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Other Online EBM Resources/Links:     EBM Portal Links (SK): http://web.mac.com/malees/Primary_Care_Portal/EBM.html; Evidence Updates service: http://plus.mcmaster.ca/EvidenceUpdates/Default.aspx  
     General: U of T:  http://www.cebm.utoronto.ca/; Oxford: http://www.cebm.net/?o=1011;  McMasters: How to teach evidence based clinical practice – Links: http://hsl.mcmaster.ca/ebcp/ 
 User’s Guide: UofA, Centre for Health Evidence:  http://www.cche.net/usersguides/main.asp;  UBC: http://www.ti.ubc.ca/; Grey Literature Searching: http://www.cadth.ca/index.php/en/cadth/products/grey-matters    
 ScHARR Intro to Evidence Based Practice (Sheffield, UK) http://www.shef.ac.uk/scharr/ir/netting/;   BMJ – Clinical Evidence Links: http://clinicalevidence.bmj.com/ceweb/resources/useful_links.jsp 
     Clinical significance CALCULATORS: UBC: http://spph.ubc.ca/sites/healthcare/files/calc/clinsig.html;  Wisconsin: http://intsmain.is.mcw.edu/clincalc/bayes.html  
 

RxFiles – Select Trial Summaries (more available online at www.RxFiles.ca ) 
Diabetes:  Landmark Trials Summary Table: http://www.rxfiles.ca/rxfiles/uploads/documents/CHT-Diabetes-Landmark-Trials-Links.pdf  

ACCORD-ADVANCE Comparison: http://www.rxfiles.ca/rxfiles/uploads/documents/Diabetes-A1C-ACCORD-vs-ADVANCE-COMPARISON.pdf 
ACCORD: http://www.rxfiles.ca/rxfiles/uploads/documents/Diabetes-Targets-ACCORD-A1C.pdf  
ADVANCE: http://www.rxfiles.ca/rxfiles/uploads/documents/Diabetes-ADVANCE-trial.pdf  
AVANDIA & CV risk – Meta-analysis: http://www.rxfiles.ca/rxfiles/uploads/documents/Diabetes-Avandia-CV-Meta-Comments.pdf  
DREAM: http://www.rxfiles.ca/rxfiles/uploads/documents/Dream-QandA.pdf  
RECORD:http://www.rxfiles.ca/rxfiles/uploads/documents/Diabetes-RECORD-Trial-Summary.pdf  

Hypertension:  Summary Table: http://www.rxfiles.ca/rxfiles/uploads/documents/HTNLandmarkHypertensionTrials.pdf   
ACCOMPLISH: http://www.rxfiles.ca/rxfiles/uploads/documents/HTN-QandA-Accomplish.pdf 
ALLHAT: http://www.rxfiles.ca/rxfiles/uploads/documents/HTN-Update-2003-Final.pdf  
ANBP2: http://www.rxfiles.ca/rxfiles/uploads/documents/HTN-QandA-ANBP2.pdf  
ASCOT-BPLA: http://www.rxfiles.ca/rxfiles/uploads/documents/HTN-QandA-ASCOT.pdf  
Trial Summary table -  abridged: http://www.rxfiles.ca/rxfiles/uploads/documents/members/cht-HTN-trial-summary.pdf  

HF: CHARM: http://www.rxfiles.ca/rxfiles/uploads/documents/CHARM-Comments.pdf  
HRT:  WHI: http://www.rxfiles.ca/rxfiles/uploads/documents/HRT Post-WHI-2002-Header.pdf  

WHI & Age:  http://www.rxfiles.ca/rxfiles/uploads/documents/HRT-Age-and-the-WHI.pdf ; 
WHI & Extras/Perspectives on NNTs, NNHs:  http://www.rxfiles.ca/rxfiles/uploads/documents/HRT-WHI-Extras-Perspectives.pdf  

 
Lipid:  Summary Table: http://www.rxfiles.ca/rxfiles/uploads/documents/members/CHT-lipid agents-major trials.pdf  

  & Update 2004: http://www.rxfiles.ca/rxfiles/uploads/documents/Lipid-QandA-Update-Oct04.pdf  
ASCOT-LLA: http://www.rxfiles.ca/rxfiles/uploads/documents/Lipid-QandA-ASCOT.pdf  
CARDS: http://www.rxfiles.ca/rxfiles/uploads/documents/Lipid-QandA-CARDS.pdf  
ENHANCE: http://www.rxfiles.ca/rxfiles/uploads/documents/Lipid-ENHANCE trial overview.pdf  
IDEAL: http://www.rxfiles.ca/rxfiles/uploads/documents/Lipid-QandA-IDEAL.pdf  
JUPITER: http://www.rxfiles.ca/rxfiles/uploads/documents/Lipid-Jupiter-trial-overview.pdf  
PROVE-IT: http://www.rxfiles.ca/rxfiles/uploads/documents/Lipid-QandA-Prove-It.pdf  
SPARCL: http://www.rxfiles.ca/rxfiles/uploads/documents/Lipid-QandA-SPARCL.pdf  

Thrombotic (antithrombotics: ASA, clopidogrel, anticoagulants: warfarin) :  
ACTIVE-A & ACTIVE-W trials  http://www.rxfiles.ca/rxfiles/uploads/documents/ACTIVE-A-Trial-Summary.pdf  
Antithrombotics Summary Chart:: http://www.rxfiles.ca/rxfiles/uploads/documents/members/cht-AntiThrombotics.pdf  
CHARISMA: http://www.rxfiles.ca/rxfiles/uploads/documents/Charisma-Q&A.pdf  
Clopidogrel-PPI drug interaction: http://www.rxfiles.ca/rxfiles/uploads/documents/Clopidogrel-PPI-interaction-QandA.pdf  

MISC.: 
Meloxicam: SELECT, MELISSA; celecoxib CLASS, rofecoxib VIGOR,: http://www.rxfiles.ca/rxfiles/uploads/documents/QandA-Meloxicam-2.pdf   
OAB: Darifenacin-Oxybutynin Memory Trial :  http://www.rxfiles.ca/rxfiles/uploads/documents/UI-Darifenacin-Kay-Trial-QandA.pdf 
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2009 Canadian  -10yr risk of Cardiovascular (CVD) disease (based on Framingham Heart Study). 
RISK* MEN WOMEN 
AGE  30-34   35-39 40-44 45-49 50-54 55-59 60-64 65-69 70-74 75+ 30-34 35-39 40-44 45-49 50-54 55-59 60-64 65-69 70-74 75+ 
Age points 0 2 5 7 8 10 11 12 or 13 14 15 0 2 4 5 7 8 9 10 11 12 
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POINTS MEN: actual 10yr CVD risk %     POINTS WOMEN actual 10yr CVD risk %   
<3 -2-1 2-3 4-5 6 7 8 9 10 11 12 13-14 15-16 >17  <-2 -1-2 3-5 6-7 8-9 

 
10 11 12 13 14-15 16-17 18-20 ≥21 

<1%  

(10yr % 
Risk→) 

1 2 3 4 5 6 7 9 11 13 15-18 21-25 >29  <1%  
(10yr % 
Risk→) 

1 2 3 4-5 
 

6 7 8 10 11-13 15-18 21-27 ≥30 

 

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

 

Patients with High risk→ ALL pts with CAD,CVD,PAD;  most with DIABETES k>45yr,l>50yr, younger with risk factors & chronic renal dx GFR <30ml/min  regardless of risk score.  
 

Cardiac Risk Tools: 1)  www.statcoder.com  2) www.nhlbi.nih.gov/guidelines  3) http://www.framinghamheartstudy.org/    
                                     4) Reynold Risk Score (also incorporates family cardiac history & CRP results, but is based on non-diabetic individuals) http://www.reynoldsriskscore.org/ 
                                     5) Cardiovascular Life Expectancy Model Risk Score (also incorporates family cardiac history) http://www.chiprehab.com/  
For suggested lipid targets, see bottom of page 15 on the RxFiles Lipid chart. 
 
Comparative 10yr CAD % risks by AGE  30-34 35-39 40-44 45-49 50-54 55-59 60-64 65-69 70-74yr 

Low         risk % → 2% 3 4 4 6 7 9 11 14 Males 
Average  risk % → 3% 5 7 11 14 16 21 25 30 
Low         risk % → <1% <1 2 3 5 7 8 8 8 Females 
Average  risk % → <1% <1 2 5 8 12 12 13 14 

 
                                                           
Risk assessment tool: Cardiovascular 5yr CVD table 
1 New Zealand Guideline Group. http://www.nzgg.org.nz/library/gl_complete/bloodpressure/table1.cfm  (access verified Jan 30/03). 
2 Jackson R. Updated New Zealand cardiovascular disease risk-benefit prediction guide. BMJ 2000;320:709-10. 
3 Campbell NRC, Drouin D, Feldman RD, for the Canadian Hypertension Recommendations Working Group. The 2001 Canadian hypertension recommendations take-home messages. CMAJ 2002:167(6):661-8. 
4 Canadian Hypertension Society -2010 Canadian Hypertension Recommendations Working Group-downloadable Summary & Slides;  www.hypertension.ca  
5 Genest J, McPherson R, Frohlich J, et al. 2009 Canadian Cardiovascular Society/Canadian guidelines for the diagnosis and treatment of dyslipidemia and prevention of cardiovascular disease in the adult - 2009 recommendations.  
    Can J Cardiol. 2009 Oct;25(10):567-79.  
    McPherson R, Frohlich J, Fodor G, Genest J.  Canadian 2006 Cardiovascular Society position statement -- Recommendations for the diagnosis and treatment of dyslipidemia and prevention of cardiovascular disease. Can J Cardiol.  
   2006 Sep;22(11):913-27.  (Genest J, Frohlich J, Fodor G, McPherson R; Working Group on Hypercholesterolemia and Other Dyslipidemias. Recommendations for the management of dyslipidemia and the prevention of cardiovascular  
   disease: summary of the Canadian 2003 update. CMAJ. 2003 Oct 28;169(9):921-4. http://www.cmaj.ca/cgi/data/169/9/921/DC1/1 Full Report.) 
6 Canadian 2008 Guidelines (Sept 2008): http://www.diabetes.ca/files/cpg2008/cpg-2008.pdf  
  Canadian 2003 Diabetes Guidelines http://www.diabetes.ca/cpg2003/download.aspx  (Meltzer S, Leiter L, Daneman D, et al 1998. Clinical practice guidelines for the management of diabetes in Canada. CMAJ 1998;159 (8 Suppl).) 
7 Brown AF, Mangione CM, Saliba D, Sarkisian CA; California Healthcare Foundation/American Geriatrics Society Panel on Improving Care for Elders with Diabetes. Guidelines for improving the care of the older person with diabetes mellitus. J Am Geriatr Soc. 2003 May;51(5 Suppl 
Guidelines):S265-80.   

Guidelines use “13”  but this 
appears to be an error; should 
be “12” .based on reference. 



