP, Hutchinson S, Webster CJ, Ames M, Richardson MS, Powers C. Prevalence of migraine in patients with a history of self-reported or physician-diagnosed "sinus"  
         headache. Arch Intern Med. 2004 Sep 13;164(16):1769-72.  
 17.  Colman I, Brown MD, Innes GD, et al. Parenteral metoclopramide for acute migraine: meta-analysis of randomised controlled trials. BMJ. 2004 Dec 11;329(7479):1369-73.   
 18. Lewis D, Ashwal S, Hershey A, Hirtz D, Yonker M, Silberstein S. Practice Parameter: Pharmacological treatment of migraine headache in children and adolescents: Report of the  
       American Academy of Neurology Quality Standards Subcommittee and the Practice Committee of the Child Neurology Society. Neurology. 2004 Dec 28;63(12):2215-24.  
 19. Ferrari MD, Goadsby PJ, Roon KI, Lipton RB. Triptans (serotonin, 5-HT1B/1D agonists) in migraine: detailed results and methods of a meta-analysis of 53 trials. Cephalalgia. 2002  
       Oct;22(8):633-58. Erratum in: Cephalalgia. 2003 Feb;23(1):71.  
 20. Hall GC, Brown MM, Mo J, MacRae KD. Triptans in migraine: the risks of stroke, cardiovascular disease, and death in practice. Neurology. 2004 Feb 24;62(4):563-8.  
 21. Mauskop A, Graff-Radford S. Special treatment situations: alternative headache treatments. In: Standards of care for headache diagnosis and treatment. Chicago (IL): National  
       Headache Foundation; 2004. p. 115-22.  
22. Colman I, Brown MD, Innes GD, et al. Parenteral dihydroergotamine for acute migraine headache: a systematic review of the literature. Ann Emerg Med 2005;45:393-401.  
       (InfoPOEMs: Dihydroergotamine is not as effective as sumatriptan (Imitrex) when used by itself for the acute treatment of migraine. When used in combination with an anti-emetic it is at least as effective as analgesics. It should be used as a  
           second-line treatment in patients who don't initially respond to the treatments that are more likely to work. (LOE = 1a-) ) 
23. Schuurmans A, van Weel C. Pharmacologic treatment of migraine. Comparison of guidelines. Can Fam Physician. 2005 Jun;51:838-43.  
24. Moja P, Cusi C, Sterzi R, Canepari C. Selective serotonin re-uptake inhibitors (SSRIs) for preventing migraine and tension-type headaches. Cochrane Database Syst Rev. 2005 Jul  
      20;(3):CD002919. CONCLUSIONS: Over 2 months of treatment, SSRIs are no more efficacious than placebo in patients with migraine. In patients with chronic TTH, SSRIs are less efficacious than tricyclic antidepressants. In comparison with  
        SSRIs, the burden of adverse events in patients receiving tricyclics was greater. These results are based on short-term trials and may not generalise to longer-term treatment. 
25. Maizels M. The patient with daily headaches. Am Fam Physician. 2004 Dec 15;70(12):2299-306. 
26. Diener HC, Gendolla A, et al. Almotriptan in migraine patients who respond poorly to oral sumatriptan: a double-blind, randomized trial. Headache. 2005 Jul-Aug;45(7):874-82.  
27. Damen L, Bruijn JK, Verhagen AP, et al. Symptomatic treatment of migraine in children: a systematic review of medication trials. Pediatrics. 2005 Aug;116(2):e295-302.  
28. Combination Use of Triptans and NSAIDs for Migraine. Pharmacist's Letter. Dec 05. 
29. Smith TR, Sunshine A, Stark SR, et al. Sumatriptan and naproxen sodium for the acute treatment of migraine. Headache. 2005 Sep;45(8):983-91.  
30. Winner P, Pearlman EM, Linder SL, et al.; Topiramate Pediatric Migraine Study Investigators. Topiramate for migraine prevention in children: a randomized, double-blind,  
       placebo-controlled trial. Headache. 2005 Nov-Dec;45(10):1304-12.  
31. Bartolini M, Silvestrini M, Taffi R, et al. Efficacy of topiramate and valproate in chronic migraine. Clin Neuropharmacol. 2005 Nov-Dec;28(6):277-9.  
32. Silberstein SD, Freitag FG, Rozen TD, et al. CAPSS-223 Investigators. Tramadol/acetaminophen for the treatment of acute migraine pain: findings of a randomized, placebo- 
      controlled trial. Headache. 2005 Nov-Dec;45(10):1317-27.  
33. Goadsby PJ. Recent advances in the diagnosis and management of migraine. BMJ. 2006 Jan 7;332(7532):25-9.  
34. Tepper SJ, Cady R, Dodick D, et al. Oral sumatriptan for the acute treatment of probable migraine: first randomized, controlled study. Headache. 2006 Jan;46(1):115-24.  
35. Rothner AD, Wasiewski W, Winner P, Lewis D, et al. Zolmitriptan oral tablet in migraine treatment: high placebo responses in adolescents. Headache. 2006 Jan;46(1):101-9.  
36. Winner P, Rothner AD, et al. Sumatriptan nasal spray in adolescent migraineurs: a randomized, double-blind, placebo-controlled, acute study. Headache. 2006 Feb;46(2):212-22.  
37. Wheeler SD.  Donepezil treatment of topiramate-related cognitive dysfunction. Headache. 2006 Feb;46(2):332-5.  
38. Modi S, Lowder DM.  Medications for migraine prophylaxis. Am Fam Physician. 2006 Jan 1;73(1):72-8. 
39. Dodick DW.  Clinical practice. Chronic daily headache. N Engl J Med. 2006 Jan 12;354(2):158-65. Erratum in: N Engl J Med. 2006 Feb 23;354(8):884.  
40. Wenzel RG, Schwarz K, Padiyara RS.  Topiramate for migraine prevention. Pharmacotherapy. 2006 Mar;26(3):375-87.  
41. Rigatelli G, Braggion G, Aggio S, Chinaglia M, Cardaioli P. Primary patent foramen ovale closure to relieve severe migraine. Ann Intern Med. 2006 Mar 21;144(6):458-60. 
42. Diener HC, et al. Efficacy and tolerability of diclofenac potassium sachets in migraine: a randomized, double-blind, cross-over study in comparison with diclofenac potassium tablets  
      and placebo. Cephalagia. 2006 May;26(5):537-47. 
43. Brandes JL. The influence of estrogen on migraine: a systematic review. JAMA. 2006 Apr 19;295(15):1824-30. Epidemiological, pathophysiological, and clinical evidence link  
      estrogen to migraine headaches. Triptans appear to provide acute relief and also may be useful for headache prevention. 
44. Shaygannejad V, et al. Comparison of the effect of topiramate & sodium valporate in migraine prevention: a randomized blinded crossover study. Headache. 2006 Apr;46(4):642-8.  
45. Goldstein J, et al. Acetaminophen, aspirin, and caffeine (Excedrin) in combination versus ibuprofen for acute migraine: results from a multicenter, double-blind, randomized,  
      parallel-group, single-dose, placebo-controlled study. Headache. 2006 Mar;46(3):444-53.  
46. Charles JA, et al. Prevention of migraine with olmesartan in patients with hypertension/prehypertension. Headache. 2006 Mar;46(3):503-7.  Tronvik E, et al. Prophylactic treatment 



                                                                                                                                                                                                                                                                                                            
      of migraine with an angiotensin II receptor blocker (candesartan): a randomized controlled trial. JAMA. 2003 Jan 1;289(1):65-9.  
47. Zeeberg P, Olesen J, Jensen R.  Probable medication-overuse headache: the effect of a 2-month drug-free period. Neurology. 2006 Jun 27;66(12):1894-8. Epub 2006 May 17. 
48. Rizatriptan vs risatriptan plus trimebutine for the acute treatment of migraine: a double blind, randomized, cross-over, placebo-controlled study. Cephalgia 2006;26:871-4. 
49. Kurth T, et al. Migraine and risk of cardiovascular disease in women. JAMA. 2006 Jul 19;296(3):283-91. Erratum in: JAMA. 2006 Jul 19;296(3):1 p following 291. In this large,  
        prospective cohort of women, active migraine with aura was associated with increased risk of major CVD, myocardial infarction, ischemic stroke, and death due to ischemic CVD, as well as with coronary revascularization and angina. (InfoPOEMs: Women  
       suffering from active migraines with aura are at an increased risk of ischemic vascular events, including coronary heart disease and stroke. In general, this correlates to 18 additional cardiovascular events for every 10,000 women per year. Women with  
       active migraine without aura are not at an increased risk of ischemic vascular disease. (LOE = 2b-) ) 
 50. van Ettekoven H, Lucas C.  Efficacy of physiotherapy including a craniocervical training programme for tension-type headache; an RCT. Cephalalgia. 2006 Aug;26(8):983-91.  
51. Rapoport A, et al. Long-term migraine prevention with topiramate: open-label extension of pivotal trials. Headache. 2006 Jul-Aug;46(7):1151-60.  
52. Ahonen K, et al. A randomized trial of rizatriptan in migraine attacks in children. Neurology. 2006 Aug 30; [Epub ahead of print]  
53. Ahonen K, et al. Nasal sumatriptan is effective in treatment of migraine attacks in children: A randomized trial. Neurology. 2004 Mar 23;62(6):883-7.  
54. Cittadini E, et al. Effectiveness of Intranasal Zolmitriptan in Acute Cluster Headache: Randomized, Placebo-Controlled, Double-blind Crossover Study. Arch Neurol. 2006 Sep 11. 
55. Detsky ME, et al. Does this patient with headache have a migraine or need neuroimaging? JAMA. 2006 Sep 13;296(10):1274-83. The best predictors can be summarized by the  
      mnemonic POUNDing (Pulsating, duration of 4-72 hOurs, Unilateral, Nausea, Disabling). The presence of 4 simple historical features can accurately diagnose migraine. Several  
      individual clinical features were found to be associated with a significant intracranial abnormality, and patients with these features should undergo neuroimaging. (InfoPOEMs: Useful clinical  
        criteria from the history and physical for distinguishing migraine from tension-type headache include: nausea, photophobia, phonophobia, and exacerbation by physical activity. Combined findings useful for distinguishing migraine can be summarized by  
        the mnemonic: POUNDing (Pulsatile quality; duration of 4 to 72 hOurs; Unilateral location; Nausea or vomiting; Disabling intensity). Patients with 4 or more of these criteria are most likely to have migraine headaches. Criteria increasing the risk of  
        intracranial pathology include: cluster-type headache; abnormal neurologic examination result; undefined headache; headache with aura; headache aggravated by exertion or valsalva-like maneuver; and headache with vomiting. No clinical features from  
        the history and physical are useful for significantly reducing the likelihood of intracranial pathology. (LOE = 3a))  
56. Honkaniemi J, et al. Haloperidol in the acute treatment of migraine: a randomized, double-blind, placebo-controlled study. Headache. 2006 May;46(5):781-7.  
57. Evers S, et al. Treatment of childhood migraine attacks with oral zolmitriptan and ibuprofen. Neurology. 2006 Aug 8;67(3):497-9. Epub 2006 Jun 14.  
58. Kanai A, Saito M, Hoka S. Subcutaneous sumatriptan for refractory trigeminal neuralgia. Headache. 2006 Apr;46(4):577-82; discussion 583-4.  
59. 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. 
60. Mellick LB, McIlrath ST, Mellick GA. Treatment of headaches in the ED with lower cervical intramuscular bupivacaine injections: a 1-year retrospective review of 417 patients. 
      Headache. 2006 Oct;46(9):1441-9.  
61. Brighina F, Palermo A, Aloisio A, Francolini M, Giglia G, Fierro B.  Levetiracetam in the Prophylaxis of Migraine With Aura: A 6-Month Open-label n=16 Study. 
      Clin Neuropharmacol. 2006 November/December;29(6):338-342.  
62. Becker WJ, Christie SN, Ledoux S, Binder C. Topiramate prophylaxis and response to triptan treatment for acute migraine. Headache. 2006 Oct;46(9):1424-30. Although  
      topiramate prophylaxis did reduce migraine attack frequency, in this pilot study topiramate prophylactic migraine treatment did not increase the proportion of patients pain-free 2  
     hours after symptomatic triptan therapy. 
63. Monastero R, Camarda C, Pipia C, Camarda R. Prognosis of migraine headaches in adolescents: A 10-year follow-up study. Neurology. 2006 Oct 24;67(8):1353-6.  
64. Wammes-van der Heijden EA, et al. Risk of ischemic complications related to the intensity of triptan and ergotamine use. Neurology. 2006 Oct 10;67(7):1128-34. In general  
      practice, triptan overuse does not increase the risk of ischemic complications. Overuse of ergotamine may increase the risk of these complications, especially in those simultaneously  
      using cardiovascular drugs. 
65. Membe S, McGahan L, Cimon K, et al.  Tryptans for Acute Migraine. Technology Report 72.  CADTH. March 2007.  Accessed at: 

http://www.cadth.ca/media/pdf/I4001_tr_Triptans_e.pdf .  
66. Brandes JL, Kudrow D, Stark SR, et al. Sumatriptan-naproxen for the acute treatment of migraine: A randomized trial. JAMA 2007;297:1443-1454. {InfoPOEMs Jun07: A single-tablet combination 

of sumatriptan (85 mg) plus naproxen sodium (500 mg) was better than either agent alone in the treatment of acute migraine. Outcomes measured included 2-hour headache relief and 24-hour sustained pain-free response. This fixed combination is 
currently under FDA review and will be marketed under the trade name Trexima. This study used a single pill combination, but separate pills taken concurrently are likely to be equally efficacious (and potentially less expensive as generics). (LOE = 1b-)} 

67.  EFNS Migraine 2007 Guidelines http://www.efns.org/files/guideline_37.pdf  
68. Tfelt-Hansen P, Steiner TJ. Over-the-Counter Triptans for Migraine : What are the Implications? CNS Drugs. 2007;21(11):877-83. In 2006, the triptans sumatriptan 50mg and naratriptan 2.5mg were  
        approved as over-the-counter (OTC) drugs in pharmacies in the UK and Germany, respectively. Both drugs have been used in a large number of patients with migraine and are considered to have good safety profiles. 
69. Pascual J, Mateos V, Roig C, et al. Marketed oral triptans in the acute treatment of migraine: a systematic review on efficacy and tolerability. Headache. 2007 Sep;47(8):1152-68. 
70. Diener HC, et al. Cessation versus continuation of 6-month migraine preventive therapy with topiramate (PROMPT): a randomised, double-blind, placebo-controlled trial. Lancet 

Neurol. 2007 Dec;6(12):1054-62. Epub 2007 Nov 7. Sustained benefit was reported after discontinuation of topiramate, although number of migraine days did increase. These findings 
suggest that patients should be treated for 6 months, with the option to continue to 12 months in some patients. 

71. Loder E, Rizzoli P. Tension-type headache. BMJ. 2008 Jan 12;336(7635):88-92. 
72. Dodick D, Freitag F. Evidence-based understanding of medication-overuse headache: clinical implications. Headache. 2006 Nov;46 Suppl 4:S202-11. 
73. Silberstein S, Saper J, Berenson F, et al. Oxcarbazepine in migraine headache: a double-blind, randomized, placebo-controlled study. Neurology. 2008 Feb 12;70(7):548-55. Overall,  
      oxcarbazepine was safe and well tolerated; however, oxcarbazepine did not show efficacy in the prophylactic treatment of migraine headaches. 



                                                                                                                                                                                                                                                                                                            
74. Colman I, Friedman BW, Brown MD, et al. Parenteral dexamethasone for acute severe migraine headache: meta-analysis of randomised controlled trials for preventing recurrence. 
      BMJ. 2008 Jun 9. [Epub ahead of print] When added to standard abortive therapy for migraine headache, single dose parenteral dexamethasone is associated with a 26% relative 

reduction in headache recurrence (number needed to treat=9) within 72 hours.  
     Donaldson D, et al. IV dexamethasone vs placebo as adjunctive therapy to reduce the recurrence rate of acute migraine headaches: a multicenter, double-blinded, placebo-controlled randomized clinical trial. Am J Emerg Med. 2008 Feb;26(2):124-30.  
       Kelly AM, Kerr D, Clooney M. Impact of oral dexamethasone versus placebo after ED treatment of migraine with phenothiazines on the rate of recurrent headache: a randomised controlled trial. Emerg Med J. 2008 Jan;25(1):26-9. 
       Rowe BH, Colman I, Edmonds ML, Blitz S, Walker A, Wiens S. Randomized controlled trial of intravenous dexamethasone to prevent relapse in acute migraine headache. Headache. 2008 Mar;48(3):333-40. Epub 2007 Nov 28. 
       Friedman BW, Greenwald P, Bania TC, et al.  Randomized trial of IV dexamethasone for acute migraine in the emergency department. Neurology. 2007 Nov 27;69(22):2038-44. Epub 2007 Oct 17. 
75. Kurth T, Schürks M, Logroscino G, Gaziano JM, Buring JE. Migraine, vascular risk, and cardiovascular events in women: prospective cohort study. BMJ. 2008 Aug 7;337:a636. 

doi: 10.1136/bmj.a636. The association between migraine with aura and cardiovascular disease varies by vascular risk status. Information on history of migraine and vascular risk 
status might help to identify women at increased risk for specific future cardiovascular disease events. 

 
 
 
 
 
 
 



 

 
References: Multiple Sclerosis Agents Comparison Chart – www.RxFiles.ca 
1 Micromedex 2008 
2 Calabresi PA. Diagnosis and management of multiple sclerosis. Am Fam Physician. 2004 Nov 15;70(10):1935-44. 
3 Rizvi SA, Agius MA. Current approved options for treating patients with multiple sclerosis. Neurology. 2004 Dec 28;63(12 Suppl 6):S8-14.  
4 Goodin DS, Frohman EM, Garmany GP Jr, et al.; Therapeutics and Technology Assessment Subcommittee of the American Academy of Neurology and the MS Council for Clinical Practice Guidelines. Disease modifying therapies in 

multiple sclerosis: report of the Therapeutics and Technology Assessment Subcommittee of the American Academy of Neurology and the MS Council for Clinical Practice Guidelines. Neurology. 2002 Jan 22;58(2):169-78. (Goodin DS, 
Frohman EM, Hurwitz B, O'Connor PW, Oger JJ, Reder AT, Stevens JC.  Neutralizing antibodies to interferon beta: assessment of their clinical and radiographic impact: an evidence report: report of the Therapeutics and Technology 
Assessment Subcommittee of the American Academy of Neurology. Neurology. 2007 Mar 27;68(13):977-84.) 

5 Briggs GG, Freeman RK, Sumner JY.  Drugs in Pregnancy and Lactation 8th Edition. Williams & Wilkins, Baltimore, 2008. 
6 Filippi M, Rovaris M, Inglese M, et al. Interferon beta-1a for brain tissue loss in patients at presentation with syndromes suggestive of multiple sclerosis: a randomised, double-blind, placebo-controlled trial. Lancet. 2004 Oct 

23;364(9444):1489-96.  
7 Andersen O, Elovaara I, Farkkila M, et al. Multicentre, randomised, double blind, placebo controlled, phase III study of weekly, low dose, subcutaneous interferon beta-1a in secondary progressive multiple sclerosis. J Neurol Neurosurg 

Psychiatry. 2004 May;75(5):706-10.  
8 PRISMS Study Group and the University of British Columbia MS/MRI Analysis Group.. PRISMS-4: Long-term efficacy of interferon-beta-1a in relapsing MS. Neurology. 2001 Jun 26;56(12):1628-36. Erratum in: Neurology 2001 Sep 

25;57(6):1146.  
9 Li DK, Zhao GJ, Paty DW; University of British Columbia MS/MRI Analysis Research Group. The SPECTRIMS Study Group. Randomized controlled trial of interferon-beta-1a in secondary progressive MS: MRI results. Neurology. 

2001 Jun 12;56(11):1505-13.  
10 Secondary Progressinv Efficacy Clinical Trial of Recombinant Interferon-beta-1a in MS (SPECTRIMS) Study Group.. Randomized controlled trial of interferon- beta-1a in secondary progressive MS: Clinical results. Neurology. 2001 Jun 

12;56(11):1496-504.  
11 Comi G, Filippi M, Barkhof F, et al.; Early Treatment of Multiple Sclerosis Study Group. Effect of early interferon treatment on conversion to definite multiple sclerosis: a randomised study (ETOMS). Lancet. 2001 May 

19;357(9268):1576-82.  
12 Randomised double-blind placebo-controlled study of interferon beta-1a in relapsing/remitting multiple sclerosis. PRISMS (Prevention of Relapses and Disability by Interferon beta-1a Subcutaneously in Multiple Sclerosis) Study Group. 

Lancet. 1998 Nov 7;352(9139):1498-504. Erratum in: Lancet 1999 Feb 20;353(9153):678.  
13 Medscape Medical News. www.medscape.com/viewarticle/501540. Last acccessed 17 Mar 2005 
14 Clanet M, Kappos L, Hartung HP, Hohlfeld R; European IFNbeta-1a Dose-Comparison Study Investigators. Interferon beta-1a in relapsing multiple sclerosis: four-year extension of the European IFNbeta-1a Dose-Comparison Study. Mult 

Scler. 2004 Apr;10(2):139-44.  
15 Galetta SL. The controlled high risk Avonex multiple sclerosis trial (CHAMPS Study). J Neuroophthalmol. 2001 Dec;21(4):292-5. Erratum in: J Neuroophthalmol 2002 Mar;22(1):67.  
16 CHAMPS Study Group. Interferon beta-1a for optic neuritis patients at high risk for multiple sclerosis. Am J Ophthalmol. 2001 Oct;132(4):463-71.  
17 Jacobs LD, Beck RW, Simon JH, et al. Intramuscular interferon beta-1a therapy initiated during a first demyelinating event in multiple sclerosis. CHAMPS Study Group. N Engl J Med. 2000 Sep 28;343(13):898-904.  
18 : Simon JH, Jacobs LD, Campion M, et al. Magnetic resonance studies of intramuscular interferon beta-1a for relapsing multiple sclerosis. The Multiple Sclerosis Collaborative Research Group. Ann Neurol. 1998 Jan;43(1):79-87.  
19 Important Drug Warning. http://www.fda.gov/medwatch/SAFETY/2005/avonex_DHCP.pdf. Last accessed 17 Mar 2005. 
20 Molyneux PD, Barker GJ, Barkhof F, et al.; European Study Group on Interferon Beta-1b in Secondary Progressive MS. Clinical-MRI correlations in a European trial of interferon beta-1b in secondary progressive MS. Neurology. 2001 

Dec 26;57(12):2191-7.  
21 Kappos L, Polman C, Pozzilli C, et al.; European Study Group in Interferon beta-1b in Secondary-Progressive MS. Final analysis of the European multicenter trial on IFNbeta-1b in secondary-progressive MS. Neurology. 2001 Dec 

11;57(11):1969-75.  
22 Koch-Henriksen N, Sorensen PS. The Danish National Project of interferon-beta treatment in relapsing-remitting multiple sclerosis. The Danish Multiple Sclerosis Group. Mult Scler. 2000 Jun;6(3):172-5.  
23 Miller DH, Molyneux PD, Barker GJ, et al. Effect of interferon-beta1b on magnetic resonance imaging outcomes in secondary progressive multiple sclerosis: results of a European multicenter, randomized, double-blind, placebo-controlled 

trial. European Study Group on Interferon-beta1b in secondary progressive multiple sclerosis. Ann Neurol. 1999 Dec;46(6):850-9.  
24 Filippini G, Munari L, Incorvaia B, et al. Interferons in relapsing remitting multiple sclerosis: a systematic review. Lancet. 2003 Feb 15;361(9357):545-52.  
25 MS Therapy Consensus Group J Neurol 2004;251:1329-39 
26 Reess J, Haas J, Gabriel K, Fuhlrott A, Fiola M. Both paracetamol and ibuprofen are equally effective in managing flu-like symptoms in relapsing-remitting multiple sclerosis patients during interferon beta-1a (AVONEX) therapy. Mult 

Scler. 2002 Feb;8(1):15-8.  
27 Panitch H, Goodin DS, Francis G, et al.; EVIDENCE Study Group. Evidence of Interferon Dose-response: European North American Compartative Efficacy; University of British Columbia MS/MRI Research Group. Randomized, 

comparative study of interferon beta-1a treatment regimens in MS: The EVIDENCE Trial. Neurology. 2002 Nov 26;59(10):1496-506. (Panitch H, Goodin D, Francis G. For the EVIDENCE (Evidence of Interferon Dose-response: 
European North American Comparative Efficacy) Study Group and the University of British Columbia MS/MRI Research Group. Benefits of high-dose, high-frequency interferon beta-1a in relapsing-remitting multiple sclerosis are 
sustained to 16 months: Final comparative results of the EVIDENCE trial. J Neurol Sci. 2005 Sep 16; [Epub ahead of print] ) 

28 Durelli L, Verdun E, Barbero P, et al.; Independent Comparison of Interferon (INCOMIN) Trial Study Group. Every-other-day interferon beta-1b versus once-weekly interferon beta-1a for multiple sclerosis: results of a 2-year prospective 
randomised multicentre study (INCOMIN). Lancet. 2002 Apr 27;359(9316):1453-60.  

29 Leary S, Miller D, Stevenson V, Brex P, Chard D, Thompson A. Interferon Beta 1a in PPMS. Neurology 2003;60:44-51 
30 Johnson KP, Brooks BR, Ford CC, et al. Glatiramer acetate (Copaxone): comparison of continuous versus delayed therapy in a six-year organized multiple sclerosis trial. Mult Scler. 2003 Dec;9(6):585-91.  
31 Wolinsky JS, Comi G, Filippi M, et al. European/Canadian Glatiramer Acetate Study Group. Copaxone's effect on MRI-monitored disease in relapsing MS is reproducible and sustained. Neurology. 2002Oct 22;59(8):1284-6.  
32 Wolinsky JS, Narayana PA, Johnson KP; Multiple Sclerosis Study Group and the MRI Analysis Center. United States open-label glatiramer acetate extension trial for relapsing multiple sclerosis: MRI and clinical correlates. Multiple 

Sclerosis Study Group and the MRI Analysis Center. Mult Scler. 2001 Feb;7(1):33-41.  
33 Comi G, Filippi M, Wolinsky JS. European/Canadian multicenter, double-blind, randomized, placebo-controlled study of the effects of glatiramer acetate on magnetic resonance imaging-measured disease activity and burden in patients 

with relapsing multiple sclerosis. European/Canadian Glatiramer Acetate Study Group. Ann Neurol. 2001 Mar;49(3):290-7.  
34 Johnson KP, Brooks BR, Ford CC, et al. Sustained clinical benefits of glatiramer acetate in relapsing multiple sclerosis patients observed for 6 years. Copolymer 1 Multiple Sclerosis Study Group. Mult Scler. 2000 Aug;6(4):255-66.  
35 Munari L, Lovati R, Boiko A. Therapy with glatiramer acetate for multiple sclerosis. Cochrane Database Syst Rev. 2004;(1):CD004678. (Rovaris M, et al. Effect of glatiramer acetate on MS lesions enhancing at different gadolinium 
    doses. Neurology. 2002 Nov 12;59(9):1429-32.) & (Comi G, Filippi M, Wolinsky JS. European/Canadian multicenter, double-blind, randomized, placebo-controlled study of the effects of glatiramer acetate on magnetic resonance 
    imaging--measured disease activity and burden in patients with relapsing multiple sclerosis. European/Canadian Glatiramer Acetate Study Group. Ann Neurol. 2001 Mar;49(3):290-7.) 
36 Brenner T, Arnon R, Sela M et al.  Humoral and cellular immune responses to Co-polymer 1 in MS patients treated with Copaxone. J Neuroimmunol 2001;115:152-160. (Namaka M, Pollitt-Smith M, Gupta A, et al. The clinical importance  
 



 
    of neutralizing antibodies in relapsing-remitting multiple sclerosis. Curr Med Res Opin. 2006 Feb;22(2):223-39.The induction of NAbs in IFN-beta treated patients reduce clinical effect and accelerate disease progression.), ( Ure DR, 

Rodriguez M. Polyreactive antibodies to glatiramer acetate promote myelin repair in murine model of demyelinating disease. FASEB J. 2002 Aug;16(10):1260-2. Epub 2002 Jun 7.) (Goodin DS, Frohman EM, Hurwitz B, O'Connor PW, 
Oger JJ, Reder AT, Stevens JC.  Neutralizing antibodies to interferon beta: assessment of their clinical and radiographic impact: an evidence report: report of the Therapeutics and Technology Assessment Subcommittee of the American  

   Academy of Neurology. Neurology. 2007 Mar 27;68(13):977-84.) 
37 Cohen BA, Khan O, Jeffery DR, Bashir K, et al. Identifying and treating patients with suboptimal responses. Neurology. 2004 Dec 28;63(12 Suppl 6):S33-40.  
38 Cohen BA, Mikol DD. Mitoxantrone treatment of multiple sclerosis: safety considerations. Neurology. 2004 Dec 28;63(12 Suppl 6):S28-32.  
39 Cohen BA, Jeffery DR. Identification of suboptimal responders to immune modulating agents and the role of mitoxantrone in worsening multiple sclerosis. Neurology. 2004 Dec 28;63(12 Suppl 6):S1-2.  
40 Rizvi SA, Zwibel H, Fox EJ. Mitoxantrone for multiple sclerosis in clinical practice. Neurology. 2004 Dec 28;63(12 Suppl 6):S25-7.  
41 Hartung HP, Gonsette R, Konig N, et al.; Mitoxantrone in Multiple Sclerosis Study Group (MIMS). Mitoxantrone in progressive multiple sclerosis: a placebo-controlled, double-blind, randomised, multicentre trial. Lancet. 2002 Dec 21-

28;360(9350):2018-25.  
42 van de Wyngaert FA, Beguin C, D'Hooghe MB, et al. A double-blind clinical trial of mitoxantrone versus methylprednisolone in relapsing, secondary progressive multiple sclerosis. Acta Neurol Belg. 2001 Dec;101(4):210-6.  
43 Millefiorini E, Gasperini C, Pozzilli C, et al. Randomized placebo-controlled trial of mitoxantrone in relapsing-remitting multiple sclerosis: 24-month clinical and MRI outcome. J Neurol. 1997 Mar;244(3):153-9.  
44 Edan G, Miller D, Clanet M, et al. Therapeutic effect of mitoxantrone combined with methylprednisolone in multiple sclerosis: a randomised multicentre study of active disease using MRI and clinical criteria. J Neurol Neurosurg 

Psychiatry. 1997 Feb;62(2):112-8.  
45 Bastianello S, Pozzilli C, D'Andrea F, et al. A controlled trial of mitoxantrone in multiple sclerosis: serial MRI evaluation at one year. Can J Neurol Sci. 1994 Aug;21(3):266-70.  
46 Goodin DS, Arnason BG, Coyle PK, et al.; Therapeutics and Technology Assessment Subcommittee of the American Academy of Neurology. The use of mitoxantrone (Novantrone) for the treatment of multiple sclerosis: report of the 

Therapeutics and Technology Assessment Subcommittee of the American Academy of Neurology. Neurology. 2003 Nov 25;61(10):1332-8.  
47 Scott LJ, Figgitt DP. Mitoxantrone: a review of its use in multiple sclerosis. CNS Drugs. 2004;18(6):379-96.  
48 Fox EJ.  Management of worsening multiple sclerosis with mitoxantrone: a review. Clin Ther. 2006 Apr;28(4):461-74.  
    Le Page E, Leray E, Taurin G, et al. Mitoxantrone as induction treatment in aggressive relapsing remitting multiple sclerosis: treatment response factors in a 5 year follow-up observational study of 100 consecutive patients. J Neurol 

Neurosurg Psychiatry. 2008 Jan;79(1):52-6. Epub 2007 Sep 10. 
49 O'Connor PW, Goodman A, Willmer-Hulme AJ, et al.; Natalizumab Multiple Sclerosis Trial Group. Randomized multicenter trial of natalizumab in acute MS relapses: clinical and MRI effects. Neurology. 2004 Jun 8;62(11):2038-43.  
50 Miller DH, Khan OA, Sheremata WA, et al.; International Natalizumab Multiple Sclerosis Trial Group. A controlled trial of natalizumab for relapsing multiple sclerosis. N Engl J Med. 2003 Jan 2;348(1):15-23.  
51 Tubridy N, Behan PO, Capildeo R, et al. The effect of anti-alpha4 integrin antibody on brain lesion activity in MS. The UK Antegren Study Group. Neurology. 1999 Aug 11;53(3):466-72.  
52 FDA Alert for Healthcare Professionals. Natalizuma (marketed as Tysabri) 02/28/2005; http://www.fda.gov/cder/drug/InfoSheets/HCP/natalizumabHCP.pdf. Last accessed 15 Mar 2005. 
53 Polman CH, O'Connor PW, Havrdova E, et al. AFFIRM Investigators. A randomized, placebo-controlled trial of natalizumab for relapsing multiple sclerosis. N Engl J Med. 2006 Mar 2;354(9):899-910. (InfoPOEMs: Natalizumab reduces 

the likelihood of relapse and progression of disability in patients with relapsing multiple sclerosis (RMS). Although no cases of progressive multifocal leukoencephalopathy (PML) were seen in this study, and the drug was well tolerated, a 
meta-analysis estimates the risk at approximately 1 per 1000 patients treated for 18 months. (LOE = 1b) )  

54 Rudick RA, Stuart WH, Calabresi PA, et al. SENTINEL Investigators. Natalizumab plus interferon beta-1a for relapsing multiple sclerosis. N Engl J Med. 2006 Mar 2;354(9):911-23. (Ransohoff RM. Natalizumab for multiple sclerosis.  
    N Engl J Med. 2007 Jun 21;356(25):2622-9.) 
55 Kleinschmidt-Demasters BK, Tyler KL. Progressive Multifocal Leukoencephalopathy Complicating Treatment with Natalizumab and Interferon Beta-1a for Multiple Sclerosis. N Engl J Med. 2005 Jun 9; [Epub ahead of print]  
   (Yousry TA, Major EO, Ryschkewitsch C, et al. Evaluation of patients treated with natalizumab for progressive multifocal leukoencephalopathy. N Engl J Med. 2006 Mar 2;354(9):924-33. ) (May 3, 2007 - Biogen Idec (NASDAQ: BIIB)  
    and Elan Corporation, plc (NYSE: ELN) announced today that new data from the TOUCH Prescribing Programä and TYGRIS safety study confirm the safety profile from previous clinical studies of TYSABRI® (natalizumab). Also  
    presented at the 59th annual meeting of the American Academy of Neurology in Boston, MA were extension study data that showed that TYSABRI has a sustained treatment effect on clinical relapses and the risk of disability progression  
    in multiple sclerosis (MS) patients treated for up to three years. The companies recently reported that as of mid-April 2007 approximately 12,500 patients have been prescribed TYSABRI worldwide. The companies estimate that in both  
   commercial use and clinical trials, there are currently over 10,000 patients on TYSABRI therapy worldwide. No New PML Cases 10 Months After Tysabri Allowed Back on Market. The drug is currently being used by more than  
   10,00 patients worldwide -- including roughly 6600 in the U.S. -- the manufacturer said.) July 31/08 Biogen, Elan Report Brain Infections in Patients Shares of Biogen Idec Inc. and Elan Corp. fell sharply in late trading Thursday, after the  
    companies said their multiple sclerosis drug Tysabri has been linked to two new cases of a rare and often fatal brain inflammation. 
56 Pozzilli C, Antonini G, Bagnato F, et al. Monthly corticosteroids decrease neutralizing antibodies to IFNbeta1 b: a randomized trial in multiple sclerosis. J Neurol. 2002 Jan;249(1):50-6.  
57 Rio J, Nos C, Marzo ME, Tintore M, Montalban X. Low-dose steroids reduce flu-like symptoms at the initiation of IFNbeta-1b in relapsing-remitting MS. Neurology. 1998 Jun;50(6):1910-2.  
58 Visser LH, Beekman R, Tijssen CC, et al. A randomized, double-blind, placebo-controlled pilot study of i.v. immune globulins in combination with i.v. methylprednisolone in the treatment of relapses in patients with MS. Mult Scler. 2004 

Feb;10(1):89-91.  
59 Craig J, Young CA, Ennis M, et al. A randomised controlled trial comparing rehabilitation against standard therapy in multiple sclerosis patients receiving intravenous steroid treatment. J Neurol Neurosurg Psychiatry. 2003 

Sep;74(9):1225-30.  
60 Beck RW, Trobe JD, Moke PS, et al. Optic Neuritis Study Group. High- and low-risk profiles for the development of multiple sclerosis within 10 years after optic neuritis: experience of the optic neuritis treatment trial. Arch Ophthalmol. 