                                                                                                                                                                                                                                                                                                              
 
Additonal articles of interest for CV Risk:  
Ankle Brachial Index Collaboration, Fowkes FG, Murray GD, Butcher I, Heald CL, Et al. Ankle brachial index combined with Framingham Risk Score to predict cardiovascular events and mortality: a meta-analysis. JAMA. 2008 Jul  
             9;300(2):197-208. Measurement of the ABI may improve the accuracy of cardiovascular risk prediction beyond the FRS. 
Baggish, Aaron L. Hutter, Jr Adolph M..,  Wang, Francis Et al. Cardiovascular Screening in College Athletes With and Without Electrocardiography: A Cross-sectional Study. Ann Intern Med March 2, 2010 152:269-275 
Bayturan Ozgur; Tuzcu E. Murat; Lavoie Andrea; et al. The Metabolic Syndrome, Its Component Risk Factors, and Progression of Coronary Atherosclerosis. Arch Intern Med. 2010;170(5):478-484.  
Bibbins-Domingo, Kirsten, Chertow, Glenn M., Coxson, Pamela G., et al. Projected Effect of Dietary Salt Reductions on Future Cardiovascular Disease. N Engl J Med 2010 0: NEJMoa0907355. 
Blumenthal James A.; Babyak Michael A.; Hinderliter Alan; et al. Effects of the DASH Diet Alone and in Combination With Exercise and Weight Loss on Blood Pressure and Cardiovascular Biomarkers in Men and Women With High  
            Blood Pressure: The ENCORE Study. Arch Intern Med. 2010;170(2):126-135. 
Bluemke DA, Achenbach S, Budoff M, et al.  Noninvasive Coronary Artery Imaging. Magnetic Resonance Angiography and Multidetector Computed Tomography Angiography. A Scientific Statement From the American Heart  
             Association Committee on Cardiovascular Imaging and Intervention of the Council on Cardiovascular Radiology and Intervention, and the Councils on  Clinical Cardiology and Cardiovascular Disease in the Young. 
            Circulation. 2008 Jun 27. [Epub ahead of print] 
Bonow, Robert O. Should Coronary Calcium Screening Be Used in Cardiovascular Prevention Strategies? N Engl J Med 2009 361: 990-997. 
Brewer N, Wright CS, Travier N, Cunningham CW, Hornell J, Pearce N, Jeffreys M. A New Zealand linkage study examining the associations between A1C concentration and mortality. Diabetes Care. 2008 Jun;31(6):1144-9. Epub  
             2008 Feb 25. This is the largest study to date of A1C levels and subsequent mortality risk. It confirms previous findings that A1C levels are strongly associated with subsequent mortality in both men and women without a prior  
             diabetes diagnosis. 
Brindle P, Beswick A, Fahey T, Ebrahim S. Accuracy and impact of risk assessment in the primary prevention of cardiovascular disease: a systematic review. Heart. 2006 Dec;92(12):1752-9. Epub 2006 Apr 18. For CHD, the predicted  
            to observed ratios ranged from an underprediction of 0.43 (95% CI 0.27 to 0.67) in a high-risk population to an overprediction of 2.87 (95% CI 1.91 to 4.31) in a lower-risk population. 
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Brain Natriuretic Peptide (BNP) has diagnostic value for both types of HF and is recommended where available, when diagnosis in unclear.  The use of BNP in non-acute HF and 
community outpatient practice remains to be clarified.3 

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

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

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

50-75 <300 300-900 >900 NT-proBNP (pg/mL) 
>75 <300 300-1800 >1800 
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 2009 Canadian  -10yr risk of Cardiovascular (CVD) disease (based on Framingham Heart Study). 
RISK* MEN WOMEN 
AGE  30-34   35-39 40-44 45-49 50-54 55-59 60-64 65-69 70-74 75+ 30-34 35-39 40-44 45-49 50-54 55-59 60-64 65-69 70-74 75+ 
Age points 0 2 5 7 8 10 11 12 or 13 14 15 0 2 4 5 7 8 9 10 11 12 
TOTAL 
 CHOL 
<4.1 mmol/l 
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SMOKER 
No 
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0 
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Diabetic 
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        Yes 

0 
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TOTAL  
POINTS 

 

POINTS MEN: actual 10yr CVD risk %     POINTS WOMEN actual 10yr CVD risk %   
<3 -2-1 2-3 4-5 6 7 8 9 10 11 12 13-14 15-16 >17  <-2 -1-2 3-5 6-7 8-9 

 
10 11 12 13 14-15 16-17 18-20 ≥21 

<1%  

(10yr % 
Risk→) 

1 2 3 4 5 6 7 9 11 13 15-18 21-25 >29  <1%  
(10yr % 
Risk→) 

1 2 3 4-5 
 

6 7 8 10 11-13 15-18 21-27 ≥30 

 

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

 

Patients with High risk→ ALL pts with CAD,CVD,PAD;  most with DIABETES k>45yr,l>50yr, younger with risk factors & chronic renal dx GFR <30ml/min  regardless of risk score.  
 

Cardiac Risk Tools: 1)  www.statcoder.com  2) www.nhlbi.nih.gov/guidelines  3) http://www.framinghamheartstudy.org/    
                                     4) Reynold Risk Score (also incorporates family cardiac history & CRP results) http://www.reynoldsriskscore.org/ 
                                     5) Cardiovascular Life Expectancy Model Risk Score (also incorporates family cardiac history) http://www.chiprehab.com/  
For suggested lipid targets, see bottom of page 15. 
 
Comparative 10yr CAD % risks by AGE  30-34 35-39 40-44 45-49 50-54 55-59 60-64 65-69 70-74yr 

Low         risk % → 2% 3 4 4 6 7 9 11 14 Males 
Average  risk % → 3% 5 7 11 14 16 21 25 30 
Low         risk % → <1% <1 2 3 5 7 8 8 8 Females 
Average  risk % → <1% <1 2 5 8 12 12 13 14 

 

Guidelines use “13”  but this 
appears to be an error; should 
be “12” .based on reference. 



Alternate CVD 5yr Risk Assessment Tables (Adapted From New Zealand Guideline 2009 Group with permission - http://www.nzgg.org.nz/guidelines/0154/090311_CVD_poster_Final.pdf  25; also BMJ 26 & CMAJ 27) 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

 NZ-CVD-5yr  Risk Tool: quick/easy way to estimate risk of CHD and stroke; the Framingham 10yr risk 
assessment may also be used to estimate CHD risk.  Antihypertensive benefit greater in those at highest risk! 
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PRESSURE 
 

Importance of 
accurate 

measurement 
e.g. 5 min resting 

                                           (Normal BP 120/80) 
NO RISK FACTORS or target organ damage 

ISOLATED SYSTOLIC HTN (ISH) 
MODERATE-HIGH RISK Patient 
     If HOME BP Measurement 
DIABETES or RENAL Disease 
      If PROTEINURIA >1g/d 

Consider Treatment 
 

≥160/100 
SBP >160 
≥140/90 
≥135/85 
≥130/80 
≥125/75 

Target 
 

<140/90 
SBP <140 
<140/90 
<135/85 
<130/80 
<125/75 

Risk   (CDN based on Framingham 10yr CVD risk) LDL Apo B T.Chol/HDL 
HIGH *             (10yr CVD    ≥20%) 
MODERATE     (10yr CVD 10-19%) 
LOW                  (10yr CVD   <10%) 
 

 Target→ 
 Treat if→ 
 Treat if→ 

<2 or ↓LDL≥50%

>3.5 + 
≥5 

Primary target 

<0.8 
>0.8 

Target ↓LDL ≥50% 
 

-alternate to LDL 

<4 
>5 
>6 

 

LIPID 2009, 23 

+Target <2 or ↓LDL≥50%.

If LDL is <3.5, then 
for k>50yr or l>60yr 
check hsCRP check twice 

2 weeks apart, not during acute 

illness, if hsCRP>2 
mg/l→then consider 
treatment.Jupiter trial            
Caution: High statin 
dose in low risk pts. 

*High Risk: ALL with CAD, CVD & PAD. Most DIABETES older with risk factors & chronic renal dx. Cl<30ml/min 
HIGH Risk: Treat with medication & lifestyle changes concomitantly. 
LOWER Risk: May try lifestyle changes for 3-6 months before drug therapy if targets not met. 
If Low/Mod risk: guidelines suggest ↓LDL by ≥50% but remember simvastatin 40mg, atorvastatin 10mg & 
pravastatin 40mg, has strong outcome evidence eg. ↓MI, stroke & death from landmark trials but only ↓LDL by 18-35%. 
                                                                     Target for most   Normal range    →consider achieving        
   A1C q3-6 mon (calibrate meter qyr)           ≤ 7                   ≤ 6                 if can be done 
   FPG    (mmol/L)                                         4-7                   4-6                 safely without 
   PPBG (mmol/L)   2hr post                          5-10                 5-8                 hypoglycemia etc.. 
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GLUCOSE 
 

Individualized Target Treatment Goals: consider age30, life expectancy, co-morbidity and risk 
of hypoglycemic side effects.   Monitor: A1c  q3-6 months; calibrate meter yearly. 

A1c =glycosolated hemoglobin A1C BP=blood pressure CAD=coronary artery disease CVD= cardiovascular disease Dx=disease FPG=fasting plasma glucose HDL=high density lipoprotein Hx=history 
LDL=low density lipoprotein PAD=peripheral arterial disease PPBG=postprandial (2hr) blood glucose TG=triglycerides k=male l=female     ©  www.RxFiles.ca  May 2010 

 

Also assess family 
history (↑ 2x the 10yr 
CVD risk) physical 
inactivity, obesity & 
LVH.  

 

Risk Factors 
INTERHEART,CDN,JNC7: 
↑ApoB/ApoA1 ratio 
Smoking, Diabetes 
↑BP 
Obesity: waist/hip ratio 

   (k ≥0.95; l ≥0.85) 
BMI >25 
Waist (k >102cm/40inch, 
l >88cm/35inch) 
stress & depression;  
lack of: vegetables, 
fruits, exercise & 
alcohol;  
Low HDL ≤1 
Family hx of premature 
heart dx  

 (Age: k <55, l <65) 
Age (k >55, l >65) 
Microalbuminuria 

 NNT = Number needed to treat 
 Based on the conservative estimate that each intervention:  
       aspirin, BP treatment (lowering SBP by 10 mm Hg) or lipid modification (↓ LDL-C by 20%) 
      reduces cardiovascular risk by about 25% over 5 years. 
 Note: Cardiovascular events are defined as MI, new angina, ischemic stroke, TIA, PVD, HF & CV death.
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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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53 Simonart T, Dramaix M, De Maertelaer V. Efficacy of tetracyclines in the treatment of acne vulgaris: a review. Br J Dermatol. 2008 Feb;158(2):208-16. {InfoPOEMs 2008-Aug:There is no difference between tetracyclines regarding their efficacy in reducing lesion counts in acne. Although minocycline and 

doxycycline cost more, they require only once-daily dosing and may be better tolerated. There is no clear advantage to higher doses.} 
 
Other References: 

http://www.mayoclinic.com/health/acne/DS00169, accessed September 18, 2006 
Haider A & Shaw JC. Treatment of Acne Vulgaris. JAMA. 2004;292:726-735 
Phototoxic effects of topical azelaic acid, benzoyl peroxide and adapalene were not detected when applied immediately before UVB to normal skin. Eur J Dermatol. 2004 Jul-Aug;14(4):235-7. 