2003 Jul;121(7):944-9.  
61 van de Wyngaert FA, Beguin C, D'Hooghe MB, et al. A double-blind clinical trial of mitoxantrone versus methylprednisolone in relapsing, secondary progressive multiple sclerosis. Acta Neurol Belg. 2001 Dec;101(4):210-6.  
62 Edan G, Miller D, Clanet M, et al.. Therapeutic effect of mitoxantrone combined with methylprednisolone in multiple sclerosis: a randomised multicentre study of active disease using MRI and clinical criteria. J Neurol Neurosurg 

Psychiatry. 1997 Feb;62(2):112-8.  
63 Cazzato G, Mesiano T, Antonello R, et al. Double-blind, placebo-controlled, randomized, crossover trial of high-dose methylprednisolone in patients with chronic progressive form of multiple sclerosis. Eur Neurol. 1995;35(4):193-8.  
64 Beck RW, Cleary PA, Anderson MM Jr, et al. A randomized, controlled trial of corticosteroids in the treatment of acute optic neuritis. The Optic Neuritis Study Group. N Engl J Med. 1992 Feb 27;326(9):581-8.  
65 Filippini G, Brusaferri F, Sibley WA, et al. Corticosteroids or ACTH for acute exacerbations in multiple sclerosis. Cochrane Database Syst Rev. 2000;(4):CD001331. 
66 Sharrack B, Hughes RA, Morris RW, et al. The effect of oral and intravenous methylprednisolone treatment on subsequent relapse rate in multiple sclerosis. J Neurol Sci. 2000 Feb 1;173(1):73-7.  
67 Sellebjerg F, Frederiksen JL, Nielsen PM, Olesen J. [Randomized controlled trial of high-dose peroral methylprednisolone in attacks of multiple sclerosis] Ugeskr Laeger. 1999 Nov 29;161(48):6625-9.  
68 Sellebjerg F, Frederiksen JL, Nielsen PM, Olesen J. Double-blind, randomized, placebo-controlled study of oral, high-dose methylprednisolone in attacks of MS. Neurology. 1998 Aug;51(2):529-34.  
69 Barnes D, Hughes RA, Morris RW, et al. Randomised trial of oral and intravenous methylprednisolone in acute relapses of multiple sclerosis. Lancet. 1997 Mar 29;349(9056):902-6.  
70 Filipini G, Brusaferri F, Sibley WA et al. Corticosteroids or ACTH for acute exacerbations in MS. Cochrane DataBase Syst Rev 2000;CD001331. 
71 Wenning GK, Wietholter H, Schnauder G et al. Recovery of the HTPA axis from suppression by short-term, high dose IV prednisolone therapy in patients with MS. Acta Neurol Scand 1994;89:270-273. 
72 Morrow SA, Stoian CA, Dmitrovic J, Chan SC, Metz LM.  The bioavailability of IV methylprednisolone and oral prednisone in multiple sclerosis. Neurology. 2004 Sep 28;63(6):1079-80.  
73 Rizvi SA, Bashir K. Other therapy options and future strategies for treating patients with multiple sclerosis. Neurology. 2004 Dec 28;63(12 Suppl 6):S47-54.  
74 Patti F, Amato MP, Filippi M, et al. A double blind, placebo-controlled, phase II, add-on study of cyclophosphamide (CTX) for 24 months in patients affected by multiple sclerosis on a background therapy with interferon-beta study 

denomination: CYCLIN. J Neurol Sci. 2004 Aug 15;223(1):69-71.  
75 La Mantia L, Milanese C, Mascoli N, et al. Cyclophosphamide for multiple sclerosis. Cochrane Database Syst Rev. 2002;(4):CD002819.  
 



 
76 Patti F, Reggio E, Palermo F, et al. A. Stabilization of rapidly worsening multiple sclerosis for 36 months in patients treated with interferon beta plus cyclophosphamide followed by interferon beta. J Neurol. 2004 Dec;251(12):1502-6.  
77 Jeffery DR. The argument against the use of cyclophosphamide and mitoxantrone in the treatment of multiple sclerosis. J Neurol Sci. 2004 Aug 15;223(1):41-6. 
    Krishnan C, Kaplin AI, Brodsky RA, et al. Reduction of Disease Activity and Disability With High-Dose Cyclophosphamide in Patients With Aggressive Multiple Sclerosis. Arch Neurol. 2008 Jun 9. [Epub ahead of print] Treatment with 

HiCy (50 mg/kg/d for 4 consecutive days) was safe and well tolerated in our patients with MS. Patients experienced (n=9) a pronounced reduction in disease activity and disability after HiCy treatment. This immunoablative regimen of 
cyclophosphamide for patients with aggressive MS is worthy of further study and may be an alternative to bone marrow transplantation. 

78 Casetta I ; Iuliano G ; Filippini G. Azathioprine for multiple sclerosis. Cochrane Database Syst Rev.  2007; (4):CD003982 (ISSN: 1469-493X) {Azathioprine is an appropriate maintenance treatment for patients with multiple sclerosis who frequently 
relapse and require steroids. Cumulative doses of 600 g should not be exceeded in relation to a possible increased risk of malignancy. Considering the trade off between the benefits and harms, azathioprine is a fair alternative to interferon beta for treating multiple sclerosis. A logical 
next step for future trials would seem the direct comparison of azathioprine and interferon beta. In fact the direct comparison between these two widely used treatments in multiple sclerosis has not been made.} 

79Taus C, Giuliani G, Pucci E, D'Amico R, Solari A. Amantadine for fatigue in multiple sclerosis. Cochrane Database Syst Rev. 2003;(2):CD002818. (Pucci E, Branas P, D'Amico R, Giuliani G, Solari A, Taus C. Amantadine for fatigue in  
    multiple sclerosis. Cochrane Database Syst Rev. 2007 Jan 24;(1):CD002818. The efficacy of amantadine in reducing fatigue in people with MS is poorly documented, as well as its tolerability.) 
80 Stankoff B, Waubant E, Confavreux C, et al.; French Modafinil Study Group. Modafinil for fatigue in MS: a randomized placebo-controlled double-blind study. Neurology. 2005 Apr 12;64(7):1139-43.  
81 Shakespeare DT, Boggild M, Young C. Anti-spasticity agents for multiple sclerosis. Cochrane Database Syst Rev. 2003;(4):CD001332. (Gallien P, Reymann JM, Amarenco G, Nicolas B, de Seze M, Bellissant E. Placebo controlled,  
    randomised, double blind study of the effects of botulinum A toxin on detrusor sphincter dyssynergia in multiple sclerosis patients. J Neurol Neurosurg Psychiatry. 2005 Dec;76(12):1670-6. ) 
82 Bennett M, Heard R. Hyperbaric oxygen therapy for multiple sclerosis. Cochrane Database Syst Rev. 2004;(1):CD003057.  
83 Gray O, McDonnell GV, Forbes RB. Methotrexate for multiple sclerosis. Cochrane Database Syst Rev. 2004;(2):CD003208.  
84 Gray O, McDonnell GV, Forbes RB. Intravenous immunoglobulins for multiple sclerosis. Cochrane Database Syst Rev. 2003;(4):CD002936.  
85 Dudesek A and Zettl U. Intravenous immunoglobulins as therapeutic option in the treatment of MS. J Neurol 2006; 253 (suppl 5):v50-58. 
86 Keegan M, Konig F, McClelland R et al. Relation between humoral pathological changes in multiple sclerosis and response to therapeutic plasma exchange. Lancet. 2005 Aug 13-19;366(9485):579-82.  
87 Krupp LB, Christodoulou C, Melville P, Scherl WF, MacAllister WS, Elkins LE. Donepezil improved memory in multiple sclerosis in a randomized clinical trial. Neurology. 2004 Nov 9;63(9):1579-85.  
88 Brown SJ.  The Role of Vitamin D in Multiple Sclerosis (June). Ann Pharmacother. 2006 May 9; [Epub ahead of print] 
89 Muraro PA, Bielekova B.  Emerging therapies for multiple sclerosis. Neurotherapeutics. 2007 Oct;4(4):676-92. 
  Hauser SL, Waubant E, Arnold DL, et al. HERMES Trial Group. B-cell depletion with rituximab in relapsing-remitting multiple sclerosis. N Engl J Med. 2008 Feb 14;358(7):676-88. A single course  
  of rituximab reduced inflammatory brain lesions and clinical relapses for 48 weeks. 
90 Frohman EM, Goodin DS, Calabresi PA, et al.; Therapeutics and Technology Assessment Subcommittee of the American Academy of Neurology. The utility of MRI in suspected MS: report of the Therapeutics and Technology Assessment 

Subcommittee of the American Academy of Neurology. Neurology. 2003 Sep 9;61(5):602-11. (Whiting P, et al. Accuracy of magnetic resonance imaging for the diagnosis of multiple sclerosis: systematic review. BMJ. 2006 Mar 24; [Epub  
   ahead of print] (InfoPOEMs: Magnetic resonance imaging (MRI) is not particularly useful in either ruling in or ruling out multiple sclerosis (MS). Relying on it to make the diagnosis will result in overdiagnosis of patients, and using it to  
   rule out MS will cause you to miss approximately half the patients who will eventually be given a clinical diagnosis. (LOE = 1a) )    
91 Crayton H, Heyman RA, Rossman HS. A multimodal approach to managing the symptoms of multiple sclerosis. Neurology. 2004 Dec 14;63(11 Suppl 5):S12-8. 
92 Steultjens EM, Dekker J, Bouter LM, et al. Occupational therapy for multiple sclerosis. Cochrane Database Syst Rev. 2003;(3):CD003608.  
 
 
Additional references: 
Banwell B, Ghezzi A, Bar-Or A, Mikaeloff Y, Tardieu M. Multiple sclerosis in children: clinical diagnosis, therapeutic strategies, and future directions. Lancet Neurol. 2007 Oct;6(10):887-902. 
Birnbaum G, Cree B, Altafullah I, Zinser M, Reder AT. Combining beta interferon and atorvastatin may increase disease activity in multiple sclerosis. Neurology. 2008 Jun 4. [Epub ahead of print] 
Brousil JA, Roberts RJ, Schlein AL. Cladribine: an investigational immunomodulatory agent for multiple sclerosis. Ann Pharmacother. 2006 Oct;40(10):1814-21. Epub 2006 Sep 19.  
Calabresi PA, Giovannoni G, Confavreux C, et al.for the AFFIRM and SENTINEL Investigators. The incidence and significance of anti-natalizumab antibodies. Results from AFFIRM and  
               SENTINEL. Neurology. 2007 Aug 29; [Epub ahead of print] The incidence of persistent antibody positivity associated with natalizumab is 6%. Reduced clinical efficacy is apparent in  
               persistently positive patients. Patients with a suboptimal clinical response or persistent infusion-related adverse events should be considered for antibody testing. 
Carrá A, Onaha P, Luetic G, et al. Therapeutic outcome 3 years after switching of immunomodulatory therapies in patients with relapsing-remitting multiple sclerosis in Argentina. Eur J Neurol.  
              2008 Apr;15(4):386-93. In conclusion, patients who fail first-line immunomodulatory therapy generally benefit from switching to another class of immunomodulatory therapy. 
Chilcott J, McCabe C, Tappenden P, et al. Cost Effectiveness of Multiple Sclerosis Therapies Study Group.  Modelling the cost effectiveness of interferon beta and glatiramer acetate in 
              the management of multiple sclerosis. Commentary: evaluating disease modifying treatments in multiple sclerosis. BMJ. 2003 Mar 8;326(7388):522; discussion 522.  
Ciccone A, Beretta S, Brusaferri F, et al. Corticosteroids for the long-term treatment in multiple sclerosis. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD006264. There is no enough evidence that  
              long-term corticosteroid treatment delays progression of long term disability in patients with MS. Since one study at high risk of bias showed that the administration of pulsed high dose i. v.  
              MP is associated with a significant reduction in the risk of long term disability progression in patients with RR MS, an adequately powered, a quality RCT is needed to investigate this finding. 
Clerico M, Faggiano F, Palace J, Rice G, Tintorè M, Durelli L. Recombinant interferon beta or glatiramer acetate for delaying conversion of the first demyelinating event to multiple sclerosis. 
              Cochrane Database Syst Rev. 2008 Apr 16;(2):CD005278. The efficacy of IFN beta treatment on preventing the conversion from CIS to CDMS was confirmed over two years of follow-up.  
              Since patients had some clinical heterogeneity (length of follow-up, clinical findings of initial attack), it could be useful for the clinical practice to further analyse the efficacy of IFN beta  
              treatment in different patient subgroups. 
Comi G, Filippi M, Wolinsky JS. European/Canadian multicenter, double-blind, randomized, placebo-controlled study of the effects of glatiramer acetate on magnetic resonance imaging-measured  
               disease activity and burden in patients with relapsing multiple sclerosis. European/Canadian Glatiramer Acetate Study Group. Ann Neurol 2001;49:290-7. 
DeLorenze GN, et al. Epstein-Barr virus and multiple sclerosis: evidence of association from a prospective study with long-term follow-up. Arch Neurol. 2006 Jun;63(6):839-44.  
               Epub 2006 Apr 10. 
Fazekas F, et al. Randomised placebo-controlled trial of monthly intravenous immunoglobulin therapy in relapsing-remitting multiple sclerosis. Austrian Immunoglobulin in Multiple Sclerosis Study  
              Group. Lancet. 1997 Mar 1;349(9052):589-93.  
Filippi M, Wolinsky JS, Comi G; CORAL Study Group.  Effects of oral glatiramer acetate on clinical and MRI-monitored disease activity in patients with relapsing multiple sclerosis: a multicentre, 
              double-blind, randomised, placebo-controlled study. Lancet Neurol. 2006 Mar;5(3):213-20. Erratum in: Lancet Neurol. 2006 May;5(5):383.  
 



 
Frohman EM, Havrdova E, Lublin F, et al.  Most patients with multiple sclerosis or a clinically isolated demyelinating syndrome should be treated at the time of diagnosis. Arch Neurol. 2006  
               Apr;63(4):614-9.  
Gladstone DE, et al. High-dose cyclophosphamide (200mg/kg over 4 days) for moderate to severe refractory multiple sclerosis. Arch Neurol. 2006 Oct;63(10):1388-93. Epub 2006 Aug 14.  
Gray OM, McDonnell GV, Forbes RB.  A systematic review of oral methotrexate for multiple sclerosis. Mult Scler. 2006 Aug;12(4):507-10.  
 
Health Canada June/08 There have been rare reports of serious liver injury in patients receiving Tysabri, occurring as early as 6 days after first dose. Tysabri product label has been updated for liver  
               injury, hypersensitivity reactions and herpes infections. 
Hellwig K, Schimrigk S, Fischer M, et al. Allergic and nonallergic delayed infusion reactions during natalizumab therapy. Arch Neurol. 2008 May;65(5):656-8. Delayed infusion reactions occurred  
               in 4 of 40 relapse-remitting multiple sclerosis patients treated with natalizumab. Our cases illustrate that some of these infusion reactions may be treated effectively with steroids and reduction  
               of the infusion rate. In cases of antibody-mediated reactions, treatment should be stopped immediately. 
Hernan MA, Alonso A, Hernandez-Diaz S. Tetanus vaccination and risk of multiple sclerosis: a systematic review. Neurology. 2006 Jul 25;67(2):212-5. Tetanus vaccination is associated with a lower  
              risk of multiple sclerosis. 
Hommes OR, et al. Intravenous immunoglobulin in secondary progressive multiple sclerosis: randomised placebo-controlled trial. Lancet. 2004 Sep 25-Oct 1;364(9440):1149-56.  
Johnson KP, Brooks BR, Cohen JA, Ford CC, Goldstein J, Lisak RP, et al. Copolymer 1 reduces relapse rate and improves disability in relapsing-remitting multiple sclerosis: results of a phase III  
               multicenter, double-blind placebo-controlled trial. The Copolymer 1 Multiple Sclerosis Study Group. Neurology 1995;45:1268-76. 
Johnson KP, Brooks BR, Cohen JA, et al.; Copolymer 1 Multiple Sclerosis Study Group.  Copolymer 1 reduces relapse rate and improves disability in relapsing-remitting multiple sclerosis: results of a  
               phase III multicenter, double-blind, placebo-controlled trial. 1995. Neurology. 2001 Dec;57(12 Suppl 5):S16-24.   
Johnson KP, Brooks BR, Ford CC, Goodman AD, et al. Glatiramer acetate (Copaxone): comparison of continuous versus delayed therapy in a six-year organized multiple sclerosis trial. Mult Scler.  
               2003 Dec;9(6):585-91.  
Kappos L, et al. Long-term subcutaneous interferon beta-1a therapy in patients with relapsing-remitting MS. (PRISMS) study Neurology. 2006 Sep 26;67(6):944-53. Despite the limitations inherent in  
               any long-term study (for example, potential differences between returning and nonreturning patients), these results indicate that patients with relapsing-remitting multiple sclerosis can  
               experience sustained benefit over many years from early interferon beta-1a subcutaneous therapy three times weekly compared with patients whose treatment is delayed. This effect was more  
               apparent in the patients receiving the higher dose. 
Kappos L, et al.; FTY720 D2201 Study Group. Oral fingolimod (FTY720) for relapsing multiple sclerosis. N Engl J Med. 2006 Sep 14;355(11):1124-40.  
Kappos L, et al. Treatment with interferon beta-1b delays conversion to clinically definite and McDonald MS in patients with clinically isolated syndromes. Neurology. 2006 Aug 16; [Epub ahead of  
                print] Betaseron BENEFIT 
Kappos L, Freedman MS, Polman CH, Edan G, Hartung HP, Miller DH, Montalban X,  Barkhof F, Radu EW, Bauer L, Dahms S, Lanius V, Pohl C, Sandbrink R; BENEFIT Study Group. Effect of  
                early versus delayed interferon beta-1b treatment on disability after a first clinical event suggestive of multiple sclerosis: a 3-year follow-up analysis of the BENEFIT study. Lancet. 2007 Aug  
               4;370(9585):389-97. Our data suggest that early initiation of treatment with interferon beta-1b prevents the development of confirmed disability, supporting its use after the first manifestation  
               of relapsing-remitting MS. 
Kieseier BC and Hartung HP. Current Disease Modifying Therapies in MS.  Semin Neurol 2003; 23(2): 133-145. 
Koch-Henriksen N, et al. Danish Multiple Sclerosis Group.  A randomized study of two interferon-beta treatments in relapsing-remitting multiple sclerosis. Neurology. 2006 Apr  
              11;66(7):1056-60. Epub 2006 Mar 1. In this study, 250 microg interferon-beta-1b (Betaseron) administered every other day did not prove clinically superior to once-a-week 22 microg  
              interferon-beta-1a.(Rebif) 
Krumbholz M, Pellkofer H, Gold R, Hoffmann LA, Hohlfeld R, Kumpfel T. Delayed Allergic Reaction to Natalizumab Associated With Early Formation of Neutralizing Antibodies. Arch Neurol.  
             2007 Sep;64(9):1331-1333. Clinicians and patients should be alert not only to immediate but also to significantly delayed substantial allergic reactions to natalizumab. 
Kuhle J, Pohl C, Mehling M, et al. Lack of association between antimyelin antibodies and progression to multiple sclerosis. N Engl J Med. 2007 Jan 25;356(4):371-8. Presence of anti-MOG or anti- 
             MBP or both was not significantly associated with conversion to CDMS in our CIS cohort. However, patients with anti-myelin oligodendrocyte glycoprotein (anti-MOG) and anti-myelin basic  
             protein antibodies (anti-MBP) had higher lesion load & more disseminated lesions in cranial MRI as well as higher values for CSF leucocytes and intrathecal IgG production. Our data support a  
             correlation of anti-MOG & anti-MBP to inflammatory signs in MRI & CSF. The prognostic value of these antibodies for CDMS, seems to be less pronounced than previously reported. 
Li DK, Paty DW. Magnetic resonance imaging results of the PRISMS trial: a randomized, double-blind, placebo-controlled study of interferon-beta1a in relapsing-remitting multiple sclerosis.  
              Prevention of Relapses and Disability by Interferon-beta1a Subcutaneously in Multiple Sclerosis. Ann Neurol 1999;46:197-206. 
Martinelli Boneschi F, Rovaris M, et al. Effects of glatiramer acetate on relapse rate and accumulated disability in multiple sclerosis: meta-analysis of three double-blind, randomized, placebo- 
              controlled clinical trials. Mult Scler. 2003 Aug;9(4):349-55.  
Massacesi L, Parigi A, Barilaro A, et al. Efficacy of azathioprine on multiple sclerosis new brain lesions evaluated using magnetic resonance imaging. Arch Neurol. 2005  
              Dec;62(12):1843-7.  
Mayo Clinic tools for healthier lives www.mayoclinic.com/health/multiple-sclerosis/ds00188  
Mikaeloff Y, et al Hepatitis B vaccination and the risk of childhood-onset multiple sclerosis. Arch Pediatr Adolesc Med. 2007 Dec;161(12):1176-82. Vaccination against HB does not seem to increase  
             the risk of a first episode of MS in childhood. 
Miller DH, Leary SM. Primary-progressive multiple sclerosis. Lancet Neurol. 2007 Oct;6(10):903-12. 
Mullen JT, Vartanian TK, Atkins MB. Melanoma complicating treatment with natalizumab for multiple sclerosis. N Engl J Med. 2008 Feb 7;358(6):647-8.  
Multiple Sclerosis Society for Professionals www.mssociety.org.uk/for_professionals/index.html  
Munger KL, et al. Serum 25-hydroxyvitamin D levels and risk of multiple sclerosis. JAMA. 2006 Dec 20;296(23):2832-8. The results of our study suggest that high circulating levels of vitamin D are  
 



 
               associated with a lower risk of multiple sclerosis. 
Murray TJ. Diagnosis and treatment of multiple sclerosis. BMJ. 2006 Mar 4;332(7540):525-7. 
Namaka M, Pollitt-Smith M, Gupta A, et al. The clinical importance of neutralizing antibodies in relapsing-remitting multiple sclerosis. Curr Med Res Opin. 2006 Feb;22(2):223-39.The induction of  
              NAbs in IFN-beta treated patients reduce clinical effect and accelerate disease progression. 
Namaka M, et al . Corticosteroids and Multiple Sclerosis: To Treat or Not to Treat: CPJ 2005;138 (6):54-59. 
National Multiple Sclerosis Society. Disease Management Consensus Paper. (http://www.nationalmssociety.org/pdf/forpros/Exp_Consensus.pdf. Accessed April 2,2005. 
National Institute for Health and Clinical Excellence (NICE). Natalizumab for the treatment of adults with highly active relapsing-remitting multiple sclerosis. London (UK): National Institute for  
               Health & Clinical Excellence (NICE); 2007 Aug. 21 p. (Technology appraisal guidance; no. 127). Natalizumab is recommended as an option for the treatment only of rapidly evolving severe  
               relapsing–remitting multiple sclerosis (RES). RES is defined by two or more disabling relapses in 1 year, and one or more gadolinium-enhancing lesions on brain magnetic resonance imaging  
               (MRI) or a significant increase in T2 lesion load compared with a previous MRI. People currently receiving natalizumab, but for whom treatment would not have been recommended  
               according to the above section of this guidance, should have the option to continue therapy until they and their clinicians consider it appropriate to stop. 
Optic Neuritis Study Group. Multiple sclerosis risk after optic neuritis: final optic neuritis treatment trial follow-up. Arch Neurol 2008;65:727-732.  {InfoPOEMS: After 15 years of follow up, 50% of patients with 

optic neuritis went on to develop multiple sclerosis (MS). Patients with 1 or more white matter lesions on magnetic resonance imaging (MRI) have the greatest risk of developing MS. (LOE = 1b-)} 
Paty DW, Li DK. Interferon beta-1b is effective in relapsing-remitting multiple sclerosis. II. MRI analysis results of a multicenter, randomized, double-blind, placebo-controlled trial. UBC MS/MRI  
              Study Group and the IFNB Multiple Sclerosis Study Group. Neurology 1993;43:662-7. 
Pharmacist’s Letter: Immunomodulators used in the Treatment of MS. Jan 2007. 
Pittock SJ, Weinshenker BG, Noseworthy JH, Lucchinetti CF, Keegan M, Wingerchuk DM, Carter J, Shuster E, Rodriguez M.  Not every patient with multiple sclerosis should be treated at time of 
               diagnosis. Arch Neurol. 2006 Apr;63(4):611-4. 
Polman CH, et al. Diagnostic criteria for multiple sclerosis: 2005 revisions to the "McDonald Criteria". Ann Neurol. 2005 Dec;58(6):840-6. 
Pohl D, Waubant E, Banwell B, et al. Treatment of pediatric multiple sclerosis and variants. Neurology. 2007 Apr 17;68(16 Suppl 2):S54-65.  
PRISMS Study Group and the University of British Columbia MS/MRI Analysis Group. PRISMS-4: long-term efficacy of interferon-beta-1a in relapsing MS [published correction appears in  
                Neurology 2001;57:1146]. Neurology 2001;56:1628-36. 
Renoux C, Vukusic S, et al. Adult Neurology Departments KIDMUS Study Group. Natural history of multiple sclerosis with childhood onset. N Engl J Med. 2007 Jun 21;356(25):2603-13.  
                Patients with childhood-onset multiple sclerosis take longer to reach states of irreversible disability but do so at a younger age than patients with adult-onset multiple sclerosis. 
Sellebjerg F, Barnes D, Filippini G, et al. EFNS Task Force on Treatment of Multiple Sclerosis Relapses.  EFNS guideline on treatment of multiple sclerosis relapses: report of an EFNS task force on  
               treatment of multiple sclerosis relapses. Eur J Neurol. 2005 Dec;12(12):939-46.  
Shery T, et al. The effects of gabapentin and memantine in acquired and congenital nystagmus - A retrospective study. Br J Ophthalmol. 2006 Mar 23; [Epub ahead of print]  
Simon JH, Jacobs LD, Campion M, Wende K, Simonian N, Cookfair DL, et al. Magnetic resonance studies of intramuscular interferon beta-1a for relapsing multiple sclerosis. The Multiple Sclerosis  
               Collaborative Research Group. Ann Neurol 1998;43:79-87. 
Sorensen PS, Deisenhammer F, Duda P, et al. EFNS Task Force on Anti-IFN-beta Antibodies in Multiple Sclerosis. Guidelines on use of anti-IFN-beta antibody measurements in multiple sclerosis: 
               report of an EFNS Task Force on IFN-beta antibodies in multiple sclerosis. Eur J Neurol. 2005 Nov;12(11):817-27. 
Vellinga MM, Castelijns JA, Barkhof F, et al. Postwithdrawal rebound increase in T2 lesional activity in natalizumab-treated MS patients. Neurology. 2007 Sep 13; [Epub ahead of print] n=21 
Whiting P, et al. Accuracy of magnetic resonance imaging for the diagnosis of multiple sclerosis: systematic review. BMJ. 2006 Mar 24; [Epub ahead of print] (InfoPOEMs:  
              Magnetic resonance imaging (MRI) is not particularly useful in either ruling in or ruling out multiple sclerosis (MS). Relying on it to make the diagnosis will result in  
              overdiagnosis of patients, and using it to rule out MS will cause you to miss approximately half the patients who will eventually be given a clinical diagnosis. (LOE = 1a) )  
Zajicek J. Diagnosis and disease modifying treatments in multiple sclerosis. Postgrad Med J. 2005 Sep;81(959):556-61.  
 
 
 
National Multiple Sclerosis Society. Disease Management Consensus Paper. (http://www.nationalmssociety.org/pdf/forpros/Exp_Consensus.pdf. Accessed April 2,2005. 
 
 
 