Additional info: 
Arowojolu AO, Gallo MF, Lopez LM, Grimes DA, Garner SE. Combined oral contraceptive pills for treatment of acne. Cochrane Database Syst Rev. 2007 Jan 24;(1):CD004425. The three COCs evaluated in placebo-controlled trials are effective in reducing inflammatory and non-inflammatory facial acne  
                                    lesions. Few differences were found between COC types in their effectiveness for treating acne. 
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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%). 
Bernstein CN, et al. Isotretinoin Is Not Associated With Inflammatory Bowel Disease: A Population-Based Case-Control Study. Am J Gastroenterol. 2009 Jul 21. [Epub ahead of print]  
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. 
Goldgar C, Keahey DJ, Houchins J. Treatment options for acne rosacea. Am Fam Physician. 2009 Sep 1;80(5):461-8. 
Hamilton Fiona, Car Josip, Layton Alison. Acne vulgaris. BMJ  2009;338:a2738, doi: 10.1136/bmj.a2738 (Published 5 June 2009)  
Health Canada Sept/07 is advising consumers not to use  BuXie PaiDu XiaoDou Su is used as an acne treatment and was found to contain the prescription drug rifampicin (rifampin).  
Health Canada Feb/10 Accutane has been associated with cases of severe skin reactions (e.g. toxic epidermal necrolysis, Stevens-Johnson syndrome and erythema multiforme). 
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/   
Maloney JM, Dietze P Jr, Watson D, et al. Treatment of Acne Using a 3-Milligram Drospirenone/20-Microgram Ethinyl Estradiol Oral Contraceptive Administered in a 24/4 Regimen: A Randomized Controlled Trial. Obstet Gynecol. 2008 Oct;112(4):773-781. 
McKeage K, Keating GM. Clindamycin/benzoyl peroxide gel (BenzaClin): a review of its use in the management of acne. Am J Clin Dermatol. 2008;9(3):193-204. 
Medical Letter Nov 20/06. Extended release minocycline od (Solodyn) for acne 
Medical Letter Nov,2008. Treatment Guidelines: Drugs for Acne, Rosacea and Psoriasis. 
Menter A, Korman NJ, Elmets CA, Feldman SR, Gelfand JM, Gordon KB, Gottlieb A, Koo JY, Lebwohl M, Lim HW, Van Voorhees AS, Beutner KR, Bhushan R, American Academy of Dermatology. Guidelines of care for the management of psoriasis and psoriatic arthritis. Section 3. Guidelines of care for the  
                                  management and treatment of psoriasis with topical therapies. J Am Acad Dermatol 2009 Apr;60(4):643-59.  
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. 
Perera E, Massie J, Phillips RJ. Treatment of Acne with Oral Isotretinoin in Patients with Cystic Fibrosis. Arch Dis Child. 2009 May 21. [Epub ahead of print] PubMed PMID: 19465582. Adolescents with cystic fibrosis and acne can be treated with oral isotretinoin. Oral isotretinoin should be considered for  
                                 adolescents with cystic fibrosis who have acne associated with scarring, acne not clearing with topical and antibiotic treatment, acne associated with depression, or severe cystic acne. 
Piette WW, Taylor S, Pariser D, Jarratt M, Sheth P, Wilson D. Hematologic safety of dapsone gel, 5%, for topical treatment of acne vulgaris. Arch Dermatol. 2008 Dec;144(12):1564-70. After treatment with dapsone gel, 5%, no clinical or laboratory evidence of drug-induced hemolytic anemia was noted in  
                                  G6PD-deficient subjects with acne vulgaris. 
Rehn L, Meririnne E, et al. Depressive symptoms & suicidal ideation during isotretinoin treatment: a 12-week follow-up study of male Finnish military conscripts. J Eur Acad Dermatol Venereol. 2009 Jun 11. [Epub ahead of print] On group level, isotretinoin seems not to be typically associated with treatment- 
                                  emergent depression or suicidal ideation among young men. However, the possibility that individual patients may be susceptible for mood effects of isotretinoin as a rare idiosyncratic reaction can not be excluded. 
Scope A, Agero AL, Dusza SW, Myskowski PL, Lieb JA, Saltz L, Kemeny NE, Halpern AC. Randomized double-blind trial of prophylactic oral minocycline and topical tazarotene for cetuximab-associated acne-like eruption. J Clin Oncol. 2007 Dec 1;25(34):5390-6. Prophylaxis with oral minocycline may be  
                                 useful in decreasing the severity of the acneiform rash during the first month of cetuximab treatment. Topical tazarotene is not recommended for management of cetuximab-related rash. 
Strauss JS, Krowchuk DP, Leyden JJ, Lucky AW, Shalita AR, Siegfried EC, et al.; American Academy of Dermatology/American Academy of Dermatology Association. Guidelines of care for acne vulgaris management. J Am Acad Dermatol. 2007 Apr;56(4):651-63. Epub 2007 Feb 5. 
Thiboutot D, Zaenglein A, Weiss J, et al. An aqueous gel fixed combination of clindamycin phosphate 1.2% and benzoyl peroxide 2.5% for the once-daily treatment of moderate to severe acne vulgaris: Assessment of efficacy and safety in 2813 patients. J Am Acad Dermatol. 2008 Sep 19.  
                                 Clindamycin-BPO 2.5% provides statistically significant greater efficacy than individual active ingredients and vehicle with a highly favorable safety and tolerability profile. 
Turowski CB, James WD. The efficacy and safety of amoxicillin, trimethoprim-sulfamethoxazole, and spironolactone for treatment-resistant acne vulgaris. Adv Dermatol. 2007;23:155-63. 
Weinstock MA, Bingham SF, Lew RA, et al. Veterans Affairs Topical Tretinoin Chemoprevention (VATTC) Trial Group. Topical tretinoin therapy and all-cause mortality. A total of 1131 veterans were randomized. Their mean age was 71 years. Patients with a very high estimated short-term risk of death were  
                                  excluded. Interventions Application of tretinoin, 0.1%, or vehicle control cream twice daily to the face and ears. Arch Dermatol. 2009 Jan;145(1):18-24. We observed an association of topical tretinoin therapy with death, but we do not infer a causal association that current evidence  
                                  suggests is unlikely. 
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Web sites: 
American Academy of Dermatology www.skincarephysicians.com/acnenet/FAQ.html www.aad.org/public/publications/pamphlets/common_acne.html?media=print  
Medline Plus www.nlm.nih.gov/medlineplus/tutorials/acne/htm/index.htm  
National Institute of Arthritis and Musculoskeletal and Skin Diseases www.niams.nih.gov/Health_Info/Acne/default.asp  



  
EXTRAS: 
 
Eczema in Children – NICE guideline approach http://www.nice.org.uk/guidance/index.jsp?action=byID&o=11636  
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Atopic ezema severity 
Ridd M, Purdy S. Exacerbation of atopic eczema in children. BMJ. 2009 Aug 25;339:b2997.  
 
                                                 
Topical Corticosteroids: Comparison Chart 
1 American Hospital Formulary System (AHFS) Drug Information 2009. 
2 Merck Manual of Diagnosis and Therapy 1999 (http://www.merck.com/pubs/mmanual/tables/110tb1.htm access verified May 27, 2003) 
3 WHO Model Prescibing Information: Drugs Used Dermatology, draft 1995. 
4 Stoughton R. The vasoconstrictor assay in bioequivalence testing: practical concerns and recent developments. Int J Dermatol 1992; Suppl 1:26-28. 
5 Brazzini B, Pimpinelli N. New & established topical corticosteroids in dermatology: clinical pharmacology and therapeutic use. Am J Clin Dermatol. 2002;3(1):47-58.  
6 Korting HC, Unholzer A, Schafer-Korting M, Tausch I, Gassmueller J, Nietsch KH. Different skin thinning potential of equipotent medium-strength glucocorticoids. 
Skin Pharmacol Appl Skin Physiol. 2002 Mar-Apr;15(2):85-91.  
7 FDA Issues Public Health Advisory Informing Health Care Providers of Safety Concerns Associated with the Use of Two Eczema Drugs, Elidel and Protopic Mar 
10,2005 http://www.fda.gov/bbs/topics/ANSWERS/2005/ANS01343.html   April/05 Health Canada  http://www.hc-
sc.gc.ca/english/protection/warnings/2005/2005_31.html CDA response: http://www.dermatology.ca/public-patients/atopic-
dermatitis/calcineurin_e.php  
 
 
Additional References: 
 
Ashcroft DM, Dimmock P, Garside R, Stein K, Williams HC. Efficacy and tolerability of topical pimecrolimus and tacrolimus in the treatment of atopic dermatitis: 
meta-analysis of randomised controlled trials. BMJ 2005; 330:516-25. (InfoPOEMs:  In comparison studies to date, tacrolimus is as effective as steroids in adults and is more 
effective in the higher concentration (0.1%) than weak corticosteroids in children. Pimecrolimus was less effective than potent steroids in adults, and has not been studied compared with 
weak corticosteroids. Neither has been studied in patients with corticosteroid-resistant lesions. These are expensive alternatives to corticosteroids. The Unites States Food and Drug 
Administration has issued a caution linking these drugs to cancer, and does not recommend them for children younger than 2 years. (LOE = 1a) ) 
 
Arellano FM, Arana A, Wentworth CE, et al. Lymphoma among patients with atopic dermatitis and/or treated with topical immunosuppressants in the United 
Kingdom. J Allergy Clin Immunol. 2009 May;123(5):1111-6, 116.e1-13. Epub 2009 Apr 10. We did not find any cases of lymphoma in TCI users; however, the number of 
patients exposed to (topical calcineurin inhibitors) TCI was insufficient to study any possible association between lymphoma and these drugs. Our results show an association between 
lymphoma-especially skin lymphoma-and use of TCS. The risk increased with duration of exposure and potency of (topical corticosteroids) TCS. 
 
Baumer JH. Guideline review: atopic eczema in children, NICE. Arch Dis Child. 2008 Apr 1; [Epub ahead of print] 
 
Bieber T, Cork M, Ellis C, Girolomoni G, Groves R, Langley R, Luger T,Meurer M, Murrell D, Orlow S, Paller A, de Prost Y, Puig L, Ring J, Saurat JH, 
Schwarz T, Shear N, Stingl G, Taieb A, Thestrup-Pedersen K; Pediatric Advisory Committee of the Food and Drug Administration.  Consensus statement on the safety 
profile of topical calcineurin inhibitors. Dermatology. 2005;211(2):77-8. 
 
Breneman D, Fleischer AB Jr, Abramovits W, et al.; for the Tacrolimus Ointment Study Group. Intermittent therapy for flare prevention and long-term disease control 
in stabilized atopic dermatitis: A randomized comparison of 3-times-weekly applications of tacrolimus ointment versus vehicle. J Am Acad Dermatol. 2008 Mar 20; 
[Epub ahead of print] 
 
Breuer K, Werfel T, Kapp A. Safety and efficacy of topical calcineurin inhibitors in the treatment of childhood atopic dermatitis. Am J Clin Dermatol. 2005;6(2):65-77. 
(Topical calcineurin inhibitors have been proven to be effective and have a good safety profile during short-term and long-term use for up to 1 year with pimecrolimus and up to 4 years 
with tacrolimus. Given the lack of extensive experience with use of topical calcineurin inhibitors over longer periods, regular use of these agents, particularly in children, should be 
undertaken only after careful consideration of individual cases. Sun protection should also be advised.) 
 
Cook BA, Warshaw EM. Role of topical calcineurin inhibitors in the treatment of seborrheic dermatitis: a review of pathophysiology, safety, and efficacy. Am J 
Clin Dermatol. 2009;10(2):103-18. doi: 10.2165/00128071-200910020-00003. 
 
Drugs for acne, rosacea and psoriasis. Treat Guidel Med Lett. 2005 Jul;3(35):49-56. 
 
Ference J, Last A. Choosing Topical Corticosteroids.  Am Fam Phys 2009;79(2): 135-140. 
 