Parkinsons’s References: www.RxFiles.ca 

 
1 Miyasaki JM, Martin W, Suchowersky O, Weiner WJ, Lang AE. Practice parameter: initiation of treatment for Parkinson's disease: an evidence-based review: report of the Quality Standards Subcommittee of the American Academy of Neurology. Neurology. 2002 Jan 8;58(1):11-7.  
2 Therapeutic Choices 4rd Edition, 2003 
3 Treatment Guidelines: Drugs for Parkinson's Disease. The Medical Letter: June, 2004 (Vol 2, Issue 22) pp. 41-46. Updated Oct, 2007. 
4 Micromedex 2008 
5 Guttman M, Kish SJ, Furukawa Y. Current concepts in the diagnosis and management of Parkinson's disease. CMAJ. 2003 Feb 4;168(3):293-301. 
6 Rascol O, Goetz C, Koller W, Poewe W, Sampaio C. Treatment interventions for Parkinson's disease: an evidence based assessment. Lancet. 2002 May 4;359(9317):1589-98. 
7 Briggs GG, Freeman RK, Sumner JY.  Drugs in Pregnancy and Lactation 8th Edition. Williams & Wilkins, Baltimore, 2008. 
8 Olanow CW, Agid Y, Mizuno Y, et al. Levodopa in the treatment of Parkinson's disease: current controversies. Mov Disord. 2004 Sep;19(9):997-1005.  
9 Nahata MC, Morosco RS, Leguire LE. Development of two stable oral suspensions of levodopa-carbidopa for children with amblyopia. J Pediatr Ophthalmol Strabismus. 2000 Nov-Dec;37(6):333-7.  
10 The Hospital for Sick Children -SickKids: oral suspension levodopa-carbidopa formula last revised March 2002 http://www.sickkids.ca/pharmacy/custom/levodopa.asp  
11 Stalevo for Parkinson's disease. Med Lett Drugs Ther. 2004 May 10;46(1182):39-40. 
12 Parcopa f: A Rapid Dissolving Formulation of Carbidopa/Levodopa. Med Lett Drugs Ther. 2005 Jan 31;47(1201):12-13. 
13 Nyholm D, Nilsson Remahl AI, et al. Duodenal levodopa infusion monotherapy vs oral polypharmacy in advanced Parkinson disease. Neurology. 2005 Jan 25;64(2):216-23.  
14 Olanow CW, Watts RL, Koller WC. An algorithm (decision tree) for the management of Parkinson's disease (2001): treatment guidelines. Neurology. 2001 Jun;56(11 Suppl 5):S1-S88. 
15 Ahlskog JE, Muenter MD. Frequency of levodopa-related dyskinesias and motor fluctuations as estimated from the cumulative literature. Mov Disord. 2001 May;16(3):448-58.  
16 Koller WC, Hutton JT, Tolosa E, et al. Immediate-release & controlled-release carbidopa/levodopa in PD: a 5-year randomized multicenter study. Carbidopa/Levodopa Study Group. Neurology. 1999 Sep 22;53(5):1012-9.  
17 Fahn S, Oakes D, Shoulson I, Kieburtz K, Rudolph A, Lang A, Olanow CW, et al. Parkinson Study Group. Levodopa and the progression of Parkinson's disease. N Engl J Med. 2004 Dec 9;351(24):2498-508.  
18 Nutt JG, Woodward WR, Hammerstad JP, Carter JH, Anderson JL. The "on-off" phenomenon in Parkinson's disease. Relation to levodopa absorption and transport. N Engl J Med. 1984 Feb 23;310(8):483-8.  
19 van Hilten JJ, Ramaker C, Van de Beek WJ, Finken MJ. Bromocriptine for levodopa-induced motor complications in Parkinson's disease. Cochrane Database Syst Rev. 2000;(2):CD001203.  
20 Ramaker C, Hilten JJ. Bromocriptine/levodopa combined versus levodopa alone for early Parkinson's disease. Cochrane Database Syst Rev. 2002;(2):CD003634.  
21 Lees AJ, Katzenschlager R, Head J, Ben-Shlomo Y. Ten-year follow-up of three different initial treatments in de-novo PD: a randomized trial (PDRGUK). Neurology. 2001 Nov 13;57(9):1687-94.  
22 Hely MA, Morris JG, Reid WG, Trafficante R. Sydney multicenter study of Parkinson's disease: Non-L-dopa-responsive problems dominate at 15 years. Mov Disord. 2004 Nov 18 
23 Hely MA, Morris JG, Traficante R, et al. The sydney multicentre study of Parkinson's disease: progression and mortality at 10 years. J Neurol Neurosurg Psychiatry. 1999 Sep;67(3):300-7.  
24 Bracco F, Battaglia A, Chouza C, et al. PKDS009 Study Group. The long-acting dopamine receptor agonist cabergoline in early Parkinson's disease: final results of a 5-year, double-blind, levodopa-controlled study. CNS Drugs. 2004;18(11):733-46.  
25 Rinne UK, Bracco F, Chouza C, et al. Early treatment of Parkinson's disease with cabergoline (3-5yr trial) delays the onset of motor complications. Results of a double-blind levodopa controlled trial. The PKDS009 Study Group. Drugs. 1998;55 Suppl 1:23-30.  
26 Pinero A, Marcos-Alberca P, Fortes J. Cabergoline-related severe restrictive mitral regurgitation. N Engl J Med. 2005 Nov 3;353(18):1976-7. 
27 Navan P, Findley LJ, Undy MB, et al. A randomly assigned double-blind cross-over study examining the relative anti-parkinsonian tremor effects of pramipexole and pergolide. Eur J Neurol. 2005 Jan;12(1):1-8.  
28 Tintner R, Manian P, Gauthier P, Jankovic J. Pleuropulmonary fibrosis after long-term treatment with the dopamine agonist pergolide for Parkinson Disease. Arch Neurol. 2005 Aug;62(8):1290-5.  
29 Arnold G, Gasser T, Storch A, Lipp A, Kupsch A, Hundemer HP, Schwarz J. High doses of pergolide improve clinical global impression in advanced Parkinson's disease-A preliminary open label study. Arch Gerontol Geriatr. 2005 Jul 16; [Epub ahead of print]  
30 Muraki M, et al. Effects of low-dose pergolide therapy on cardiac valves in patients with Parkinson's disease. J Cardiol. 2005 Dec;46(6):221-7.  
31 Holloway RG, Shoulson I, Fahn S, et al.  Parkinson Study Group. Pramipexole vs levodopa as initial treatment for Parkinson disease: a 4-year randomized controlled trial. Arch Neurol. 2004 Jul;61(7):1044-53.  
32 Navan P, Findley LJ, Jeffs JA, Pearce RK, et al. Randomized, double-blind, 3-month parallel study of the effects of pramipexole, pergolide, and placebo on Parkinsonian tremor. Mov Disord. 2003 Nov;18(11):1324-31.  
33 Parkinson Study Group. Pramipexole vs levodopa as initial treatment for Parkinson disease: A randomized controlled trial. Parkinson Study Group (CALM-PD). JAMA. 2000 Oct 18;284(15):1931-8.  
34 Guttman M. Double-blind comparison of pramipexole & bromocriptine treatment with placebo in advanced Parkinson's disease. International Pramipexole-Bromocriptine Study Group. Neurology. 1997 Oct;49(4):1060-5.  
35 Moller JC, Oertel WH, Koster J, Pezzoli G, Provinciali L. Long-term efficacy and safety of pramipexole in advanced Parkinson's disease: results from a European multicenter trial. Mov Disord. 2005 May;20(5):602-10.  
36 Holman AJ, Myers RR. A randomized, double-blind, placebo-controlled trial of pramipexole, a dopamine agonist, in patients with fibromyalgia receiving concomitant medications. Arthritis Rheum. 2005 Aug;52(8):2495-505.  
37 Whone AL, Watts RL, Stoessl AJ, et al.; REAL-PET Study Group. Slower progression of Parkinson's disease with ropinirole versus levodopa: The REAL-PET study. Ann Neurol. 2003 Jul;54(1):93-101.  
38 Korczyn AD, Brunt ER, Larsen JP, et al. A 3-year randomized trial of ropinirole and bromocriptine in early Parkinson's disease. The 053 Study Group. Neurology. 1999 Jul 22;53(2):364-70. Erratum in: Neurology 1999 Sep 22;53(5):1162.  
39 Rascol O, Brooks DJ, Korczyn AD, et al. A five-year study of the incidence of dyskinesia in patients with early Parkinson's disease who were treated with ropinirole or levodopa. 056 Study Group. N Engl J Med. 2000 May 18;342(20):1484-91.  
40 Cassano P, Lattanzi L, Fava M, Navari S, Battistini G, Abelli M, Cassano GB. Ropinirole in treatment-resistant depression: a 16-week pilot study. Can J Psychiatry. 2005 May;50(6):357-60.  
41 Inzelberg R, Schechtman E, Nisipeanu P. Cabergoline, pramipexole and ropinirole used as monotherapy in early Parkinson's disease: an evidence-based comparison. Drugs Aging. 2003;20(11):847-55. 
42 Albin RL, Frey KA. Initial agonist treatment of Parkinson disease: a critique. Neurology. 2003 Feb 11;60(3):390-4. 
    Stowe R, Ives Nj, Clarke C et al. Dopamine agonist therapy in early Parkinson's disease. Cochrane Database Syst Rev. 2008 Apr 16;(2):CD006564. This meta-analysis confirms that motor complications are reduced with dopamine agonists compared to levodopa, but also establishes that other  
    important side-effects are increased and symptom control is poorer with agonists. Larger, long-term comparative trials assessing patient-rated quality of life are needed to assess more reliably the balance of benefits and risks of dopamine agonists compared to levodopa. 
43 Frucht S, Rogers JD, Greene PE, Gordon MF, Fahn S. Falling asleep at the wheel: motor vehicle mishaps in persons taking pramipexole and ropinirole. Neurology. 1999 Jun 10;52(9):1908-10.  
44 Hobson DE, Lang AE, Martin WR, et al. Excessive daytime sleepiness and sudden-onset sleep in Parkinson disease: a survey by the Canadian Movement Disorders Group. JAMA. 2002 Jan 23-30;287(4):455-63.  
45 Paus S, Brecht HM, Koster J, Seeger G, Klockgether T, Wullner U. Sleep attacks, daytime sleepiness, and dopamine agonists in Parkinson's disease. Mov Disord. 2003 Jun;18(6):659-67.  
46 Driver-Dunckley E, Samanta J, Stacy M. Pathological gambling associated with dopamine agonist therapy in Parkinson's disease. Neurology. 2003 Aug 12;61(3):422-3. 
47 Dodd ML, Klos KJ, Bower JH, Geda YE, Josephs KA, Ahlskog JE. Pathological Gambling Caused by Drugs Used to Treat Parkinson Disease. Arch Neurol. 2005 Jul 11; [Epub ahead of print]  
48 April,2003 Health Canada warning Permax and cardiac valvulopathy http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/permax_dhpl_e.pdf  
49 Van Camp G, Flamez A, Cosyns B, et al. Treatment of Parkinson's disease with pergolide and relation to restrictive valvular heart disease. Lancet. 2004 Apr 10;363(9416):1179-83.  
50 Van Camp G, Flamez A, Cosyns B, Goldstein J, Perdaens C, Schoors D. Heart valvular disease in patients with Parkinson's disease treated with high-dose pergolide. Neurology. 2003 Sep 23;61(6):859-61.  
51 Pinero A, Marcos-Alberca P, Fortes J. Cabergoline-related severe restrictive mitral regurgitation. N Engl J Med. 2005 Nov 3;353(18):1976-7. (Concern because reports of drug being abused: may prolong orgasms in men) (Yamamoto M, Uesugi T, Nakayama T. Dopamine agonists and cardiac  
    valvulopathy in Parkinson disease: a case-control study. Neurology. 2006 Oct 10;67(7):1225-9. The frequency of valvulopathy was significantly increased in the cabergoline group. Our results indicate that high cumulative dose and long-term treatment with cabergoline are risk factors for valvulopathy in patients with  
    Parkinson disease. &  Junghanns S, Fuhrmann JT, et al. Valvular heart disease in Parkinson's disease patients treated with dopamine agonists: A reader-blinded monocenter echocardiography study. Mov Disord. 2006 Nov 8; [Epub ahead of print]  Our data suggest that ergot DAs are associated with higher  
    prevalence of VHD compared to non-ergot DAs and controls. Standard echocardiography seems sufficient to detect VHD in PD patients treated with DAs.) (Schade R, Andersohn F, Suissa S, et al. Dopamine agonists and the risk of cardiac-valve regurgitation. N Engl J Med 2007; 356:29-38. (InfoPOEMs: The risk  
    of cardiac valve damage is elevated in patients taking pergolide (Permax) or cabergoline (Dostinex), especially if the dose is higher than 3 mg per day and the drug is taken for more than 6 months. The absolute risk is modest: approximately 2.5 additional cases of valve damage for every 1000 patients  
    who take one of the drugs for 1 year. (LOE = 3b)) Zanettini R, Antonini  A, Gatto G, et al. Valvular heart disease and the use of dopamine agonists for Parkinson's disease. N Engl J Med 2007; 356:39-46. Roth BL. Drugs and valvular heart disease. N Engl J Med 2007; 356:6-9. According to a  
    Perspective accompanying the two studies, the new findings support prior clinical and mechanistic evidence for a link between a histologically distinct fibrotic valvulopathy and treatment with drugs that block the serotonin receptor 5-hydroxytryptamine 2B (5-HT2B). Pergolide and cabergoline  
    have that biochemical action in common, while the other studied dopamine antagonists don't have significant effects on 5-HT2B.) 
52 Clarke CE, Guttman M. Dopamine agonist monotherapy in Parkinson's disease. Lancet. 2002 Nov 30;360(9347):1767-9. 
    Katzenschlager R, Head J, Schrag A, Ben-Shlomo Y, Evans A, Lees AJ; On behalf of the Parkinson's Disease Research Group of the United Kingdom.  Fourteen-year final report of the randomized PDRG-UK trial comparing three initial treatments in PD. Neurology. 2008 Jun 25. [Epub ahead of  
    print] Initial treatment with the dopamine agonist bromocriptine did not reduce mortality or motor disability and the initially reduced frequency in motor complications was not sustained. We found no evidence of a long-term benefit or clinically relevant disease-modifying effect with initial dopamine  
    agonist treatment. 
53 Ancelin ML, et al.  Non-degenerative mild cognitive impairment in elderly people and use of anticholinergic drugs: longitudinal cohort study. BMJ. 2006 Feb 25;332(7539):455-9. Epub 2006 Feb 1.  
54 Katzenschlager R, Sampaio C, Costa J, Lees A. Anticholinergics for symptomatic management of Parkinson's disease. Cochrane Database Syst Rev. 2003;(2):CD003735.  
55 Uitti RJ, Rajput AH, Ahlskog JE, Offord KP, Schroeder DR, Ho MM, et al. Amantadine treatment is an independent predictor of improved survival in Parkinson's disease. Neurology. 1996 Jun;46(6):1551-6.  56 Inzelberg R, Bonuccelli U, Schechtman E, Miniowich A, Strugatsky R, CeravoloR, Logi C, Rossi C, Klein C, Rabey JM.  Association between amantadine and the onset of dementia in Parkinson's disease. Mov Disord. 2006 May 16; [Epub ahead of print]  
57 Thomas A, Iacono D, Luciano AL, Armellino K, Di Iorio A, Onofrj M. Duration of amantadine benefit on dyskinesia of severe Parkinson's disease. J Neurol Neurosurg Psychiatry. 2004 Jan;75(1):141-3.  
58 Crosby NJ, Deane KH, Clarke CE. Amantadine for dyskinesia in Parkinson's disease. Cochrane Database Syst Rev. 2003;(2):CD003467.  
59 Brooks DJ, Sagar H; UK-Irish Entacapone Study Group. Entacapone is beneficial in both fluctuating and non-fluctuating patients with Parkinson's disease: a randomised, placebo controlled, double blind, six month study. J Neurol Neurosurg Psychiatry. 2003 Aug;74(8):1071-9.  
60 Myllyla VV, Kultalahti ER, Haapaniemi H, Leinonen M; FILOMEN Study Group. Twelve-month safety of entacapone in patients with Parkinson's disease. Eur J Neurol. 2001 Jan;8(1):53-60.  
61 Entacapone improves motor fluctuations in levodopa-treated Parkinson's disease patients. Parkinson Study Group. Ann Neurol. 1997 Nov;42(5):747-55.  
62 Larsen JP, Worm-Petersen J, Siden A, Gordin A, et al.; NOMESAFE Study Group. The tolerability and efficacy of entacapone over 3 years in patients with Parkinson's disease. Eur J Neurol. 2003 Mar;10(2):137-46.  
63 Poewe WH, Deuschl G, Gordin A, Kultalahti ER, Leinonen M; Celomen Study Group. Efficacy and safety of entacapone in Parkinson's disease patients with suboptimal levodopa response: a 6-month randomized placebo-controlled double-blind study in Germany and Austria (Celomen study). Acta 
Neurol Scand. 2002 Apr;105(4):245-55.  
64 Deane K, Spieker S, Clarke C. Catechol-O-methyltransferase inhibitors for levodopa-induced complications in Parkinson's disease. Cochrane Database Syst Rev. 2004 Oct 18;(4):CD004554.  
65 Olanow CW, Kieburtz K, Stern M, et al.; US01 Study Team. Double-blind, placebo-controlled study of entacapone in levodopa-treated patients with stable Parkinson disease. Arch Neurol. 2004 Oct;61(10):1563-8.  
66 Mortality in DATATOP: a multicenter trial in early Parkinson's disease. Parkinson Study Group. Ann Neurol. 1998 Mar;43(3):318-25.  
67 Impact of deprenyl and tocopherol treatment on Parkinson's disease in DATATOP patients requiring levodopa. Parkinson Study Group. Ann Neurol. 1996 Jan;39(1):37-45.  
68 Impact of deprenyl and tocopherol treatment on Parkinson's disease in DATATOP subjects not requiring levodopa. Parkinson Study Group. Ann Neurol. 1996 Jan;39(1):29-36.  
69 Waters CH, Sethi KD, Hauser RA, et al.; Zydis Selegiline Study Group. Zydis selegiline reduces off time in Parkinson's disease patients with motor fluctuations: a 3-month, randomized, placebo-controlled study. Mov Disord. 2004 Apr;19(4):426-32.  
70 Olanow CW, Myllyla VV, Sotaniemi KA, et al. Effect of selegiline on mortality in patients with Parkinson's disease: a meta-analysis. Neurology. 1998 Sep;51(3):825-30.  
71 Mortality in DATATOP: a multicenter trial in early Parkinson's disease. Parkinson Study Group. Ann Neurol. 1998 Mar;43(3):318-25.  

 



 
72 Macleod A, Counsell C, Ives N, Stowe R. Monoamine oxidase B inhibitors for early Parkinson's disease. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD004898.  
73 Ives NJ, Stowe RL, Marro J, et al. Monoamine oxidase type B inhibitors in early Parkinson's disease: meta-analysis of 17 randomised trials involving 3525 patients. BMJ. 2004 Sep 11;329(7466):593.  
74 Palhagen S, Heinonen E, Hagglund J, Kaugesaar T, Maki-Ikola O, Palm R; Swedish Parkinson Study Group. Selegiline slows the progression of the symptoms of Parkinson disease. Neurology. 2006 Apr 25;66(8):1200-6. Epub 2006 Mar 15.  
75 Van Gerpen JA. Drug-induced parkinsonism. Neurologist. 2002 Nov;8(6):363-70. (Cersosimo MG, Koller WC. The diagnosis of manganese-induced parkinsonism. Neurotoxicology. 2005 Nov 30; [Epub ahead of print] ) 
    Esper CD, Factor SA. Failure of recognition of drug-induced parkinsonism in the elderly. Mov Disord. 2007 Dec 7; [Epub ahead of print] 
76 Witjas T, Kaphan E, Azulay JP, Blin O, Ceccaldi M, Pouget J, Poncet M, Cherif AA. Nonmotor fluctuations in Parkinson's disease: frequent and disabling. Neurology. 2002 Aug 13;59(3):408-13.  
77 Pollak P, Tison F, Rascol O, et al. Clozapine in drug induced psychosis in Parkinson's disease: a randomised, placebo controlled study with open follow up. J Neurol Neurosurg Psychiatry. 2004 May;75(5):689-95.  
78 Clozapine in drug-induced psychosis in Parkinson's disease. The French Clozapine Parkinson Study Group. Lancet. 1999 Jun 12;353(9169):2041-2.  
79 Low-dose clozapine for the treatment of drug-induced psychosis in Parkinson's disease. The Parkinson Study Group. N Engl J Med. 1999 Mar 11;340(10):757-63.  
80 Morgante L, Epifanio A, Spina E, et al. Quetiapine and clozapine in parkinsonian patients with dopaminergic psychosis. Clin Neuropharmacol. 2004 Jul-Aug;27(4):153-6.  
81 Morgante L, Epifanio A, Spina E, Zappia M, Di Rosa AE, et al. Quetiapine and clozapine in parkinsonian patients with dopaminergic psychosis. Clin Neuropharmacol. 2004 Jul-Aug;27(4):153-6.  
82 Ondo WG, Tintner R, Dat Voung K, Lai D, Ringholz G. Double-blind, placebo-controlled, unforced titration parallel trial of quetiapine for dopaminergic-induced hallucinations in Parkinson's disease. Mov Disord. 2005 Mar 30. 
83 Ondo WG, Hunter C, Moore W. A double-blind placebo-controlled trial of botulinum toxin B for sialorrhea in Parkinson's disease. Neurology. 2004 Jan 13;62(1):37-40. (Wieler M, Camicioli R, Jones CA, Martin WR.  Botulinum toxin injections do not improve freezing of gait in Parkinson 
    disease.Neurology. 2005 Aug 23;65(4):626-8. )( Lagalla G, et al. Botulinum toxin type A for drooling in Parkinson's disease: A double-blind, randomized, placebo-controlled study. Mov Disord. 2006 Jan 26; [Epub ahead of print] ) 
84 Leroi I, Brandt J, Reich SG, Lyketsos CG, Grill S, Thompson R, Marsh L. Randomized placebo-controlled trial of donepezil in cognitive impairment in Parkinson's disease. Int J Geriatr Psychiatry. 2004 Jan;19(1):1-8.  
85 Emre M, et al. Rivastigmine for dementia associated with Parkinson's disease. (Express) N Engl J Med. 2004 Dec 9;351(24):2509-18. (Wesnes KA, et al. Benefits of rivastigmine on attention in dementia associated with Parkinson disease. Neurology. 2005 Nov 22;65(10):1654-6.) 
86 McKeith I, Del Ser T, Spano P, et al. Efficacy of rivastigmine in dementia with Lewy bodies: A randomised, double-blind, placebo-controlled international study. Lancet 2000;356:2031-2036. 
87 Maidment I, Fox C, Boustani M. Cholinesterase inhibitors for Parkinson's disease dementia. Cochrane Database Syst Rev. 2006 Jan 25;(1):CD004747.  
88 Adler CH, Caviness JN, Hentz JG, Lind M, Tiede J. Randomized trial of modafinil for treating subjective daytime sleepiness in patients with Parkinson's disease. Mov Disord. 2003 Mar;18(3):287-93. & Ondo WG, Fayle R, Atassi F, Jankovic J. Modafinil for daytime somnolence in Parkinson's  
    disease: double blind, placebo controlled parallel trial. J Neurol Neurosurg Psychiatry. 2005 Dec;76(12):1636-9.  
89 Crosby NJ, Deane KH, Clarke CE. Beta-blocker therapy for tremor in Parkinson's disease. Cochrane Database Syst Rev. 2003;(1):CD003361.  
90 Dewey RB Jr, Hutton JT, LeWitt PA, Factor SA. A randomized, double-blind, placebo-controlled trial of subcutaneously injected apomorphine for parkinsonian off-state events. Arch Neurol. 2001 Sep;58(9):1385-92.  
91 Stacy M. Apomorphine: North American clinical experience. Neurology. 2004 Mar 23;62(6 Suppl 4):S18-21.  
92 Apomorphine for Advanced Parkinson's disease. Med Lett Drugs Ther. 2005 Jan 17;47(1200):7-8. (Haq IU, Lewitt PA, Fernandez HH. Apomorphine therapy in Parkinson's disease: a review. 
  Expert Opin Pharmacother. 2007 Nov;8(16):2799-809.) 
93 Impact of deprenyl and tocopherol treatment on Parkinson's disease in DATATOP patients requiring levodopa. Parkinson Study Group. Ann Neurol. 1996 Jan;39(1):37-45. (Etminan M, Gill SS, Samii A. Intake of vitamin E, vitamin C, and carotenoids and the risk of Parkinson's disease: a meta-analysis. Lancet  
    Neurol. 2005 Jun;4(6):362-5.) (Pham DQ, Plakogiannis R. Vitamin e supplementation in Alzheimer's disease, Parkinson's disease, tardive dyskinesia, and cataract: part 2. Ann Pharmacother. 2005 Dec;39(12):2065-71. Epub 2005 Nov 15.) 
94 Walter BL, Vitek JL. Surgical treatment for Parkinson's disease. Lancet Neurol. 2004 Dec;3(12):719-28.  
 

95 Valerie C. Anderson; Kim J. Burchiel; Penelope Hogarth; et al. Pallidal vs Subthalamic Nucleus Deep Brain Stimulation in Parkinson Disease. Arch Neurol. 2005;62:554-560. 
 
 
Additional articles: 
Barone P, et al. and the Depression/Parkinson Italian Study Group.  Pramipexole versus sertraline in the treatment of depression in Parkinson's disease : A national multicenter parallel-group randomized study. J Neurol. 2006 Apr 20; [Epub ahead of print]  
Becker C, Jick SS, Meier CR. Use of antihypertensives and the risk of Parkinson disease. Neurology. 2008 Feb 6; [Epub ahead of print] Current long-term use of calcium channel blockers was associated with a significantly reduced risk of a Parkinson disease diagnosis, while the risk was not  
                   materially altered for users of angiotensin converting enzyme inhibitors or beta-blockers and, with less statistical precision, for users of angiotensin II antagonists. 
Bender A, et al. Creatine supplementation in Parkinson disease: a placebo-controlled randomized pilot trial. Neurology. 2006 Oct 10;67(7):1262-4. Cr improved patient mood and led to a smaller dose increase of dopaminergic therapy but had no effect over 2yrs on overall Unified Parkinson's Disease Rating Scale  
                     scores or dopamine transporter SPECT. 
Bonakdar RA, Guarneri E. Coenzyme Q10. Am Fam Physician. 2005 Sep 15;72(6):1065-70.  
Brandt-Christensen M, Kvist et al.  Treatment with antidepressants and lithium is associated with increased risk of treatment with antiparkinson drugs: a pharmacoepidemiological study. J Neurol Neurosurg Psychiatry. 2006 Jun;77(6):781-3.  
Chen H, Jacobs E, Schwarzschild MA, McCullough ML, Calle EE, Thun MJ, Ascherio A. Nonsteroidal antiinflammatory drug use and the risk for Parkinson's disease. Ann Neurol. 2005 Dec;58(6):963-7.  
Chen JJ, Swope DM. Pharmacotherapy for Parkinson's disease. Pharmacotherapy. 2007 Dec;27(12 Pt 2):161S-73S. 
Clarke CE. Parkinson's disease. BMJ. 2007 Sep 1;335(7617):441-5. 
de Lau LM, Schipper CM, Hofman A, et al. Prognosis of Parkinson disease: risk of dementia and mortality: the Rotterdam Study. Arch Neurol. 2005 Aug;62(8):1265-9. (InfoPOEMs: Patients with Parkinson's disease, especially those with at least one apolipoprotein E (APOE) gene epsilon2 allele, are at increased  
                    risk of developing dementia. Furthermore, patients with Parkinson's disease have a higher mortality risk, especially those who have had the disease the longest. (LOE = 1b) )  
Deleu D, et al. Effects of caffeine on levodopa pharmacokinetics and pharmacodynamics in Parkinson disease. Neurology. 2006 Sep 12;67(5):897-9. Caffeine administered before levodopa may improve its pharmacokinetics in some parkinsonian patients. 
Deuschl G, et al.; German Parkinson Study Group,Neurostimulation Section. A randomized trial of deep-brain stimulation for Parkinson's disease. N Engl J Med. 2006 Aug 31;355(9):896-908. (InfoPOEMs: Deep-brain stimulation poses risks, but also offers mild to moderate improvement in motor  
                    function for patients with severe Parkinson's disease (PD) who are already using maximal medical therapy. (LOE = 1b-))  
Dickerson LM, Young SE, Simpson WM, Nashelsky J. Treatment of early Parkinson's disease. Am Fam Physician. 2005 Aug 1;72(3):497-500.  
Goetz CG, Poewe W, Rascol O, Sampaio C. Evidence-based medical review update: pharmacological and surgical treatments of Parkinson's disease: 2001 to 2004. Mov Disord. 2005 May;20(5):523-39. 
Grosset KA, et al. Problematic gambling on dopamine agonists: Not such a rarity. Mov Disord. 2006 Sep 29; [Epub ahead of print]  
Hauser RA. Long-term care of Parkinson's disease. Strategies for managing "wearing off" symptom re-emergence and dyskinesias. Geriatrics. 2006 Sep;61(9):14-20. 
Health Canada Aug/07: Eli Lilly Canada advises Healthcare Professionals that they will cease sale of Permax August 30, 2007 due to risk of cardiac valvulopathy. 
Holman AJ, Myers RR.  A randomized, double-blind, placebo-controlled trial of pramipexole, a dopamine agonist, in patients with fibromyalgia receiving concomitant medications. Arthritis Rheum. 2005 Aug;52(8):2495-505.  
Jankovic J, Watts RL, Martin W, Boroojerdi B. Transdermal rotigotine: double-blind, placebo-controlled trial in Parkinson disease. Arch Neurol. 2007 May;64(5):676-82. 
Junghanns S, Fuhrmann JT, et al. Valvular heart disease in Parkinson's disease patients treated with dopamine agonists: A reader-blinded monocenter echocardiography study. Mov Disord. 2006 Nov 8; [Epub ahead of print]  Our data suggest that ergot DAs are associated with higher prevalence of VHD  
                      compared to non-ergot DAs and controls. Standard echocardiography seems sufficient to detect VHD in PD patients treated with DAs. 
Kirsch-Darrow L, et al. Dissociating apathy and depression in Parkinson disease. Neurology. 2006 Jul 11;67(1):33-8.  
Klein C, Prokhorov T, et al. Long-term Follow-up (24 Months) of Quetiapine Treatment in Drug-induced Parkinson Disease Psychosis. Clin Neuropharmacol. 2006 Jul-Aug;29(4):215-9.  
Lees A. Alternatives to levodopa in the initial treatment of early Parkinson's disease. Drugs Aging. 2005;22(9):731-40.  
Mamikonyan E, Siderowf AD, Duda JE, Potenza MN, Horn S, Stern MB, Weintraub D. Long-term follow-up of impulse control disorders in Parkinson's disease. Mov Disord. 2007 Oct 25; [Epub ahead of print] For PD patients who develop an ICD in the context of DA treatment, discontinuing or  
                 significantly decreasing DA exposure, even when offset by an increase in levodopa treatment, is associated with remission of or significant reduction in ICD behaviors without worsening in motor symptoms. 
Maraganore DM, et al.; Genetic Epidemiology of Parkinson's Disease (GEO-PD) Consortium. Collaborative analysis of alpha-synuclein gene promoter variability and Parkinson disease. JAMA. 2006 Aug 9;296(6):661-70.  
Medical Letler. Rotigotine (Neupro) for Parkinson’s Disease. Aug 27,2007. 
NINDS NET-PD Investigators.  A randomized, double-blind, futility clinical trial of creatine and minocycline in early Parkinson disease. Neurology. 2006 Mar 14;66(5):664-71. Epub 2006 Feb 15.  
Nutt JG, Wooten GF. Clinical practice. Diagnosis and initial management of Parkinson's disease. N Engl J Med. 2005 Sep 8;353(10):1021-7.  
Okun MS, et al.  Testosterone therapy in men with Parkinson disease: results of the TEST-PD Study. Arch Neurol. 2006 May;63(5):729-35.  
Ozelius LJ, et al. LRRK2 G2019S as a cause of Parkinson's disease in Ashkenazi Jews. N Engl J Med. 2006 Jan 26;354(4):424-5.  
Pharmacist’s Letter Oct 2006. Alternative or Off-label Routes of Drug Administration. (Vaginal administration of: bromocriptine; Sublingual Atropine eye drops or Atroven nasal spray to ↓ saliva & drooling)) 
Pharmacist’s Letter Oct 2006. Azilect (rasagiline mesylate). (see also Medical Letter Dec 4/18,2006) 
Pharmacist’s Letter Feb 2007. Drug Induced heart valve dysfunction.  
Pharmacists Letter. Neupro (Rotigotine transdermal system).  June 2007. 
Pierantozzi M, et al. Helicobacter pylori eradication and l-dopa absorption in patients with PD and motor fluctuations. Neurology. 2006 Jun 27;66(12):1824-9.  
Rocca WA, Bower JH, Maraganore DM, Ahlskog JE, Grossardt BR, et al.. Increased risk of parkinsonism in women who underwent oophorectomy before menopause. Neurology. 2007 Aug 29; [Epub ahead of print] Both unilateral and bilateral oophorectomy performed prior to  
                    menopause may be associated with an increased risk of parkinsonism and the effect may be age-dependent. However, our findings await independent replication. 
Rochon PA, Stukel TA, Sykora K, Gill S, Garfinkel S, et al. Atypical antipsychotics and parkinsonism. Arch Intern Med. 2005 Sep 12;165(16):1882-8. CONCLUSIONS: The risk of development of parkinsonism associated with the use of high-dose atypical  
                    antipsychotics was similar to that associated with the use of typical antipsychotics. Caution should be used when prescribing atypical antipsychotic therapy at high doses. 
Poewe WH, Rascol O, Quinn N, Tolosa E, Oertel WH, Martignoni E, Rupp M, Boroojerdi B; SP 515 Investigators. Efficacy of pramipexole and transdermal rotigotine in advanced Parkinson's disease: a double-blind, double-dummy, randomised controlled trial. Lancet Neurol. 2007 Jun;6(6):513-20.  
                204 patients were randomly assigned to receive rotigotine (up to 16mg per day), 201 to receive pramipexole (up to 4.5mg per day), and 101 to receive placebo for 6 months. In terms of change in absolute off time, rotigotine was non-inferior to pramipexole. Continuous delivery of rotigotine  
                as transdermal patches could offer similar efficacy to oral pramipexole in patients with fluctuating Parkinson's disease over 6 months of treatment. 

 



 
Rongve A, Aarsland D.  Management of Parkinson's disease dementia : practical considerations. Drugs Aging. 2006;23(10):807-22.  
Sharma JC, Ross IN, Rascol O, Brooks D. Relationship between weight, levodopa and dyskinesia: the significance of levodopa dose per kilogram body weight. Eur J Neurol. 2008 May;15(5):493-6. Epub 2008 Mar 18. Higher levodopa dose per kilogram body weight is an independently significant  
              factor for developing dyskinesia. 
Shults CW, Oakes D, Kieburtz K, et al; Parkinson Study Group. Effects of coenzyme Q10 in early Parkinson disease: evidence of slowing of the functional decline. Arch Neurol. 2002 Oct;59(10):1541-50.  
Siddiqui MA, Plosker GL. Rasagiline. Drugs Aging. 2005;22(1):83-91; discussion 93-4. (Goetz CG, et al.; Parkinson Study Group TEMPO and PRESTO Investigators.  Safety of rasagiline in elderly patients with Parkinson disease. Neurology. 2006 May 9;66(9):1427-9.)( Rascol O, et al;LARGO  
              study group.  Rasagiline as an adjunct to levodopa in patients with  parkinson's disease and motor fluctuations (LARGO, Lasting effect in Adjunct therapy with Rasagiline Given Once daily, study): a randomised, double-blind, parallel-group trial. Lancet. 2005 Mar 12-18;365(9463):947- 
              4.)(Parkinson Study Group. A randomized placebo-controlled trial of rasagiline in levodopa-treated patients with Parkinson disease and motor fluctuations: the PRESTO study. Arch Neurol. 2005 Feb;62(2):241-8.) (see also Pharmacist’s Letter July 2006: New Treatments: Azilect & Zelapar)  
Stepens A, Logina I, Liguts V, et al. A Parkinsonian syndrome in methcathinone users and the role of manganese. N Engl J Med. 2008 Mar 6;358(10):1009-17. Our observation of a distinctive extrapyramidal syndrome, changes in the MRI signal in the basal ganglia, and elevated blood manganese  
                levels in methcathinone (ephedrone) users suggests that manganese in the methcathinone solution causes a persistent neurologic disorder. 
Stocchi F, Vacca L, Ruggieri S, Olanow CW. Intermittent vs continuous levodopa administration in patients with advanced Parkinson disease: a clinical and pharmacokinetic study. Arch Neurol. 2005 Jun;62(6):905-10.  
Storch A, Jost WH, Vieregge P, et al. Randomized, Double-blind, Placebo-Controlled Trial on Symptomatic Effects of Coenzyme Q10 100mg tid in Parkinson Disease. Arch Neurol. 2007 May 14; [Epub ahead of print] N=131 3months. Nanoparticular CoQ(10) at a dosage of 300 mg/d is safe and  
                well tolerated and leads to plasma levels similar to 1200 mg/d of standard formulations. Add-on CoQ(10) does not display symptomatic effects in midstage Parkinson disease. 
Tolosa E, Wenning G, Poewe W. The diagnosis of Parkinson's disease. Lancet Neurol. 2006 Jan;5(1):75-86.  
Thomsen TR, Galpern WR, Asante A, Arenovich T, Fox SH. Ipratropium bromide spray as treatment for sialorrhea in Parkinson's disease. Mov Disord. 2007 Sep 17; [Epub ahead of print] Ipratropium bromide spray had no significant effect on weight of saliva produced. There was a mild effect of  
                treatment on subjective measures of sialorrhea. 
Uc EY, Rizzo M, et al. Driving with distraction in Parkinson disease. Neurology. 2006 Nov 28;67(10):1774-80. 
Wahner AD, Bronstein JM, Bordelon YM, Ritz B. Nonsteroidal anti-inflammatory drugs may protect against Parkinson disease. Neurology. 2007 Nov 6;69(19):1836-42. Our study contributes to the growing body of literature suggesting a protective role for nonsteroidal anti-inflammatory drugs  
                 (NSAIDs) in Parkinson disease (PD). 
Weintraub D, et al. Association of dopamine agonist use with impulse control disorders in Parkinson disease. Arch Neurol. 2006 Jul;63(7):969-73.  
Weintraub D, Hurtig HI. Presentation and management of psychosis in Parkinson's disease and dementia with Lewy bodies. Am J Psychiatry. 2007 Oct;164(10):1491-8. 
Williams-Gray CH, et al. Cognitive deficits and psychosis in Parkinson's disease: a review of pathophysiology and therapeutic options. CNS Drugs. 2006;20(6):477-505.  
Wu SS, Frucht SJ. Treatment of Parkinson's disease : what's on the horizon? CNS Drugs. 2005;19(9):723-43.  
Yamamoto M, Uesugi T, Nakayama T. Dopamine agonists and cardiac valvulopathy in Parkinson disease: a case-control study. Neurology. 2006 Oct 10;67(7):1225-9. The frequency of valvulopathy was significantly increased in the cabergoline group. Our results indicate that high cumulative dose and long-term  
                treatment with cabergoline are risk factors for valvulopathy in patients with Parkinson disease. 
Zanetti R, Loria D, Rosso S.  Melanoma, Parkinson's disease and levodopa: causal or spurious link? A review of the literature. Melanoma Res. 2006 Jun;16(3):201-6.  
Zanetti R, Rosso S.  Levodopa and the risk of melanoma. Lancet. 2007 Jan 27;369(9558):257-8. 
 
 
 
Guidelines AAN 2006: 
Miyasaki JM, et al.; Quality Standards Subcommittee of the American Academy of Neurology.  Practice Parameter: evaluation and treatment of depression, psychosis, and dementia in Parkinson disease (an evidence-based review): report of the Quality Standards Subcommittee of the American  
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              and selegiline may be considered to reduce off time (Level C). 2. The available evidence does not establish superiority of one medicine over another in reducing off time (Level B). Sustained release carbidopa/levodopa and bromocriptine may be disregarded to reduce off time (Level C). 3.  
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              or VIM nucleus of the thalamus in reducing off time, dyskinesia, or medication usage, or to improve motor function. 5. Preoperative response to levodopa predicts better outcome after DBS of the STN (Level B). 
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              function in PD. 4. Exercise may be helpful in improving motor function. 5. Speech therapy may be helpful in improving speech volume. 6. No manual therapy has been shown to be helpful in the treatment of motor symptoms, although studies in this area are limited. Further studies using a  
              rigorous scientific method are needed to determine efficacy of alternative therapies. 
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              Parkinson disease (PD). 2. Levodopa or apomorphine challenge and olfactory testing are probably useful in distinguishing PD from other parkinsonian syndromes. 3. Predictive factors for more rapid motor progression, nursing home placement, and shorter survival time include older age at  
              onset of PD, associated comorbidities, presentation with rigidity and bradykinesia, and decreased dopamine responsiveness. Future research into methods for earlier and more accurate diagnosis of the disease and identification and clarification of predictive factors of rapid disease progression is  
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                                                 2005;1:437-45. (InfoPOEMs: The pelargonium sidoides extract (Umckaloabo in Germany) produced a significantly greater reduction in symptoms of acute bronchitis than  
                                                 placebo, & more patients were satisfied with treatment. As with all herbal products, results may be different with pelargonium products other than this extract. (LOE = 1b)) 
Clegg et al . National Institutes of Health (NIH) Glucosamine/Chondroitin Arthritis Intervention Trial (GAIT) Clegg DO, et al. Glucosamine, chondroitin sulfate, and the two in combination for painful knee osteoarthritis. N Engl J Med. 2006 Feb  
                                                               23;354(8):795-808. CONCLUSIONS: Glucosamine and chondroitin sulfate alone or in combination did not reduce pain effectively in the overall group of patients with osteoarthritis of the knee. Exploratory analyses  
                                                               suggest that the combination of glucosamine and chondroitin sulfate may be effective in the subgroup of patients with moderate-to-severe knee pain. (The 1,538-pts GAIT trial compared the effectiveness & safety of  
                                                               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  
                                                               60.1% in a placebo group, 64% in a glucosamine hydrocholoride arm  (500 mg TID); 65.4% in a chondroitin alone arm (400 mg TID); & 66.6% in a glucosamine-plus-chondroitin arm (500 mg/400mg TID) (p=0.09),  
                                                               according to a study results reported at the American College of Rheumatology meeting in San Diego Nov/05). http://nccam.nih.gov/news/19972000/121100/qa.htm  (InfoPOEMs: Glucosamine HCl and chondroitin  
                                                               provides modest if any  symptomatic benefit for patients with mild osteoarthritis of the knee.  This study was well designed and avoided many of the design flaws of earlier studies. However, it had a high dropout rate  
                                                              (20%) and used a different glucosamine salt than most previous studies. In addition, post-hoc analysis suggests a large benefit in patients with moderate to severe pain. There were also consistent trends toward benefit  
                                                              for many secondary outcomes. (LOE = 1b) ) 
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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                                                       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) )  
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                                                      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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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. 
Fleshner N, Harvey M, et al. Evidence for contamination of herbal erectile dysfunction products with phosphodiesterase type 5 inhibitors. J Urology 2005; 174:636-41.(InfoPOEMs: At least some  
                                                         natural products marketed for the treatment of erectile dysfunction are adulterated with phosphodiesterase type 5 inhibitors. Many of these products claim to be free of adverse effects but  
                                                         in truth may be potentially fatal to patients concomitantly using nitrates. (LOE = 4) ) Two of 7 products (Super-X and Stamina-RX) contained significant amounts of sildenafil (Viagra, 30  
                                                         mg) and tadalafil (Cialis, 20 mg), respectively.  
Gagnier JJ, van Tulder MW, Berman B, Bombardier C. Herbal medicine for low back pain: a Cochrane review. Spine. 2007 Jan 1;32(1):82-92. Harpagophytum procumbens, Salix alba, and Capsicum  
                                                        frutescens seem to reduce pain more than placebo. Additional trials testing these herbal medicines against standard treatments will clarify their equivalence in terms of efficacy. The quality  
                                                        of reporting in these trials was generally poor; thus, trialists should refer to the CONSORT statement in reporting clinical trials of herbal medicines. (InfoPOEMs: If these authors have  
                                                        included all the relevant studies, it appears that there is modest evidence that herbal remedies (oral Harpagophytum procumbens [devil's claw] and Salix alba [white willow bark], as well as  
                                                       topical Capsicum frutescens [cayenne]) alleviate acute episodes of chronic nonspecific low back pain in adults. In general, the reporting of the trials included in this systematic review was  