Fraser, Lisa-Ann, Van Uum, Stan. Work-up for Cushing syndrome. CMAJ 2009 0: cmaj.090250.  
 
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) ) 
  



                                                                                                                                                                                  
Lowther A, McCormick T, Nedorost S. Systemic contact dermatitis from propylene glycol. Dermatitis. 2008 Mar-Apr;19(2):105-8. 
 
Medical Letter. Treatment Guidelines. Drugs for Allergic Disorders. Aug 2007. 
 
National Institute for Clinical Excellence (NICE). Tacrolimus and pimecrolimus for atopic eczema. London (UK): National Institute for Clinical Excellence (NICE); 
2004 Aug. 45 p. (Technology appraisal; no. 82). http://www.nice.org.uk/pdf/TA082guidance.pdf  
 
National Institute for Clinical Excellence (NICE). Frequency of application of topical corticosteroids for atopic eczema. London (UK): National Institute for Clinical 
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  
 
Medscape Mar 18, 2010 - Drugs for eczema made by Novartis AG and Astellas Pharma may need their warning labels expanded after dozens of new reported cases of 
cancer and infection in children, U.S. Food and Drug Administration staff said in documents released on Thursday. Agency scientists said 46 cancer cases and 71 
infection cases have been reported in patients aged 16 and younger from 2004 to 2008 with Novartis' Elidel and Astellas' Protopic. Both drugs -- also known as 
pimecrolimus and tacrolimus respectively -- already carry strong warnings about cancer and infection, but officials should consider expanding them to include the new 
post-marketing reports, they wrote. 
 
Menter A, Korman NJ, Elmets CA, Feldman SR, Gelfand JM, Gordon KB, Gottlieb A, Koo JY, Lebwohl M, Lim HW, Van Voorhees AS, Beutner KR, Bhushan R, 
American Academy of Dermatology. Guidelines of care for the management of psoriasis and psoriatic arthritis. Section 3. Guidelines of care for the management and 
treatment of psoriasis with topical therapies. J Am Acad Dermatol 2009 Apr;60(4):643-59.  
 
Paller AS, Lebwohl M, Fleischer AB, and the US/Canada Tacrolimus Ointment Study Group. Tacrolimus ointment is more effective than pimecrolimus cream with a 
similar safety profile in the treatment of atopic dermatitis: Results from 3 randomized, comparative studies. J Am Acad Dermatol 2005; 52:810-22.  
(InfoPOEMs: Tacrolimus ointment is slightly more effective for the treatment of atopic dermatitis (AD) than pimecrolimus cream in pediatric and adult patients with moderate to severe disease. Adverse events are 
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)) 
 
Paul C, et al. Safety and tolerability of 1% pimecrolimus cream among infants: experience with 1133 patients treated for up to 2 years. Pediatrics. 2006 
Jan;117(1):e118-28. Epub 2005 Dec 15.  
 
Reitamo S, Ortonne JP, Sand C, et al.; European Tacrolimus Ointment Study Group. A multicentre, randomized, double-blind, controlled study of long-term treatment 
with 0.1% tacrolimus ointment in adults with moderate to severe atopic dermatitis. Br J Dermatol. 2005 Jun;152(6):1282-9.  
 
Reitamo S, Rustin M, Harper J, et al. the 0·1% Tacrolimus Ointment Long-term Follow-up Study Group. A 4-year follow-up study of atopic dermatitis therapy with  
0.1% tacrolimus ointment in children and adult patients. Br J Dermatol. 2008 Jul 15. [Epub ahead of print] n=782. The safety profile of intermittent or continuous long-term 
application of 0.1% tacrolimus ointment for up to 4 years was consistent with that which has been established from shorter studies and gave no reason for concern. In addition, 0.1% tacrolimus ointment 
demonstrated sustained efficacy as reflected by the expression of high satisfaction with treatment by both patients and investigators. 
 
Rigopoulos D, et al. Tacrolimus ointment 0.1% in pityriasis alba: an open-label, randomized, placebo-controlled study. Br J Dermatol. 2006 Jul;155(1):152-5. 
(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-)  
 
 



Useful tables from Canadian Glaucoma Guidelines 2009: 
 
Table 19—Staging each eye for glaucoma damage  
Suspect  One or two of the following: IOP >21 mm Hg; suspicious disc or cup to disc (C/D) asymmetry of >0.2;  

 suspicious 24-2 (or similar) VF defect  

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

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

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

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

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

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

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

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

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

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

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

 recovery  particularly in patients with advanced VF  

  loss  

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

  means of lowering IOP  

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

 patients  early postoperative period and later  

Trabeculectomy alone  Quicker than combined procedure  Will not improve vision  

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

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

 2 procedures in 1  control as trabeculectomy alone  

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

 operating room rather than 2  procedures rather than 1  

 Cost savings  Slower visual recovery than doing cataract  

  alone  

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

o Glycerol – onset 10 min; max effect in 1-2 hours 
o Mannitol – Onset 10-30min; max effect in 1 hour 
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Clinical Knowledge Summary - Diabetes – NHS – UK: Link http://www.cks.library.nhs.uk/diabetes_type_2  
 
 
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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Background considerations: 
• Weighing the benefits & risks of intensive therapy: [See also Diabetes - Landmark Outcome Trials Chart23]  

o The results of clinical trials evaluating outcomes of intensive glycemic control have been somewhat disappointing.  
Achieving an A1C of less than 6.5% may ↓ microvascular endpoints, but over 100,000 patient years of RCT data have 
failed to show a benefit on CV endpoints.24 {The 10 year observational follow-up to the UKPDS suggests CV benefit of 
intensive glycemic control  (FBG <6; mean baseline A1Cs 7.9% vs 8.5%) especially with metformin.25} 

o Individualization of antihyperglycemic therapy has become a common theme26,27 as some evidence & experience 
suggests that some patients may do worse with more intensive regimens (e.g. ↑ mortality (NNH=95/3.5yrs) in the ACCORD 
RCT n=10,251 in patients randomized to achieve an intensive A1c of 6% vs 7 - 8%; actual A1c achieved was 6.4% vs 7.5%)28.    

o Although an A1C of <7% is suggested for most, individual patient & treatment regimen factors may result in acceptance 
of less aggressive targets.  For example the American Geriatric Society29 noted that an A1C of 8% may be more 
suitable in frail elderly & those with a life expectancy <5yrs.  

o A recent observational cohort trial found a “U” shaped curve for mortality related to A1C.  An A1C of 7.5% was 
associated with the lowest mortality, with higher mortality seen at higher and lower A1C values.30  

 

 

• CADTH Exec Summary: Within the limitations of available evidence, this report concludes: 
o Use of SMBG appears to be associated with improvements in glycemic control among patients with insulin-treated type 

2 diabetes.  Evidence was limited and of low quality. 
o Few studies compared different frequencies of SMBG for patients with either type 1 or insulin-treated type 2 diabetes, 

and the evidence from these studies was of low quality. Well-designed studies may prove beneficial in optimizing 
SMBG frequency for these individuals.  

o Use of SMBG in patients with type 2 diabetes who are not using insulin is associated with a statistically significant, 
albeit clinically modest, improvement in glycemic control. Performing SMBG may reduce the number of symptomatic 
hypoglycemic events in patients using sulfonylureas. There was little or no evidence that SMBG provides other benefits, 
such as improved quality of life, or greater patient satisfaction. Longer-term studies are needed to determine whether or 
not SMBG reduces diabetes related clinical endpoints (e.g., blindness, reduction in myocardial infarctions, end-stage 
renal disease) or mortality. Studies of specific subgroups within this population who may be more likely to benefit from 
SMBG are also warranted.  

o The effect of using SMBG in women with gestational diabetes requires further investigation. 
• Estimated 40 year NNTs for SMBG in non-insulin T2DM: 266 for MI; 500 for stroke; 1,389 for end stage renal disease15 

 

Comparison: CADTH & Canadian Diabetes Association (CDA).   
 CADTH review includes detailed systematic review of the clinical evidence as well as cost evaluation.  Significant effort goes 
into limiting, minimizing the possible effects of, and acknowledging conflicts of interest.   

 CDA guidelines include clinical evidence only.  Conflicts of interest are more extensive; however they are acknowledged.   
 
Other Major Meta-analysis Reviews 

Poolsup et al SMBG Meta-analysis: suggests that SMBG in non-insulin T2DM may benefit those with a baseline A1C of >8%, 
but not < 8%.31 

St John meta-analysis: suggests similar ↓ in A1C of -0.22 (95% CI: -0.34—0.11). St John A, Davis WA, Price CP, Davis TM. 
The value of self-monitoring of blood glucose: a review of recent evidence. J Diabetes Complications. 2009 Feb 19.  

Gomes T, Juurlink DN, Shah BR, Paterson JM, Mamdani MM. Blood Glucose Test Strip Use: Patterns, Costs and Potential 
Cost Reduction Associated with Reduced Testing. ICES Investigative Report. Toronto: Institute for Clinical Evaluative 
Sciences; 2009. Accessed Feb 11, 2010 at http://www.ices.on.ca/file/Blood%20Glucose%20Test%20Strip_Dec2009.pdf  
Outlines strip costs for elderly in ON; found potential for reduce costs by $26 million - $302 million if less testing in low-risk. 

 

Health Canada Related Alerts 
• Possible interference of icodextrin, intravenous immunoglobulins, galactose and d-xylose with certain blood glucose meters 

- Notice to Hospitals  http://www.hc-sc.gc.ca/dhp-mps/medeff/advisories-avis/prof/_2008/gluc_met_nth-aah-eng.php  
Reagents: NOTE: (Adapted from Hamilton Family Health Team – Table) 

Why consideration of reagants in test strips is important -e.g., peritoneal dialysis - use meters that are not affected by GDH-PQQ 
Rationale:  drug products or therapies that contain certain non-glucose sugars, such as maltose, galactose, and xylose will produce 
falsely elevated glucose result if measuring your glucose using a GDH-PQQ test strip.  This could result in insulin dosing errors or not 
detecting low (hypoglycemic) readings. Avoid use of these test strips in patients using interfering drug products or therapies.  
Glucose oxidase – may be important at certain altitudes, although very rare. 

A Strips with glucose dehydrogenase (GDH) pyrroloquinolinequinone (PQQ) will have cross-reactivity with maltose, 
galactose or xylose but are unaffected by pO2. 

B Strips with glucose oxidase are affected by pO2 in the blood but not by maltose, galactose and xylose 
C Strips with glucose dehydrogenase (GDH) Flavin adenine dinucleotide (FAD) can be affected by xylose but unaffected 

by pO2, maltose and galactose. 
Maltose: found in IV solutions (i.e. immunoglobulin) and other solutions containing dialysate icodextrin 
Alternate site testing: not recommended if hypoglycemia suspected, especially if prone to hypoglycemic confusion. 

In these cases, the finger tip method is the best way to get an accurate result. 
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Growth in People Growth of # of Strips

Patients with diabetes 
who are not using insulin 

$188,000,000 

Total Spending in Canadian Publicly and Privately Funded 
Drug Plans on Blood Glucose Test Strips Exceeded 

$330 Million (2006) 
Some estimate that if spending were changed to reflect the evidence, more than  

$150 million would be freed up to be spent elsewhere without adversely affecting health outcomes. 
------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------ 

[Data from eight publicly funded drug plans in Canada (British Columbia, Manitoba, Newfoundland and Labrador, Non-Insured Health Benefits,  
Nova Scotia, Ontario, Quebec and Saskatchewan) plus data from 67% of privately funded drug plans that submitted data to Brogen Inc.] 

Patients with diabetes who 
are using insulin 

$144,000,000 

Data provided from Saskatchewan Health; used by permission. 

Thanks to CADTH-COMPUS for assistance the development of this document. 
See online for Copyright and Disclaimer information. 

Copyright 2010 Saskatoon Health Region www.RxFiles.ca 



 
 

 

                                                           
Additional articles: 
Hovorka R, Allen JM, Elleri D, et al. Manual closed-loop insulin delivery in children and 

adolescents with type 1 diabetes: a phase 2 randomised crossover trial. Lancet. 2010 
Feb 27;375(9716):743-51. 
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Extras 
 
 
 
Recently Discontinued Insulin Devices (within last 3 years): HumaPen Ergo (discontinued 2007) & Novolin-Pen 3   
 

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

 

LANTUS         (glargine) 
 free with Lantus insulin 

 
 

 has side-mounted injection button 
 small white numbers on a dark background; does not  

   have number window (e.g. number not magnified.) 
 does NOT have dial back capabilities, dose must be  

   wasted if overdialed 
 if insufficient insulin in cartridge, number remaining on dial  

   will show remaining dose to be given 
 
 
 
References:  CPS product monographs 2008 (e-CPS accessed 12 Sep, 2008); Product information leaflets.  See also RxFiles Drug Comparison Charts / BOOK – diabetes pages 24-26 (www.RxFiles.ca). 
Additional References: 
Errors Associated with Pen Injectors. Pharmacist’s Letter Nov 2008. 
Jet injectors (eg. AdvantaJet, Medi-Jector) avoid the use of needles, are expensive, & require frequent cleaning.  
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Temporary Extras: 

{Pen devices:↑’d portability, convenience & ease of use; but ↑ potential for contamination, needle sticks, malfunction & cost} 
CSII: greater ↓A1c than basal-bolus with IAs 

T1DM: A1c difference between SAIA and HI is less than 1/10th of the difference between intensive and conventional tx 
groups in the DCCT; based on this, expected NNT for 1 less retinopathy = 650 / year 
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Upcoming Trials in Diabetes/CV Risk Prevention:  

 NAVIGATOR (Nateglinide and Valsartan in Impaired Glucose Tolerance Outcomes Research)- NEJM Mar/10;    TRANSCEND (Telmisartan Randomized Assessment Study in aCE iNtolerant 
subjects with cardiovascular Disease);   RAPSODI (rimonabant in diabetes prevention);  CANOE (rosiglitazone 2mg bid & metformin 500mg bid 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.   
• QDScore diabetes risk calculator: (UK Prediction Calculator for T2DM): http://www.qdscore.org/  

 
Insulin Analogues Systematic Review/Reports, 2008: http://www.cadth.ca/index.php/en/compus/insulin-analogs/reports  
Tight glucose control in critically ill hospitalized pts may ↑mortality & ↑↑risk of hypoglycemia. JAMA’08; 31 Nice-Sugar NNH=38/90day 
 
 
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, harmful in RCTs/durations studied so far (e.g. up to 5.5 year RCTs.)  Patients studied, agents used & study limitations e.g. dropouts may affect the benefit/risk balance.   

 

• 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. 
 

• In VADT, a 1.5% reduction (6.9% intensive vs 8.4% standard) in A1C for an average follow-up of 5.6 years resulted in no benefit (microvascular or macrovascular) but increased serious adverse 
events (predominantly hypoglycaemia). 

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, possibly ASA, lifestyle – in addition to glucose control, is essential in reducing macrovascular endpoints! 
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  Surgeon General: Physical activity and health: A report of the Surgeon General www.cdc.gov/nccdphp/sgr/sgr.htm  
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  Surgeon General: Physical activity and health: A report of the Surgeon General www.cdc.gov/nccdphp/sgr/sgr.htm  



Extras (RxFiles Herbal Weight Loss 
Glucomannan (in PGX PolyGlycopleX) Plant fibre water-soluble: unabsorbable polysaccharide (glucose + mannose).  May ↓LDL, ↓gastric emptying & improve BG control.  Conflicting evidence. SE: gas, bloating, etc. 
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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. 
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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.} 
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Additional references: 
 

      CARE Study Group. Maternal caffeine intake during pregnancy and risk of fetal growth restriction: a large prospective observational study. BMJ. 2008 Nov  
                       3;337:a2332. doi: 10.1136/bmj.a2332. Caffeine consumption during pregnancy was associated with an increased risk of fetal growth restriction and this  
                       association continued throughout pregnancy. Sensible advice would be to reduce caffeine intake before conception and throughout pregnancy. 
      FDA Dec/08 alerted consumers nationwide not to purchase or consume more than 25 different products marketed for weight loss because they contain undeclared,  
                       active pharmaceutical ingredients that may put consumers' health at risk. The undeclared active pharmaceutical ingredients in some of these products  
                       include sibutramine (a controlled substance), rimonabant ( a drug not approved for marketing in the United States), phenytoin ( an anti-seizure  
                       medication), and phenolphthalein (a solution used in chemical experiments and a suspected cancer causing agent). The weight loss products, some of  
                       which are marked as "dietary supplements," are promoted and sold on various web sites and in some retail stores.  FDA advises consumers who use the  
                       products to stop taking them and consult their healthcare professional immediately as the health risks posed by these products can be serious (for  
                      example, high blood pressure, seizures, tachycardia, palpitations, heart attack or stroke). FDA also encourages consumers to seek guidance from  
                      healthcare professional before purchasing weight loss products. See the FDA News Release for a listing of the names of the 25 referenced products.  Read  
                     the MedWatch 2008 safety summary, including links to  http://www.fda.gov/medwatch/safety/2008/safety08.htm#Weight  
     FDA May/09 warned consumers to immediately stop using Hydroxycut products by Iovate Health Sciences, Inc. Hydroxycut products are associated with a  
                     number of serious liver injuries. Hydroxycut products are dietary supplements that are marketed for weight-loss, as fat burners, as energy-enhancers, as  
                     low carb diet aids, and for water loss under the Iovate and MuscleTech brand names. FDA has received 23 reports of serious health problems ranging from  
                     jaundice and elevated liver enzymes, an indicator of potential liver injury, to liver damage requiring liver transplant. One death due to liver failure has been  
                     reported to FDA. Other health problems reported include seizures; cardiovascular disorders; and rhabdomyolysis, a type of muscle damage that can lead to  
                    other serious health problems such as kidney failure. 
     FDA Jan/10 notified consumers and healthcare professionals about a counterfeit and potentially harmful version of Alli 60 mg capsules (120 count refill kit). The  
                     counterfeit version contained the controlled substance sibutramine and did not contain orlistat, the active ingredient.  
     Health Canada April 2007:  The Safe Use of Health Products for Weight Loss. http://www.hc-sc.gc.ca/iyh-vsv/med/weight-amaigr_e.html  
     Health Canada Apr/07 is warning consumers about Bitter orange & cardiovascular reactions in the Canadian Adverse Reactions April 2007 Newsletter.  
     Health Canada Apr/07 is warning consumers from the Hong Kong Department of Health found Lexscl Fat Rapid Loss capsules to be adulterated with 
                    sibutramine and thyroid hormones.   
     Health Canada via July/07 Medsafe also advised the public not to use the product Dai Dai Hua Jiao Nang because it was found to contain sibutramine. 



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

                 http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_fpa-ape_2009/index-eng.php  
       Health Canada June/09 Foreign Product Alerts: Jia Yi Jian (undeclared sibutramine & tadalafil); Shan Dian Qiang Xiao Shou (undeclared sibutramine &  
                       phenolphthalein). 
       Health Canada June/09 is warning consumers not to use the unauthorized product Slim Magic Herbal, which is promoted as a weight-loss product, as it was  
                       found to contain an undeclared pharmaceutical ingredient similar to the prescription drug sibutramine. 
       Health Canada is warning consumers not to use the unauthorized product Nutural Slim, which is promoted as a weight-loss product, as it was found to contain  
                       the undeclared pharmaceutical ingredient sibutramine and also an undeclared pharmaceutical ingredient similar to sibutramine. 
       Health Canada June/09 warns of foreign Product Alerts: Herbal Xenicol because it contains undeclared cetilistat. BioEmagrecim, which the FDA had previously  
                       warned contained sibutramine, was also found to contain fluoxetine, furosemide and fenproporex. Products: Slimbionic, Xsvelten, 999 Fitness Essence,  
                       24" ince, Light Some, Paiyouji, Pearl White Slimming, & Reducing Weight Easily contain undeclared pharmaceutical ingredients (sibutramine and/or  
                       phenolphthalein) and/or excessive levels of lead, and may cause serious health effects.. 



                                                                                                                                                                                                                                                                    
       Health Canada Aug/09 is advising via Singapore Health Sciences Authority (HSA) that Delima Raja Urat contains undeclared dexamethasone,  
                       chlorpheniramine, pheniramine and sibutramine. 
       Health Canada Dec/09 is advising Canadians not to use certain Acai Berry products after a large number of shipments of adulterated products were stopped at the  
                        border.  The product names include:  Anti-Aging Acai Berry, Guarana Blast, Brazillian Pure, Anti-aging Vital Rez V, Weight Loss VitalAcai,  
                        Dietary Supplement Acai Power Blast and Muscle Mass. These products for anti-aging and weight loss were found to contain undeclared sildenafil. 

Health Canada Dec/09 is warning consumers not to use "RevolutionDS Weight Loss", an unauthorized health product promoted for weight loss, because it  
                   contains benzylpiperazine (BZP), and may pose serious health risks. 
Health Canada Dec/09 is advising consumers not to use Show Party: Hong Kong Department of Health warned consumers not to buy or consume  
                   [shou-shen pai] after it was found to contain undeclared sibutramine and phenolphthalein.  
Health Canada Jan/10 informs that U.S. FDA: Pai You Guo contains sibutramine and phenolphthalein. Hong Kong Department of Health: Ku Xiu Ba Xiang  
                   Jian Fei Wan contains sibutramine and an unauthorized substance similar to sibutramine; Super Slim (Yani)  contains sibutramine and  
                   phenolphthalein;  SHoufsy contains sibutramine & MIGAC (sic) FAT BURMING (sic) FACTOR contains sibutramine. 
Health Canada Jan/10 is warning consumers not to use the unauthorized product “The Slimming Coffee,” which was previously sold as “Lose Weight Coffee,”  
                   because it was found to contain sibutramine. 
Health Canada Mar/10 is warning Canadians that an unauthorized health product, “Herbal Diet Natural” has been found on the Canadian market and contains an  
                   undeclared pharmaceutical ingredient similar to the prescription drug sibutramine. 
Health Canada is warning Canadians that an unauthorized health product, “West Pharm Therma Lean Fat Burner Energizer” was found on the Canadian  
                    market. West Pharm Therma Lean Fat Burner Energizer contains Ephedrine and caffeine, which combined together, may cause serious and possibly  
                    fatal adverse effects.  
McDonnell WM, et al. Fulminant Hepatic Failure After Use of the Herbal Weight-Loss Supplement Exilis. Ann Intern Med. 2009 Nov 3;151(9):673-674.  
Pharmacist’s Letter: Health Benefits of Drinking Green Tea. Nov 2006. 
Pharmacist’s Letter. PolyGlycopleX (PGX) for Weight Loss. April 2010. 
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  
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. 
Striano P, Zara F, Minetti C, Striano S. Chitosan may decrease serum valproate and increase the risk of seizure reappearance. BMJ. 2009 Sep 24;339:b3751. doi: 
                 10.1136/bmj.b3751.  