                                                       poor. Finally, this body of literature is prone to bias in favor of publishing positive results. (LOE = 1a-))  
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                                                     statistically or clinically significant effects on LDL-C or other plasma lipid concentrations in adults with moderate hypercholesterolemia. 
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                                                                Metab. 2007 Aug;92(8):3068-75. Epub 2007 May 22. These results suggest that 54mg genistein plus calcium, vitamin D(3), and a healthy diet was associated with favorable effects on both glycemic control and some  
                                                                cardiovascular risk markers in a cohort of osteopenic, postmenopausal women. D'Anna R, Cannata ML, Atteritano M, et al. Effects of the phytoestrogen genistein on hot flushes, endometrium, and vaginal epithelium in  
                                                                postmenopausal women: a 1-year randomized, double-blind, placebo-controlled study. Menopause. 2007 Jul-Aug;14(4):648-55. The phytoestrogen genistein has been shown to be effective on vasomotor symptoms  
                                                                without an adverse effect on endometrium. Marini H, Minutoli L, Polito F, et al. Effects of the phytoestrogen genistein on bone metabolism in osteopenic postmenopausal women: a randomized trial. Ann Intern Med. 2007  
                                                                Jun 19;146(12):839-47. Summary for patients in: Ann Intern Med. 2007 Jun 19;146(12):I34. Twenty-four months of tx with genistein has positive effects on BMD in osteopenic postmenopausal women. 
Gertsch JH, Basnyat B, et al. Randomised, double blind, placebo controlled comparison of ginkgo biloba and acetazolamide for prevention of acute mountain sickness among Himalayan  
                                                      trekkers: the prevention of high altitude illness trial (PHAIT). BMJ. 2004 Apr 3;328(7443):797. Epub 2004 Mar 11.  
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Guo R, Canter PH, Ernst E. A systematic review of randomised clinical trials of individualised herbal medicine in any indication. Postgrad Med J. 2007 Oct;83(984):633-7. There is a sparsity of  
                                              evidence regarding the effectiveness of individualised herbal medicine & no convincing evidence to support the use of individualised herbal medicine in any indication. 
Gunton JE, Cheung NW, et al. Chromium Supplementation Does Not Improve Glucose Tolerance, Insulin Sensitivity, or Lipid Profile: A randomized, placebo-controlled, double-blind trial of  
                                                      supplementation in subjects with impaired glucose tolerance. Diabetes Care. 2005 Mar;28(3):712-3. 
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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 FiberChoice 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. 
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174. Smith SM, Schroeder K, Fahey T. Over-the-counter medications for acute cough in children and adults in ambulatory settings. Cochrane Database of Systematic Reviews 1999, Issue 1. Art. No.: CD001831. DOI: 10.1002/14651858.CD001831.pub3. {Acute cough is a common and troublesome symptom in  
        people who suffer from acute upper respiratory tract infection (URTI). Many people self-prescribe over-the-counter (OTC) cough preparations and health practitioners often recommend their use for the initial treatment of cough. The results of this review suggest that there is no good evidence for or against the effectiveness of OTC  
        medications in acute cough. The results of this review have to be interpreted with caution because the number of studies in each category of cough preparations was small. Many studies were of low quality and very different from each other, making evaluation of overall efficacy difficult.  
        http://www.cochrane.org/reviews/en/ab001831.html } 
175. Pynnonen MA, Mukerji SS, Kim HM, Adams ME, Terrell JE. Nasal saline for chronic sinonasal symptoms: a randomized controlled trial. Arch Otolaryngol Head Neck Surg. 2007 Nov;133(11):1115-20. Nasal irrigation (nasal washing) using a stream of normal saline, is more effective in decreasing general  
        nasal or sinus symptoms than saline spray. The saline can be made at home, purchased as a kit, or adminstered using a neti pot. Direct your patients to an online source of video (eg, www.youtube.com) to see how it is administered. (LOE = 1b)  
     
 
 
 
 
 
 
 



 
 
 
Additional Pediatric Dosing Information for Physicians & Pharmacists (from 2008-2009 Formulary – The Hospital for Sick Children (Toronto, Canada) 
Aluminum & Magnesium Hydroxide infant 2.5-5ml po q1-2h 
    child 5-15ml po after meals & qhs 
Bisacodyl    0.3mg/kg/dose po 6-12h before desired effect 
Dextromethorphan    1mg/kg/day ( ÷ q6-8h) 
Dimenhydrinate    5mg/kg/day po/IV/IM/pr ( ÷ q6h) 
Diphenhydramine    5mg/kg/day po/IV/IM ( ÷ q6h) 
Docusate Sodium    5mg/kg/day po ( ÷ q6-8h or single daily dose) 
Iron – Treatment    6mg Fe++/kg/day po OD (or ÷ TID) 
Iron – Prophylaxis    0.5-2mg Fe++/kg/day given OD (or ÷BID-TID) 
Lactulose  - for Constipation   5-10ml/day po OD (double daily dose till stool produced) 
Mineral Oil (Heavy)   1ml/kg/dose po HS (Avoid in <1 yr old) 
Magnesium Hydroxide (MgOH) 80mg/ml  20-40 mg elemental Magnesium/kg/day po ( ÷ TID) –for treatment of hypomagnesemia 
   (33mg elemental Magnesium/ml)  
Pseudoephedrine:    <2yrs 4mg/kg/day (÷ q6h prn) 
Ranitidine – Treatment   5-8mg/kg/day po (÷ q8-12h) x8 weeks 
Ranitidine – Maintenance   2.5-5mg/kg/day (given OD or divided bid) 
Senna Syrup   2-5yrs 3-5ml/dose qhs 
    6-12yrs 5-10ml/dose qhs 
Senna Tablet   6-12yrs 1-2 tablets/dose po qhs 
Sorbitol Syrup 70%    1.5-2ml/kg/dose po (Max 150ml/dose) 
 
   
Taste of some medications – MgOH, docusate, lactulose - may be masked by giving with milk (chocolate mix), juice or infant formula. 
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TOBACCO / SMOKING CESSATION PHARMACOTHERAPY 

Cochrane Reviews – Other Therapies Summary   (http://www.update-software.com/publications/cochrane )
1. Acupuncture: lack evidence for acupuncture, acupressure or electrostimulation.  
2. Exercise: Most trials too small to reliably associate any effect of intervention.  
    One trial offered evidence for exercise aiding smoking cessation. 
3. Anxiolytics: Lack evidence but possible effect. 
4. Mecamylamine (nicotine antagonist): Limited data (2 small studies); not effective  
    alone, may enhance effectiveness of NRT 
5. Opioid antagonist (naltrexone): -limited data ( 2 studies), not possible to confirm  
    or refute whether it helps smokers quit; need larger trials 
6. Silver acetate: little evidence to support, may be reflective of poor compliance 

7. Lobeline: no evidence from long-term trials that it can aid smoking cessation 
8. Other Antidepressants: moclobemide trial showed significant effect at 6 months, none @12 months;       
    SSRI’s no evidence of clinically important benefits; venlafaxine trial failed to show significant increase in        
    cessation compared to nicotine patch & counseling alone, but confidence intervals do not exclude effect 
9. Nicotine: the different forms of NRT were all significantly more effective than control 
10. Clonidine: some evidence for being efficacious, but appropriateness not well defined & needs more trials.3  

11. Topiramate: potential to be useful in smoking cessation, especially in those with alcohol dependence, but  
      more data is required before conclusions should be drawn. 36 

12. Other references of interest: 37,38,39,40,41,42,43,44,45,46,47; Tools to assess dependence. E.g. Fagerstrom Tolerance Scale 48

 

 

  
CCHHAAMMPPIIXX  //  VVaarreenniicclliinnee  ––  ffoorr  SSmmookkiinngg  CCeessssaattiioonn  

  PPeerrssppeeccttiivvee  ––  aatt  5522wwkkss  
    

  nnoottee::  mmoosstt  ooff  tthhee  iinndduussttrryy  aadd  ccllaaiimmss  llooookk  aa  bbiitt  mmoorree  iimmpprreessssiivvee  dduuee  ttoo  aannaallyyssiiss  ooff  tthhee  5522  wweeeekk  ttrriiaallss  aatt  tthheeiirr  1122  wweeeekk  mmaarrkk  {{ee..gg..  aatt  
1122  wweeeekkss,,  ccoommppaannyy  ssttaatteess  44xx  bbeetttteerr  tthhaann  ppllaacceebboo  aanndd  22xx  bbeetttteerr  tthhaann  ZZyybbaann}}..    CCeessssaattiioonn  ssuucccceessss  rraatteess  ddeecclliinnee  sstteeaaddiillyy  tthhrroouugghhoouutt  
tthhee  11  yyeeaarr  ppeerriioodd..    AAnn  aannaallyyssiiss  aatt  5522  wweeeekkss  iiss  mmoorree  rreeaalliissttiicc  aanndd  hheellppffuull  iinn  pprreeddiiccttiinngg  lloonngg--tteerrmm  ssuucccceessss::  

  
  22..88xx  bbeetttteerr  tthhaann  PPllaacceebboo            JJoorreennbbyy,,  DD..  EE..  eett  aall..  JJAAMMAA  22000066;;229966::5566--6633..  
  NNNNTT==  88      ((9955%%  CCII::  66,,  1111))  

  
  11..66xx  bbeetttteerr  tthhaann  BBuupprrooppiioonn  ((ZZyybbaann))  
  NNNNTT==  1144    ((9955%%  CCII::  99,,  3344))  

  

  AAddddiittiioonnaall  1122  wwkkss::  NNNNTT==1155    
  ((11  eexxttrraa  ssuucccceessss  ffoorr  eevveerryy  1155  ppeeooppllee  wwhhoo  ttaakkee  aann  eexxttrraa  1122  wweeeekkss..))  

  

  CCoonnssiiddeerraattiioonnss::  
  FFuunnddiinngg  bbyy  mmaakkeerr  ooff  CChhaammppiixx  
  RReellaattiivveellyy  nneeww  ddrruugg  ––  lliimmiitteedd  ssaaffeettyy  ddaattaa  
  CCoosstt::  $$339900//1122  wweeeekkss  

  $$220000  mmoorree  ppeerr  1122wwkk  ccoouurrssee  tthhaann  ZZyybbaann  
  SSEE::    

  nnaauusseeaa  3300%%;;    
  wwtt  ggaaiinn  ((1122  wwkk))  22..66kkgg  vvss  22kkgg  ffoorr  ZZyybbaann  
  bbeehhaavviioorr  &&  mmoooodd  cchhaannggeess??    

  FFDDAA  MMeeddWWaattcchh  FFeebb//0088;;  449911  ssuuiicciiddaall  rreeppoorrttss;;  3399  ccoommpplleetteedd  
  
SSuummmmaarryy::  CCoommppaarreedd  ttoo  ZZYYBBAANN,,  1122  wweeeekkss  ooff  vvaarreenniicclliinnee  ((CChhaammppiixx))  ooffffeerrss::  

AAddvvaannttaaggeess::      --  oonnee  eexxttrraa  ppeerrssoonn  ssuucccceessssffuullllyy  qquuiittttiinngg  aatt  11  yyeeaarr  ffoorr  eevveerryy  1144  ppaattiieennttss  ttrreeaatteedd..    bbaasseedd  oonn  22  RRCCTTss  

DDiissaaddvvaannttaaggeess::    --  mmoorree  nnaauusseeaa,,  wweeiigghhtt  ggaaiinn,,  aanndd  ppootteennttiiaallllyy  mmoooodd//bbeehhaavviioorr  cchhaannggeess    
      --  rreellaattiivveellyy  nneeww  ddrruugg  wwiitthh  ssoommee  ppootteennttiiaall  uunnkknnoowwnnss  ((iinn  tteerrmmss  ooff  aaddvveerrssee  rreeaaccttiioonnss,,  ddrruugg  iinntteerraaccttiioonnss,,  eettcc))  
      --  $$220000  mmoorree  ppeerr  ppeerrssoonn  ((nnoott  bbaadd  ffoorr  11//1144  wwhhoo  mmiigghhtt  ggeett  eexxttrraa  bbeenneeffiitt,,  bbuutt  nnoott  ggoooodd  ffoorr  tthhee  ootthheerr  1133  ppeeooppllee..))  

  QQuuaalliiffiieerr::      --  aabboovvee  bbaasseedd  oonn  ssttuuddiieess,,  aallll  ffuunnddeedd  bbyy  tthhee  mmaannuuffaaccttuurreerr  wwiitthh  tthhee  ppootteennttiiaall  ffoorr  aassssoocciiaatteedd  bbiiaass  



 
References:  

 
1 MicroMedex 2008;  Lexi Drugs 2008 
2 Therapeutic Choices 2003 
3 Henningfield J, Reginald V, August R, et al. Pharmacotherapy for Nicotine Dependence. CA Cancer J Clin 2005;55:281-299 
4 Morales-Suarez-Varela MM, Bille C, Christensen K, Olsen J. Smoking habits, nicotine use, and congenital malformations. Obstet Gynecol. 2006 Jan;107(1):51-7. 
5 Ludvig J, Miner B, Eisenberg M. Smoking Cessation in patients with coronary artery disease. AHJ 2004;149(4):565-570. 
6 Silagy C, Lancaster T, Stead L, Mant D, Fowler G.  Nicotine replacement therapy for smoking cessation.Cochrane Database Syst Rev. 2004;(3):CD000146. 
7 Silagy C, Lancaster T, Stead L, et al. Nicotine replacement therapy for smoking cessation. The Cochrane Database of Systemic Reviews 2004;3 
8 Lam W, Sze PC, Sacks HS, Chalmers TC.  Meta-analysis of randomised controlled trials of nicotine chewing-gum. Lancet. 1987 Jul 4;2(8549):27-30.  
9 Jorenby DE,  A controlled trial of sustained-release bupropion, a nicotine patch, or both for smoking cessation. N Engl J Med. 1999 Mar 4;340(9):685-91. . 
10 Chatkin JM, Mariante de Abreu C, Haggstram FM, et al..  Abstinence rates and predictors of outcome for smoking cessation: do Brazilian smokers need special strategies? Addiction. 2004 Jun;99(6):778-84. 
11 Simon JA, Duncan C, Carmody TP, Hudes ES. Bupropion for smoking cessation: a randomized trial. Arch Intern Med. 2004 Sep 13;164(16):1797-803. 
12 Joseph AM, Norman SM, Ferry LH, et al. The safety of transdermal nicotine as an aid to smoking cessation in patients with cardiac disease. N Engl J Med. 1996 Dec 12;335(24):1792-8. (n=584, 14 wks) 
13 http://heartdisease.about.com/cs/riskfactors/a/rimonabant_p.htm 
14 Hughes J, Stead L, Lancaster T. Antidepressants for Smoking Cessation. The Cochrane Database of Systemic Reviews 2004;4. Hughes JR, Stead LF, Lancaster T. 
Antidepressants for smoking cessation. Cochrane Database Syst Rev. 2007 Jan 24;(1):CD000031. 

15 Paluck EC, McCormack JP, Ensom MH, Levine M, Soon JA, Fielding DW.  Outcomes of bupropion therapy for smoking cessation during routine clinical use. Ann Pharmacother. 2006 Feb;40(2):185-90. 
16 Tonstad S, Farsang C, Klaene G, et al. Bupropion SR for smoking cessation in smokers with cardiovascular disease: a multicentre, randomised study. Eur Heart J. 2003 May;24(10):946-55.(n=629, 52 wks) 
17 Regier L, Jensen B.  Can Zyban be given with SSRIs in RxFiles Q&A Summary.  Accessed at: http://www.rxfiles.ca/acrobat/zyban%2Dssri%2Dq%26a.pdf 
18 Medical Letter 2006. 48;66-68. 
19 Gonzales D, Rennard SI, Nides M, et al; Varenicline Phase 3 Study Group.  Varenicline, an alpha4beta2 nicotinic acetylcholine receptor partial agonist, 
   vs sustained-release bupropion and placebo for smoking cessation: a randomized controlled trial.  JAMA. 2006 Jul 5;296(1):47-55. (InfoPOEMs: Varenicline (Chantix) therapy for 12 weeks is significantly more effective than placebo at maintaining smoking abstinence at 52  
   weeks. Varenicline may also be marginally more effective than bupropion SR. Reported success rates are likely to be higher than real-world settings. (LOE = 1b)) 
20 Jorenby DE, Hays JT, Rigotti NA, et al.; Varenicline Phase 3 Study Group.  Efficacy of varenicline, an alpha4beta2 nicotinic acetylcholine receptor 
    partial agonist, vs placebo or sustained-release bupropion for smoking cessation: a randomized controlled trial.  JAMA. 2006 Jul 5;296(1):56-63.  
21 Tonstad S, Tonnesen P, Hajek P, et al. Varenicline Phase 3 Study Group.  Effect of maintenance therapy with varenicline on smoking cessation: a randomized controlled trial. JAMA. 2006 Jul 5;296(1):64-71.  
22 Wisner KL, Hanusa BH, Perel JM, Peindl KS, et al. Postpartum depression: a randomized trial of sertraline versus nortriptyline. J Clin Psychopharmacol. 2006 Aug;26(4):353-60. 
23 Weissman AM, Levy BT, Hartz AJ, et al. Pooled analysis of antidepressant levels in lactating mothers, breast milk, and nursing infants. Am J Psychiatry. 2004 Jun;161(6):1066-78.  
24 Wagena E, et al. Efficacy of Bupropion & Nortriptyline for Smoking Cessation Among People at Risk for or with Chronic Obstructive Pulmonary Disease. Arch Intern Med 2005;165:2286-2292 (n=225; 12 wks). 
25 Haggstram FM, Chatkin JM, et al. A controlled trial of nortriptyline, bupropion SR & placebo for smoking cessation: preliminary results. Pulm Pharmacol Ther. 2006;19(3):205-9. Epub 2006 Mar 6. 
26 Henningfield J, Reginald V, August R, et al. Pharmacotherapy for Nicotine Dependence. CA Cancer J Clin 2005;55:281-299. 
27 Critchley J, Capewell S. Mortality Risk Reduction Associated with Smoking Cessation in Patients with Coronary Heart Disease. JAMA 2003; 290(1):86-97.    
28 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 
29 Acomplia (rimonabant) and OTC orlistat for weight loss. Pharmacist’s Letter 2006;22(3):220313. 
30 Critchley J, Capewell S. Mortality Risk Reduction Associated with Smoking Cessation in Patients with Coronary Heart Disease. JAMA 2003; 290(1):86-97.   
31 Weblinks: http://www.healthknowledgecentral.org/onepagers/smoking.pdf; http://www.quitnet.com/Library/Guides/NRT/lozenge_specifics.jtml  
32 Ranney L, Melvin C, Lux L et al.  Systematic Review: Smoking cessation Intervention Strategies for adults and adults in special populations.  Ann Intern Med. 2006 Sep 5; [Epub ahead of print] Early Release – Accessed online at 