      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. 
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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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Access information for patients with hypothyroidism prepared by the American College of Physicians. 
www.acponline.org/patients_families/diseases_conditions/hypothyroidism/  
 
Access information for patients with hypothyroidism prepared by the National Library of Medicine of the National Institutes of Health. 
www.nlm.nih.gov/medlineplus/ency/article/000353.htm  
 
Access information for patients with hypothyroidism prepared by the American Thyroid Association.  
www.thyroid.org/patients/patient_brochures/hypothyroidism.html  
 



 
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) 
 
RxFiles – Inflammatory Bowel Disease - References: (organization and formatting still in process);   
                                                           
1 Kornbluth A, Sachar DB; Ulcerative colitis practice guidelines in adults (update): American College of Gastroenterology (ACG), Practice Parameters Committee. Am J Gastroenterol. 2004 Jul;99(7):1371-85. 
2 Dipiro JT, Schade RR. Inflammatory Bowel Disease. In: DipiroJT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey LM, eds.  Pharmacotherapy: a pathophysiologic approach.  Toronto, McGraw-Hill, 2005:649-64. 
3 Sandborn WJ, Feagan BG. Review article: mild to moderate Crohn's disease--defining the basis for a new treatment algorithm. Aliment Pharmacol Ther. 2003 Aug 1;18(3):263-77. 
4 Bergman R, Parkes M.  Systematic review: the use of mesalazine in inflammatory bowel disease. Aliment Pharmacol Ther. 2006 Apr 1;23(7):841-55. 
5 Hanauer SB, Sandborn W; Practice Parameters Committee of the American College of Gastroenterology. Management of Crohn's disease in adults. Am J Gastroenterol. 2001; Mar;96(3):635-43 
6 Hanauer SB, Stromberg U.  Oral Pentasa in the treatment of active Crohn's disease: A meta-analysis of double-blind, placebo-controlled trials. Clin Gastroenterol Hepatol. 2004; May;2(5):379-88. 
7 Simms L, Steinhart AH.  Budesonide for maintenance of remission in Crohn's disease. Cochrane Database Syst Rev. 2001;(1):CD002913. 
8 Ardizzone S, Maconi G, Russo A, et al.  Randomised controlled trial of azathioprine and 5-aminosalicylic acid for treatment of steroid dependent ulcerative colitis. Gut. 2006; Jan;55(1):47-53. 
9 Sandborn W, Sutherland L, Pearson D, May G, Modigliani R, Prantera C.  Azathioprine or 6-mercaptopurine for inducing remission of Crohn's disease. Cochrane Database Syst Rev. 2000;(2):CD000545.  
10 Panaccione R, Fedorak RN, Aumais G, Bernstein CN, Bitton A, Croitoru K, Enns R, Feagan B, Fishman M, Greenberg G, Griffiths A, Marshall JK, Rasul I, Sadowski D, Seidman E, Steinhart H, Sutherland L, Walli E, Wild G, Williams CN, Zachos   M; Canadian Association of 

Gastroenterology.  Canadian Association of Gastroenterology Clinical Practice Guidelines: the use of infliximab in Crohn's disease. Can J Gastroenterol. 2004 Aug;18(8):503-8.  
11 Pearson DC, May GR, Fick G, Sutherland LR.  Azathioprine for maintaining remission of Crohn's disease. Cochrane Database Syst Rev. 2000;(2):CD000067. 
12Rutgeerts P, Sandborn WJ, Feagan BG, et al. Infliximab for induction and maintenance therapy for ulcerative colitis. N Engl J Med. 2005 Dec 8;353(23):2462-76. Erratum in: N Engl J Med. 2006 May 
       18;354(20):2200.  
13 Bernstein CN, Leslie WD, Leboff MS. AGA technical review on osteoporosis in gastrointestinal diseases. Gastroenterology. 2003 Mar;124(3):795-841. 
14 Bernstein CN. Osteoporosis in patients with inflammatory bowel disease. Clin Gastroenterol Hepatol. 2006 Feb;4(2):152-6. 
15 SickKids Drug Handbook and Formulary 2006-2007 (25th Ed). Hospital for Sick Children, Toronto, ON, Canada.   
16 IBD guideline team, Cincinnati Children’s Hospital Medical Centre: evidence-based care guideline for management of inflammatory bowel disease (IBD), http://www.cincinnatichildrens.org/svc/alpha/h/health-policy/ev-based/ibd.htm Guideline 29 pages 1-16, May 9, 2006. 
17 Pediatric Dosing Handbook, Health Sciences Centre, Winnipeg, MB.  
18 Micromedex 2010 
19 Kane SV. Systematic review: adherence issues in the treatment of ulcerative colitis. Aliment Pharmacol Ther. 2006 Mar 1;23(5):577-85. 
20 Cohen RD, Woseth DM, Thisted RA, et al. A meta-analysis and overview of the literature on treatment options for left-sided ulcerative colitis and ulcerative proctitis. Am J Gastroenterol. 2000       May;95(5):1263-76.  
21 Marteau P, Crand J, Foucault M, Rambaud JC. Use of mesalazine slow release suppositories 1 g three times per week to maintain remission of ulcerative proctitis: a randomised double blind placebo  
       controlled multicentre study. Gut. 1998 Feb;42(2):195-9.  
22 Beattie RM, Croft NM, Fell JM, Afzal NA, Heuschkel RB.  Inflammatory bowel disease. Arch Dis Child. 2006 May;91(5):426-32. Review. PMID: 16632672 
23 Simms L, Steinhart AH.  Budesonide for maintenance of remission in Crohn's disease. Cochrane Database Syst Rev. 2001;(1):CD002913. 
24 Sandborn 2003 - duplicate 
25 Lichtenstein GR, Abreu MT, Cohen R, Tremaine W; American Gastroenterological Association. American Gastroenterological Association Institute technical review on corticosteroids, immunomodulators,  
      and  infliximab in inflammatory bowel disease. Gastroenterology. 2006 Mar;130(3):940-87.  
26 Lichtenstein GR - Duplicate 
27 Siegel CA, Hur C, Korzenik JR, Gazelle GS, et al. Risks and benefits of infliximab for the treatment of Crohn's disease. Clin Gastroenterol Hepatol. 2006 Aug;4(8):1017-24; quiz 976. Epub 2006 Jul 14. 
28 Carter MJ, Lobo AJ, Travis SP; IBD Section, British Society of Gastroenterology.  Guidelines for the management of inflammatory bowel disease in adults. Gut. 2004 Sep;53 Suppl 5:V1-16. 



                                                                                                                                                                                                                                                                                            
29 Alfadhli AA, McDonald JW, Feagan BG.  Methotrexate for induction of remission in refractory Crohn's disease. Cochrane Database Syst Rev. 2005 Jan 25;(1):CD003459. 
30 Escher JC, Taminiau JA, Nieuwenhuis EE, Buller HA, Grand RJ.  Treatment of inflammatory bowel disease in childhood: best available evidence. Inflamm Bowel Dis. 2003 Jan;9(1):34-58. 
31 Mack DR, Young R, Kaufman SS, Ramey L, Vanderhoof JA.  Methotrexate in patients with Crohn's disease after 6-mercaptopurine. J Pediatr. 1998 May;132(5):830-5. 
32 Pham CQ, Efros CB, Berardi RR.  Cyclosporine for severe ulcerative colitis. Ann Pharmacother. 2006 Jan;40(1):96-101. Epub 2005 Dec 20. 
33 Lichtenstein GR, Duplicate. 
34 Ardizzone S, Bianchi Porro G. Biologic therapy for inflammatory bowel disease. Drugs. 2005;65(16):2253-86. 
35 Chapman TM, Plosker GL, Figgitt DP.  VSL#3 probiotic mixture: a review of its use in chronic inflammatory bowel diseases. Drugs. 2006;66(10):1371-87.  
    Miele E, Pascarella F, Giannetti E, Quaglietta L, Baldassano RN, Staiano A. Effect of a Probiotic Preparation (VSL#3) on Induction and Maintenance of Remission in Children With Ulcerative Colitis. Am J Gastroenterol. 2009 Jan 20 
   Conen Anna, Zimmerer Stefan, Frei Reno, Et al. A Pain in the Neck: Probiotics for Ulcerative Colitis. Ann Intern Med December 15, 2009 151:895-897. 
36 Belluzzi A, Brignola C, Campieri M, et al. Effect of an enteric-coated fish-oil preparation on relapses in  Crohn's disease. N Engl J Med. 1996 Jun 13;334(24):1557-60. 
37 Romano C, Cucchiara S, Barabino A, et al. Usefulness of omega-3 fatty acid supplementation in addition to mesalazine in maintaining remission in pediatric Crohn's disease: a double-blind, randomized, placebo-controlled study. World J Gastroenterol. 2005 Dec 7;11(45):7118-21.  
38 MacLean CH, Mojica WA, Newberry SJ, et al. Systematic review of the effects of n-3 fatty acids in inflammatory bowel disease. Am J Clin Nutr. 2005 Sep;82(3):611-9. 
 
Additional IBD References  
1: MacLean CH, Mojica WA, Newberry SJ, et al. Systematic review of the effects of n-3 fatty acids in inflammatory bowel disease. Am J Clin Nutr. 2005 Sep;82(3):611-9.  
2:    Romano C, Cucchiara S, Barabino A, et al. Usefulness of omega-3 fatty acid supplementation in addition to mesalazine in maintaining remission in pediatric Crohn's  
      disease: a double-blind, randomized, placebo-controlled study. World J Gastroenterol. 2005 Dec 7;11(45):7118-21.  
3:  Belluzzi A, Brignola C, Campieri M, et al. Effect of an enteric-coated fish-oil preparation on relapses in  Crohn's disease. N Engl J Med. 1996 Jun 13;334(24):1557-60.  
1:  Thukral C, Cheifetz A, Peppercorn MA.  Anti-tumour necrosis factor therapy for ulcerative colitis : evidence to date.Drugs. 2006;66(16):2059-65.  
2:  Gisbert JP, Gomollon F, Mate J, Pajares JM.  Role of 5-aminosalicylic acid (5-ASA) in treatment of inflammatory bowel disease: a systematic review.Dig Dis Sci. 2002 Mar;47(3):471-88.  
3:  Akobeng AK, Gardener E.  Oral 5-aminosalicylic acid for maintenance of medically-induced remission in Crohn's Disease. Cochrane Database Syst Rev. 2005 Jan 25;(1):CD003715.  
4:  Summers RW, Switz DM, Sessions JT Jr, et al. National Cooperative Crohn's Disease Study: results of drug treatment. Gastroenterology. 1979 Oct;77(4 Pt 2):847-69.  
5:  Malchow H, Ewe K, Brandes JW, Goebell H, Ehms H, Sommer H, Jesdinsky H.  European Cooperative Crohn's Disease Study (ECCDS): results of drug treatment. Gastroenterology. 1984 Feb;86(2):249-66.  
6:  Bergman R, Parkes M.  Systematic review: the use of mesalazine in inflammatory bowel disease. Aliment Pharmacol Ther. 2006 Apr 1;23(7):841-55.  
7:  Feagan BG.  5-ASA therapy for active Crohn's disease: old friends, old data, and a new conclusion. Clin Gastroenterol Hepatol. 2004 May;2(5):376-8.  
8:  Sandborn WJ, Feagan BG.  Review article: mild to moderate Crohn's disease--defining the basis for a new treatment algorithm. Aliment Pharmacol Ther. 2003 Aug 1;18(3):263-77.  
9:     Kane SV, Schoenfeld P, Sandborn WJ, Tremaine W, Hofer T, Feagan BG.  The effectiveness of budesonide therapy for Crohn's disease. Aliment Pharmacol Ther. 2002 Aug;16(8):1509-17.  
10:   Hanauer SB, Stromberg U.  Oral Pentasa in the treatment of active Crohn's disease: A meta-analysis of double-blind, placebo-controlled trials. Clin Gastroenterol Hepatol. 2004 May;2(5):379-88.  
11:  Rutgeerts P, Sandborn WJ, Feagan BG, et al. Infliximab for induction and maintenance therapy for ulcerative colitis. N Engl J Med. 2005 Dec 8;353(23):2462-76. Erratum in: N Engl J Med. 2006 May 
       18;354(20):2200.  
12:  Hanauer SB, Feagan BG, Lichtenstein GR, et al.; ACCENT I Study Group.  Maintenance infliximab for Crohn's disease: the ACCENT I randomised trial.Lancet. 2002 May 4;359(9317):1541-9.  
13:  Sands BE, Anderson FH, Bernstein CN, et al.  Infliximab maintenance therapy for fistulizing Crohn's disease. N Engl J Med. 2004 Feb 26;350(9):876-85.  
14:  Rutgeerts P, D'Haens G, Targan S, et al. Efficacy & safety of retreatment with anti-tumor necrosis factor antibody (infliximab) to maintain remission in Crohn's disease. Gastroenterology. 1999  
       Oct;117(4):761-9.  
15:  Present DH, Rutgeerts P, Targan S, et al. Infliximab for the treatment of fistulas in patients with Crohn's disease. N Engl J Med. 1999 May 6;340(18):1398-405. (Targan SR, et al. A short-term study of chimeric monoclonal antibody cA2 to tumor  
      necrosis factor alpha for Crohn's disease. Crohn's Disease cA2 Study Group. N Engl J Med. 1997 Oct 9;337(15):1029-35.) 
16:  Panaccione R, Fedorak RN, Aumais G, et al. Canadian Association of Gastroenterology.  Canadian Association of Gastroenterology Clinical Practice Guidelines: the use of infliximab in Crohn's disease. Can  
       J Gastroenterol. 2004 Aug;18(8):503-8.   
17:  Siegel CA, Hur C, Korzenik JR, Gazelle GS, et al. Risks and benefits of infliximab for the treatment of Crohn's disease. Clin Gastroenterol Hepatol. 2006 Aug;4(8):1017-24; quiz 976. Epub 2006 Jul 14.  
18:  Sandborn WJ.  Evidence-based treatment algorithm for mild to moderate Crohn's disease. Am J Gastroenterol. 2003 Dec;98(12 Suppl):S1-5.  
19:  Hanauer SB, Sandborn W; Practice Parameters Committee of the American College of Gastroenterology.  Management of Crohn's disease in adults. Am J Gastroenterol. 2001 Mar;96(3):635-43.  
20:  Papi C, Luchetti R, Gili L, Montanti S, Koch M, Capurso L.  Budesonide in the treatment of Crohn's disease: a meta-analysis. Aliment Pharmacol Ther. 2000 Nov;14(11):1419-28.  
21:  Sandborn WJ, Hanauer SB.  Infliximab in the treatment of Crohn's disease: a user's guide for clinicians. Am J Gastroenterol. 2002 Dec;97(12):2962-72.  
22:  Cunliffe RN, Scott BB.  Review article: monitoring for drug side-effects in inflammatory bowel disease. Aliment Pharmacol Ther. 2002 Apr;16(4):647-62.  
23:  Carter MJ, Lobo AJ, Travis SP; IBD Section, British Society of Gastroenterology.  Guidelines for the management of inflammatory bowel disease in adults. Gut. 2004 Sep;53 Suppl 5:V1-16.  
24:  Lichtenstein GR, Abreu MT, Cohen R, Tremaine W; American Gastroenterological Association. American Gastroenterological Association Institute technical review on corticosteroids, immunomodulators,  
      and  infliximab in inflammatory bowel disease. Gastroenterology. 2006 Mar;130(3):940-87.  
25:  Escher JC, Taminiau JA, Nieuwenhuis EE, Buller HA, Grand RJ.  Treatment of inflammatory bowel disease in childhood: best available evidence. Inflamm Bowel Dis. 2003 Jan;9(1):34-58.  
26:  Chapman TM, Plosker GL, Figgitt DP.  VSL#3 probiotic mixture: a review of its use in chronic inflammatory bowel diseases. Drugs. 2006;66(10):1371-87.  
27:  Beattie RM, Croft NM, Fell JM, Afzal NA, Heuschkel RB.  Inflammatory bowel disease. Arch Dis Child. 2006 May;91(5):426-32. Review. PMID: 16632672  
28:  Podolsky DK.  Inflammatory bowel disease. N Engl J Med. 2002 Aug 8;347(6):417-29.  
29:  Simms L, Steinhart AH.  Budesonide for maintenance of remission in Crohn's disease. Cochrane Database Syst Rev. 2001;(1):CD002913.  
30:  Alfadhli AA, McDonald JW, Feagan BG.  Methotrexate for induction of remission in refractory Crohn's disease. Cochrane Database Syst Rev. 2005 Jan 25;(1):CD003459.  
31:  Sandborn W, Sutherland L, Pearson D, May G, Modigliani R, Prantera C.  Azathioprine or 6-mercaptopurine for inducing remission of Crohn's disease. Cochrane Database Syst Rev. 2000;(2):CD000545.  
32:  Akobeng AK, Zachos M.  Tumor necrosis factor-alpha antibody for induction of remission in Crohn's disease. Cochrane Database Syst Rev. 2004;(1):CD003574.  
33:  Zachos M, Tondeur M, Griffiths AM.  Enteral nutritional therapy for inducing remission of Crohn's disease. Cochrane Database Syst Rev. 2001;(3):CD000542.  
34:  McDonald JW, Feagan BG, Jewell D, Brynskov J, Stange EF, Macdonald JK.  Cyclosporine for induction of remission in Crohn's disease. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD000297.  
35:  Macdonald JK, McDonald JW.  Natalizumab for induction of remission in Crohn's disease. Cochrane Database Syst Rev. 2006 Jul 19;3:CD006097.  
36:  Steinhart AH, Ewe K, Griffiths AM, Modigliani R, Thomsen OO.  Corticosteroids for maintenance of remission in Crohn's disease. Cochrane Database Syst Rev. 2003;(4):CD000301.  
37:  Rolfe VE, Fortun PJ, Hawkey CJ, Bath-Hextall F.  Probiotics for maintenance of remission in Crohn's disease. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD004826.  
38:  Pearson DC, May GR, Fick G, Sutherland LR.  Azathioprine for maintaining remission of Crohn's disease. Cochrane Database Syst Rev. 2000;(2):CD000067.  
39:  Otley A, Steinhart AH. Budesonide for induction of remission in Crohn's disease. Cochrane Database Syst Rev. 2005 Oct 19;(4):CD000296.  
40:  Sutherland L, Macdonald JK. Oral 5-aminosalicylic acid for maintenance of remission in ulcerative colitis. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD000544.  
41:  Sutherland L, Macdonald JK.  Oral 5-aminosalicylic acid for induction of remission in ulcerative colitis. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD000543.  
42:  Lawson MM, Thomas AG, Akobeng AK.  Tumour necrosis factor alpha blocking agents for induction of remission in ulcerative colitis. Cochrane Database Syst Rev. 2006 Jul 19;3:CD005112.  
43:  McGrath J, McDonald JW, Macdonald JK.  Transdermal nicotine for induction of remission in ulcerative colitis. Cochrane Database Syst Rev. 2004 Oct 18;(4):CD004722.  
44:  Shibolet O, Regushevskaya E, Brezis M, Soares-Weiser K.  Cyclosporine A for induction of remission in severe ulcerative colitis. Cochrane Database Syst Rev. 2005 Jan 25;(1):CD004277.  
45:  Ardizzone S, Maconi G, Russo A, et al. Randomised controlled trial of azathioprine and 5-aminosalicylic acid for treatment of steroid dependent ulcerative colitis. Gut. 2006 Jan;55(1):47-53. Epub 2005 Jun 21.  
46:  Kornbluth A, Sachar DB; Practice Parameters Committee of the American College of Gastroenterology.  Ulcerative colitis practice guidelines in adults (update): American College of Gastroenterology,  
       Practice Parameters Committee. Am J Gastroenterol. 2004 Jul;99(7):1371-85.  
47:  Collins P, Rhodes J.  Ulcerative colitis: diagnosis and management. BMJ. 2006 Aug 12;333(7563):340-3.   