http://www.annals.org/cgi/content/full/0000605-200612050-00142v1  
33 Godtfredsen N, Prescott E, Osler M. Effect of Smoking Reduction on Lung Cancer Risk. JAMA 2005;294:1505-1510(n=19,714; 31 yrs) 
34 Doll R, Peto R, Boneham J. Mortality in relation to smoking:50 years observations on male British doctors.BMJ 2004;328:1519-1529 (n=34,439, 50yrs) 
35 Wilson K, Gibson N, Willan A, Cook D. Effect of Smoking Cessation on Mortality After Myocadial Infarction: Meta-analysis of Cohort Studies. Arch Intern Med 2000; 160; 939-944 
36 Johnson BA, Ait-Daoud N, Akhtar FZ, Javors MA. Use of oral topiramate to promote smoking abstinence among alcohol-dependent smokers: an RCT. Arch Intern Med. 2005 Jul 25;165(14):1600-5. 
37 An LC, et al. Benefits of telephone care over primary care for smoking cessation: a randomized trial.Arch Intern Med. 2006 Mar 13;166(5):536-42.  (InfoPOEMs: A telephone-based counseling program is effective 
      at helping self-selected older men quit smoking. The men in this study were veterans who had smoked for an average of 40 years, and 1 in 8 was able to quit for at least 6 months. (LOE = 1b) ) 
38 Chaudhuri R, et al.  Effects of Smoking Cessation on Lung Function and Airway Inflammation In Smokers with Asthma. Am J Respir Crit Care Med. 2006 Apr 27; [Epub ahead of print] Six weeks after smoking cessation, smokers with asthma achieved considerable improvement in lung 

function and a fall in sputum neutrophil count compared to smokers who continued to smoke. These findings highlight the importance of smoking cessation in asthma. 
39 Houston TK, et al. Active and passive smoking and development of glucose intolerance among young adults in a prospective cohort: CARDIA study. BMJ. 2006 May 6;332(7549):1064-9. Epub 2006 Apr 7.  
40 Lancaster T, Hajek P, Stead LF, West R, Jarvis MJ.  Prevention of relapse after quitting smoking: a systematic review of trials. Arch Intern Med. 2006 Apr 24;166(8):828-35 
41 Zhu SH, et al. Evidence of real-world effectiveness of a telephone quitline for smokers.N Engl J Med. 2002 Oct 3;347(14):1087-93.  
42 Healton CG, et al. Smoking, obesity, & their co-occurrence in the USA: cross sectional analysis. BMJ. 2006 May 12; 23.5% of adults were obese, 22.7% smoked, and 4.7% smoked and were obese. 
43 Tobacco Use: Prevention, Cessation, and Control. Agency for Healthcare Research and Quality; US Department of Heath and Human Services http://www.ahrq.gov/clinic/tp/tobusetp.htm  
44 Shaw LJ, Raggi P, Callister TQ, Berman DS.  Prognostic value of coronary artery calcium screening in asymptomatic smokers and non-smokers. Eur Heart J. 2006 Apr;27(8):968-75. Epub 2006 Jan 27.  
45 Teo KK, et al.; behalf of the INTERHEART Study Investigators.  Tobacco use and risk of myocardial infarction in 52 countries in the INTERHEART study: a case-control study. Lancet. 2006 Aug 19;368(9536):647-58.  
46 Wen W, et al. Environmental tobacco smoke and mortality in Chinese women who have never smoked: prospective cohort study. BMJ. 2006 Aug 19;333(7564):376. Epub 2006 Jul 12.  
47 Anthonisen NR, et al; Lung Health Study Research Group.  The effects of a smoking cessation intervention on 14.5-year mortality: a randomized clinical trial. Ann Intern Med. 2005 Feb 15;142(4):233-9. Summary for patients in: Ann Intern Med. 2005 Feb 15;142(4):I12.  
48 Heatherton, TF, Kozlowski LT, Frecker, RC, Fagerstrom KO. The Fagerstrom Test for Nicotine Dependence: A revision of the Fagerstrom Tolerance Questionnaire. Brit J Add. 1991; 86:1119-1127.  {Fagerstrom KO, Schneider NG.  Measuring nicotine dependence: a review 

of the Fagerstrom tolerance questionnaire.  J Behav Med. 1989;12:159-82.} 
 
TOBACCO / SMOKING CESSATION PHARMACOTHERAPY Extra articles: 
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. 
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. 
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. 
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) ) 
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.  
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. 

 



 
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. 
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. 
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 
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 
Etter JF. Cytisine for smoking cessation: a literature review and a meta-analysis. Arch Intern Med. 2006 Aug 14-28;166(15):1553-9.  
FDA Chantix/Champix Warning Feb/2008: 491 suicide reports; 39 completed.  Canada: 46 psychiatric adverse reactions reported from April 1-Nov23/07 
Freedman R. Exacerbation of schizophrenia by varenicline. Am J Psychiatry. 2007 Aug;164(8):1269. 
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]  
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. 
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. 
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. 
Keating GM, Siddiqui MA. Varenicline : A Review of its Use as an Aid to Smoking Cessation Therapy. CNS Drugs. 2006;20(11):945-960.  
Kenfield SA, Stampfer MJ, Rosner BA, et al. Smoking and smoking cessation in relation to mortality in women. JAMA 2008; 299: 2037-2047.  
Kohen I, Kremen N. Varenicline-induced manic episode in a patient with bipolar disorder. Am J Psychiatry. 2007 Aug;164(8):1269-70.  
Koplan KE, David SP, Rigotti NA. Smoking cessation -10minute Consultation. BMJ. 2008 Jan 26;336(7637):217.  
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] 
Maisonneuve P, et al. Impact of smoking on patients with idiopathic chronic pancreatitis. Pancreas. 2006 Aug;33(2):163-8.  
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.  
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-treatment 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-treatment group and 12.0% in the usual-care group (RRR, 77%; 95% CI, 27 to 93%; p = 0.014). The 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. 
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. 
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] 
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-) )  
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.  
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.  
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. 
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. 
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.  
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. 
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. 
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]  
Retnakaran R, et al. Cigarette smoking and cardiovascular risk factors among Aboriginal Canadian youths. CMAJ. 2005 Oct 11;173(8):885-9.  
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. 
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. 
SDIS – Guidelines for NRT during pregnancy and lactation.  Available at: http://www.usask.ca/pharmacy-nutrition/services/sdis.shtml  
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))  
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. 
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. 
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. 
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. 
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. 
 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.  
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. 
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) 

 



 
  

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  

 
 
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 2005 
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 www.hc-sc.gc.ca/dhp-mps/marihuana/index_e.html -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  
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. 
 
 
 
 
 
 

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



                                                                                                                                                                                                                                         
PATIENT SAFETY – DRUG CONSIDERATIONS 
1 Baker GR, Norton PG, Flintoft V, Blais R, Brown A, Cox J, Etchells E, Ghali WA, Hebert P, Majumdar SR, O'Beirne M, Palacios-Derflingher L, Reid RJ, Sheps S, Tamblyn R. The Canadian Adverse Events Study: 

the incidence of adverse events among hospital patients in Canada. CMAJ. 2004 May 25;170(11):1678-86.  
2 Finchem JE. An overview of adverse drug reactions. American Pharmacy. 1991;NS31 (6):47-52. 
3 Martys CR. Adverse reactions to drugs in general practice. BMJ. 1997;2:1194-97. 
4 Gandhi TK, Weingart SN, Borus J, et al. Adverse drug events in ambulatory care. N Engl J Med. 2003;348:1556-64. 
5 Budnitz DS, Pollock DA, Weidenbach KN, Mendelsohn AB, Schroeder TJ, Annest JL. National surveillance of emergency department visits for outpatient adverse drug events. JAMA. 2006 Oct 18;296(15):1858-66.  
6 David Flockhart: Important DI cytochrome p450 information http://medicine.iupui.edu/flockhart/  
7 The Institute for Safe Medication Practices – website accessede at www.ismp.org  
---------------------------------------- 
Agency for Healthcare Research and Quality (AHRQ) www.ahrq.gov  
Bartlett G, Blais R, Tamblyn R, Clermont RJ, MacGibbon B. Impact of patient communication problems on the risk of preventable adverse events in acute care settings. CMAJ. 2008 Jun 3;178(12):1555-62. Patients  
            with communication problems appeared to be at highest risk for preventable adverse events. 
Fick DM, Cooper JW, Wade WE, Waller JL, Maclean JR, Beers MH.  Updating the Beers criteria for potentially inappropriate medication use in older adults: results of a US consensus panel of experts. 
           Arch Intern Med. 2003 Dec 8-22;163(22):2716-24. Erratum in: Arch Intern Med. 2004 Feb 9;164(3):298.                  
                                                                                                                                                              http://www.hqc.sk.ca/download.jsp?V6ADFDoNmPRD+4vt8vmeKjBIzBf0QfLQkUwK4QBZaJst2U9rf2NOdQ==  
Handler SM, Hanlon JT, Perera S, et al. Castle NG, Studenski SA. Consensus list of signals to detect potential adverse drug reactions in nursing homes. J Am Geriatr Soc. 2008 May;56(5):808-15. Epub 2008 Mar 21. 
Health Canada: Sound alike, Look alike. http://www.hc-sc.gc.ca/dhp-mps/brgtherap/activit/fs-fi/lasa-pspcs_factsheet-faitsaillant_e.html  
Joint Commission on Accreditation of Healthcare Organizations (JCAHO)  www.jointcommission.org     
Kaldjian LC, Jones EW, Wu BJ, Forman-Hoffman VL, et al. Reporting medical errors to improve patient safety: a survey of physicians in teaching hospitals.Arch Intern Med. 2008 Jan 14;168(1):40-6. 
Lazarou J, Pomeranz BH, Corey PN.  Incidence of adverse drug reactions in hospitalized patients: a meta-analysis of  prospective studies. JAMA. 1998 Apr 15;279(15):1200-5. The overall incidence of serious ADRs  
           was 6.7% (95% confidence interval [CI], 5.2%-8.2%) and of fatal ADRs was 0.32% (95% CI, 0.23%-0.41%) of hospitalized patients. We estimated that in 1994 overall 2,216,000 (1721000-2711000)  
            hospitalized patients had serious ADRs and 106,000 (76000-137000) had fatal ADRs, making these reactions between the fourth and sixth leading cause of death. 
Lyons M. Do classical origins of medical terms endanger patients? Lancet. 2008 Apr 19;371(9621):1321-2. 
Pharmacist’s Letter. May 2007. Medication Errors and Patient Safety Resources. 
Pharmacist’s Letter. June 2008. Preventing Pediatric Medication Errors.  See also Joint Commission: http://www.jointcommission.org/SentinelEvents/SentinelEventAlert/sea_39.htm  
Shehab N, Patel PR, Srinivasan A, Budnitz DS. Emergency department visits for antibiotic-associated adverse events. Clin Infect Dis. 2008 Sep 15;47(6):735-43. On the basis of 6614 cases, an estimated 142,505 visits (95% confidence  
                 interval [CI], 116,506-168,504 visits) annually were made to US EDs for drug-related adverse events attributable to systemic antibiotics. Antibiotics were implicated in 19.3% of all ED visits for drug-related adverse events. Most ED visits for antibiotic-associated adverse events were for allergic reactions  
                 (78.7% of visits; 95% CI, 75.3%-82.1% of visits). One-half of the estimated ED visits were attributable to penicillins (36.9% of visits; 95% CI, 34.7%-39.2% of visits) and cephalosporins (12.2%; 95% CI, 10.9%-13.5%). Among commonly prescribed antibiotics, sulfonamides and clindamycin were associated  
                 with the highest rate of ED visits (18.9 ED visits per 10,000 outpatient prescription visits [95% CI, 13.1-24.7 ED visits per 10,000 outpatient prescription visits] and 18.5 ED visits per 10,000 outpatient prescription visits [95% CI, 12.1-25.0 ED visits per 10,000 outpatient prescription visits], respectively).  
                Compared with all other antibiotic classes, sulfonamides were associated with a significantly higher rate of moderate-to-severe allergic reactions (4.3% [95% CI, 2.9%-5.8%] vs. 1.9 % [95% CI, 1.5%-2.3%]), and sulfonamides and fluoroquinolones were associated with a significantly higher rate of neurologic or  
                psychiatric disturbances (1.4% [95% CI, 1.0%-1.7%] vs. 0.5% [95% CI, 0.4%-0.6%]). CONCLUSIONS: Antibiotic-associated adverse events lead to many ED visits, and allergic reactions are the most common events. Minimizing unnecessary antibiotic use by even a small percentage could significantly reduce  
                the immediate and direct risks of drug-related adverse events in individual patients. 
Takata GS, Mason W, Taketomo C, et al. Development, testing, and findings of a pediatric-focused trigger tool to identify medication-related harm in US children's hospitals. Pediatrics. 2008 Apr;121(4):e927-35. 
WHO Collaborating Centre for Patient Safety Releases Nine Life-Saving Patient Safety Solutions http://www.jointcommissioninternational.org/24839/  
Zandieh SO, Goldmann DA, Keohane CA, Yoon C, Bates DW, Kaushal R.  Risk factors in preventable adverse drug events in pediatric outpatients. J Pediatr. 2008 Feb;152(2):225-31. Epub 2007 Nov 19. 
Zed PJ, Abu-Laban RB, Balen RM, Loewen PS, et al. Incidence, severity and preventability of medication-related visits to the emergency department: a prospective study. CMAJ. 2008 Jun 3;178(12):1563-9.  
             More than 1 in 9 emergency department visits are due to drug-related adverse events, a potentially preventable problem in our health care system. 
 
 



Drugs in Pregnancy Risk Classification 1,2,3,4 

The following are the codes that appear on some of our charts.  This table explains the rating system used.  
RISK 
FACTOR CLASSIFICATION COMMENTS * 

A  SAFE 
No risk. Considered safe in all trimesters. 
No evidence of fetal risk in controlled studies in humans. 

B  
 
LIKELY SAFE 

Minimal risk. 
Either no evidence of risk in animals or risk found in animal studies not reproduced in humans.  

B/D   With higher dose, longer duration of drug exposure or near term the risk becomes D    

C   
CAUTION 

Potential risk.  Risk evident from studies in animals and/ or no human studies available. 
                          Use only if benefit outweighs risk.  May be more or less safe depending on trimester. 

C/D   With higher dose, longer duration of drug exposure or near term the risk becomes D    

D   
EXTREME CAUTION 

Positive evidence of risk. 
Use only if benefit outweighs risk. 

X  
 
CONTRAINDICATED 

++ Positive evidence of risk. 
Avoid in women who are or may become pregnant as risk of use outweighs any benefit. 

 

U  
 
UNKNOWN 

Risk unknown or untested. 
Information unavailable / inadequate at this time. 

* Rating system has limitations eg. antidepressant frequently used like fluoxetine has a C rating; yet maprotiline (B rating) has less clinical experience  
General Information about Pregnancy Exposure Registries http://www.fda.gov/womens/registries/default.htm  
1. Drugs in Pregnancy and Lactation, 8th ed.  Briggs GE, Freeman RK, Yaffe SJ, editors.  Williams and Wilkins; Baltimore, MD: 2008.   
2. Drug Information Handbook, 17th ed.  Lacy CF, Armstrong LL, Goldman MP and Lance LL, editors. Lexi-Comp Inc; Hudson, Ohio: 2008-2009. 
3. Individual Drug Product Monographs.  4. Micromedex 2008    {NOTE: for additional Canadian information on drugs in pregnancy & lactation see http://www.motherisk.org/index.jsp } 
 

WHO Essential Medicines List  http://www.who.int/medicines/publications/essentialmedicines/en/index.html  
Common RxFiles ABBREVIATIONS & SYMBOLS –most of our charts have footnotes to explain unique abbreviations.  

 

   =Exception Drug Status (EDS) in Saskatchewan  (1-800-667-2549)      =prior approval required by NIHB (Non-Insured Health Benefits) coverage for eligible First Nations & Inuit 1-800-580-0950 
    =non-formulary in Saskatchewan 

$  Retail Cost to Consumer based on acquisition cost, markup & dispensing  
    fee in Saskatchewan.  Lowest generic price used where available 

⊗    =not covered by NIHB  http://www.hc-sc.gc.ca/fnih-spni/pubs/nihb-ssna_e.html#drug-med_bull-lebull  
 =covered by NIHB for the OTC charts p70-73 & identified ONLY for those drugs which have Sask. Formulary        

restrictions such as EDS or non formulary status 
 

BP  =blood pressure Bz =benzodiazepine  CI =contraindication CV  =cardiovascular    DI  =drug interaction    Dx  =diagnosis    g =generic avail.    GI =Gastrointestinal   HA  =headache    HF =heart failure 
HR =Heart rate        HSR =Hypersensitivity reaction     LFT =Liver Function tests M  =Monitoring     =a concern if given Pre-Op  SE  =side effect    Sx  =syndrome/symptom  Sz =seizure  Tx =treatment 
ς     =indicates strength of tablet is scored              ☺        = tastes good            = CDN (We are Canadian)                           ⊗   =Avoid → soybean & peanut allergy      

 
 
 

  =↓ dose required for Renal dysfunction 1 if 1)  ≥ 75% renal excretion  
         2) toxic if accumulates 3) an active metabolite requiring dose adjustment. [CrCl <60ml/min shows impaired renal function] 
CrCl ml/min Male={(140-age) x ABW weight in Kg }  /  {serum creatinine in umol/l  x 0.814} 
                          Female= 0.85 x CrCl male 
           Adjusted body weight in kg  (ABW) = {Ideal body weight (IBW) + 0.4 (Actual body weight-IBW)} 
         IBW (Males)= 50kg + 0.906 (Height in cm - 152.4cm); IBW (Females)= 45kg + 0.906 (Height in cm - 152.4cm)  
MDRD (eGFR)= most accurate, but need PDA with MedCalc to do the calculation. 

  

   Newsletters, Charts & References are available online at  www.RxFiles.ca  
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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, it employees, servants or 
agents.  Readers are encouraged to confirm the information contained herein with other sources.           
                                                     © Copyright Oct 2008 – Saskatoon Health Region (SHR). 

RxFiles Academic Detailing Program 
Objective comparisons for optimal drug therapy.  For more information check our website - www.RxFiles.ca  or, contact Loren Regier BSP, BA RxFiles, c/o , Saskatoon City Hospital 

701 Queen Street Saskatoon, SK  S7K 0M7 Canada; Ph (306) 655-8505, Fax (306) 655-7980 
 
 

RxFiles Program Pharmacists: North Battleford (P. Karlson), Prince Albert (D. Derbowka),  Regina/Moose Jaw (B. Schuster), Estevan/Weyburn (D. Sereda) 
Saskatoon & Other Saskatchewan Areas (B. Jensen, L. Regier, S. Stone). Thanks to the many physician/program advisors & specialist reviewers for their ongoing assistance.  
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