                                                                                                                                                                                                                                                                                            
48:  Marteau P, Crand J, Foucault M, Rambaud JC. Use of mesalazine slow release suppositories 1 g three times per week to maintain remission of ulcerative proctitis: a randomised double blind placebo  
       controlled multicentre study. Gut. 1998 Feb;42(2):195-9.  
49:  Hanauer SB, Sandborn WJ, Kornbluth A, et al. Delayed-release oral mesalamine at 4.8 g/day (800 mg tablet) for the treatment of moderately active ulcerative colitis: the ASCEND II trial. Am J  
       Gastroenterol. 2005 Nov;100(11):2478-85.  
50:  Pham CQ, Efros CB, Berardi RR.  Cyclosporine for severe ulcerative colitis. Ann Pharmacother. 2006 Jan;40(1):96-101. Epub 2005 Dec 20.  
51:  Mack DR, Young R, Kaufman SS, Ramey L, Vanderhoof JA.  Methotrexate in patients with Crohn's disease after 6-mercaptopurine. J Pediatr. 1998 May;132(5):830-5.  
52:  Sandborn WJ.  Rational selection of oral 5-aminosalicylate formulations and prodrugs for the treatment of  ulcerative colitis. Am J Gastroenterol. 2002 Dec;97(12):2939-41.  
53:  Cohen RD, Woseth DM, Thisted RA, et al. A meta-analysis and overview of the literature on treatment options for left-sided ulcerative colitis and ulcerative proctitis. Am J Gastroenterol. 2000  
       May;95(5):1263-76.  
54:  Marshall JK, Irvine EJ.  Rectal corticosteroids versus alternative treatments in ulcerative colitis: a meta-analysis. Gut. 1997 Jun;40(6):775-81.  
55:  Ogata H, Matsui T, Nakamura M, et al. A randomised dose finding study of oral  tacrolimus (FK506) therapy in refractory ulcerative colitis. Gut. 2006 Sep;55(9):1255-62. Epub 2006 Feb 16.  
56: D'Haens G, Daperno M.  Advances in biologic therapy for ulcerative colitis and Crohn's disease. Curr Gastroenterol Rep. 2006 Dec;8(6):506-12.  
57: Medical Letter Mar 26,2007. Once daily mesalamine (Lialda) for ulcerative colitis. 
58: Sands BE, Anderson FH, Bernstein CN, Chey WY, et al. Infliximab maintenance therapy for fistulizing Crohn's disease.  N Engl J Med. 2004 Feb 26;350(9):876-85. 
59. Jarnerot G, Hertervig E, Friis-Liby I, Blomquist L, et al. Infliximab as rescue therapy in severe to moderately severe ulcerative colitis: a randomized, placebo-controlled study. Gastroenterology. 2005 Jun;128(7):1805-11.  
60. Sandborn WJ, Rutgeerts P, Enns R, Hanauer SB, et al. Adalimumab Induction Therapy for Crohn Disease Previously Treated with Infliximab. A Randomized Trial. Ann Intern Med. 2007 Apr 30; [Epub ahead of print] n=325. Adalimumab induces  
      remissions more frequently than placebo in adults with Crohn disease who cannot tolerate infliximab or have symptoms despite receiving infliximab therapy. 
61. Gisbert JP, Gonzalez-Lama Y, Mate J. Systematic review:Infliximab therapy in ulcerative colitis. Aliment Pharmacol Ther. 2007Jan 1;25(1):19-37. Infliximab is more effective than placebo, with an NNT from 3 to 5, for the treatment of moderate- 
      to-severe UC, achieving clinical remission in 40% of the patients at approximately 9 months of follow-up. Further studies are necessary to confirm the long-term efficacy of infliximab in ulcerative colitis. 
62. Bartelds GM, Wijbrandts CA, Nurmohamed MT, et al. Clinical response to adalimumab: relationship to anti-adalimumab antibodies and serum adalimumab concentrations in rheumatoid arthritis. Ann Rheum Dis. 2007 Jul;66(7):921-6. Epub 2007  
      Feb 14. Serum antibodies against adalimumab are associated with lower serum adalimumab concentrations and non-response to adalimumab treatment. 
63. Sandborn WJ, Feagan BG, Stoinov S, et al; PRECISE 1 Study Investigators. Certolizumab pegol for the treatment of Crohn's disease. N Engl J Med. 2007 Jul 19;357(3):228-38. 
64. Schreiber S, Khaliq-Kareemi M, Lawrance IC, et al; PRECISE 2 Study Investigators. Maintenance therapy with certolizumab pegol for Crohn's disease. N Engl J Med. 2007 Jul 19;357(3):239-50. 
65. Colombel JF, Sandborn WJ, Rutgeerts P, et al. Adalimumab for maintenance of clinical response and remission in patients with Crohn's disease: the CHARM trial. Gastroenterology. 2007 Jan;132(1):52-65. Epub 2006 Nov 29. 
66. Sandborn WJ, Hanauer SB, Rutgeerts P, et al Adalimumab for maintenance treatment of Crohn's disease: results of the CLASSIC II trial. Gut. 2007 Sep;56(9):1232-9. Epub 2007 Feb 13. Adalimumab induced and maintained clinical remission for  
      up to 56 weeks in patients with moderate to severe Crohn's disease naive to anti-TNF treatment. 
67. Headstrom PD, Rulyak SJ, Lee SD. Prevalence of and risk factors for vitamin B(12) deficiency in patients with Crohn's disease.  Inflamm Bowel Dis. 2007 Sep 20; [Epub ahead of print] Vitamin B(12) abnormalities are common in patients with CD  
      and patients with a prior ileal or ileocolonic resection are at particular risk. 
68. Langan RC, Gotsch PB, Krafczyk MA, et al. Ulcerative Colitis: Diagnosis and Treatment. American Family Physician. Nov 1, 2007.  
69. Kruis W, Fric P, Pokrotnieks J, et al.  Maintaining remission of ulcerative colitis with the probiotic Escherichia coli Nissle 1917 is as effective as with standard mesalazine. Gut. 2004 Nov;53(11):1617-23. 
70. Rembacken BJ, Snelling AM, et al.  Non-pathogenic Escherichia coli versus mesalazine for the treatment of ulcerative colitis: a randomised trial. Lancet. 1999 Aug 21;354(9179):635-9. 
71. Velayos FS, Terdiman JP, Walsh JM.  Effect of 5-aminosalicylate use on colorectal cancer and dysplasia risk: a systematic review and metaanalysis of observational studies. Am J Gastroenterol. 2005 Jun;100(6):1345-53. 
72. Nikolaus S, Schreiber S. Diagnostics of inflammatory bowel disease. Gastroenterology. 2007 Nov;133(5):1670-89. 
73. Roberts SE, Williams JG, Yeates D, Goldacre MJ. Mortality in patients with and without colectomy admitted to hospital for ulcerative colitis and Crohn's disease: record linkage studies. BMJ. 2007 Nov 17;335(7628):1033. Epub 2007 Oct 30. In  
        England, the clinical threshold for elective colectomy in people with inflammatory bowel disease may be too high. Further research is now required to establish the threshold criteria and optimal timing of elective surgery for people with poorly controlled inflammatory bowel disease. 
74. Langan RC, Gotsch PB, Krafczyk MA, Skillinge DD. Ulcerative colitis: diagnosis and treatment. Am Fam Physician. 2007 Nov 1;76(9):1323-30. 
75. Panés J, Gomollón F, Taxonera C, Hinojosa J, Clofent J, Nos P. Crohn's disease : a review of current treatment with a focus on biologics. Drugs. 2007;67(17):2511-37. 
76. Turner D, Grossman AB, Rosh J, et al. Methotrexate following unsuccessful thiopurine therapy in pediatric Crohn's disease. Am J Gastroenterol. 2007 Dec;102(12):2804-12. 
77. Orholm M, Fonager K, Sørensen HT. Risk of ulcerative colitis and Crohn's disease among offspring of patients with chronic inflammatory bowel disease. Am J Gastroenterol. 1999 Nov;94(11):3236-8. 
78. Behm B, et al. Tumor necrosis factor-alpha antibody for maintenace of remission in Crohn`s disease. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD006893. Infliximab 5 mg/kg or 10 mg/kg, given every 8 weeks, is effective for the maintenance  
      of remission and maintenance of fistula healing in patients who have responded to infliximab induction therapy. Adalimumab 40 mg weekly or every other week is effective for the maintenance of remission in patients who have responded to  
      adalimumab induction therapy. Certolizumab pegol 400 mg every 4 weeks is effective for the maintenance of remission in patients who have responded to certolizumab induction therapy. 
79. D'Haens G, Baert F, van Assche G, et al; Belgian Inflammatory Bowel Disease Research  Group; North-Holland Gut Club. Early combined immunosuppression or conventional management in patients with newly diagnosed Crohn's disease: an  
      open randomised trial. Lancet. 2008 Feb 23;371(9613):660-7. 
80. Feagan BG, et al. Omega-3 free fatty acids for maintenance of remission in Crohn disease: EPIC RCT. JAMA. 2008 Apr 9;299(14):1690-7. In these trials, omega-3 free fatty acids was not effective for the prevention of relapse in Crohn disease. 
81. Cummings JR, Keshav S, Travis SP. Medical management of Crohn's disease. BMJ. 2008 May 10;336(7652):1062-6. 
82. Akobeng AK. Crohn's disease: current treatment options. Arch Dis Child. 2008 May 2. [Epub ahead of print] 
83. Gisbert JP, Gomollón F. Common misconceptions in the diagnosis and management of anemia in inflammatory bowel disease. Am J Gastroenterol. 2008 May;103(5):1299-307. 
84. Health Canada June/08 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. 
85. Kulnigg S, et al.. A novel intravenous iron formulation for anemia in inflammatory bowel disease: the ferric carboxymaltose (FERINJECT) randomized controlled trial. Am J Gastroenterol. 2008 May;103(5):1182-92. Epub 2008 Mar 26. 
86. Ferguson CB, Mahsud-Dornan S, Patterson RN. Inflammatory bowel disease in pregnancy. BMJ. 2008 Jul 3;337:a427. doi: 10.1136/bmj.39566.681458.BE. 
87. Brar H, Einarson A. Effects and treatment of inflammatory bowel disease during pregnancy. Can Fam Physician. 2008 Jul;54(7):981-3. 
88. Strate LL, Liu YL, Syngal S, et al. Nut, corn, and popcorn consumption and the incidence of diverticular disease. JAMA. 2008 Aug 27;300(8):907-14. In this large, prospective study of men without known diverticular disease, nut, corn, and  
      popcorn consumption did not increase the risk of diverticulosis or diverticular complications. The recommendation to avoid these foods to prevent diverticular complications should be reconsidered. 
89. Kitazaki S, Mitsuyama K, Masuda J, et al. Clinical trial: comparison of alendronate & alfacalcidol in glucocorticoid-associated osteoporosis in patients with ulcerative colitis. Aliment Pharmacol Ther. 2008 Nov 25. [Epub ahead of print] Our study  
      indicates that alendronate is a safe, well tolerated, and more effective therapy than alfacalcidol for preventing glucocorticoid-associated bone loss in patients with ulcerative colitis. 
90. Infliximab for the treatment of acute exacerbations of ulcerative colitis NICE Guidance Dec 2008  http://www.nice.org.uk/TA163  
91. Kane S, Ford J, Cohen R, Wagner C. Absence of Infliximab in Infant Sera and Breast Milk From Nursing Mothers Receiving Therapy for Crohn's Disease Before and After Delivery. J Clin Gastroenterol. 2009 Jan 12. [Epub ahead of print]n=3. Infliximab was detected in the  
      mothers' sera, but not in the breast milk of nursing mothers or in the sera of the breast-fed newborns. Data from this small series of patients suggest that infliximab was not transferred from mother to child, either in utero or through breast milk. These data suggest that mothers  
      receiving infliximab should not be discouraged from nursing their children. 
92. Turner D, Zlotkin SH, Shah PS, Griffiths AM. Omega 3 fatty acids (fish oil) for maintenance of remission in Crohn's disease. Cochrane Database Syst Rev. 2009 Jan 21;(1):CD006320. Omega 3 fatty acids are safe but probably ineffective for maintenance of remission in CD.  
       The existing data do not support routine maintenance treatment of Crohn's disease with omega 3 fatty acids. 
93. Prefontaine E, Sutherland LR, Macdonald JK, Cepoiu M.  Azathioprine or 6-mercaptopurine for maintenance of remission in Crohn's disease. Cochrane Database Syst Rev. 2009 Jan 21;(1):CD000067. Azathioprine and 6-mercaptopurine are more effective than placebo for  
       maintenance of remission in Crohn's disease. Higher response rates were obtained with azathioprine than 6-mercaptopurine. However, the one study evaluating  6-mercaptopurine used a relatively low dose of the drug. Future studies should look at the effect of higher doses of  
      6-mercaptopurine. There is weak evidence for a steroid sparing effect with azathioprine treatment. 
 
 
94.  Benchimol EI, Seow CH, Otley AR, Steinhart AH.  Budesonide for maintenance of remission in Crohn's disease. Cochrane Database Syst Rev. 2009 Jan 21;(1):CD002913. Budesonide is not more effective than placebo or weaning prednisolone for maintenance of remission  
      in Crohn's disease. Some modest benefits are noted in patients receiving budesonide compared with placebo in terms of lower CDAI scores and longer time to relapse of disease. However, these benefits are offset by higher treatment-related adverse event rates and more  
     frequent adrenocorticoid suppression in patients receiving budesonide. Therefore, budesonide is not recommended for maintenance of remission in Crohn's disease. 
95. Regueiro M, Schraut W, Baidoo L, Kip KE, Sepulveda AR, Pesci M, Harrison J, Plevy SE. Infliximab prevents Crohn's disease recurrence after ileal resection. Gastroenterology. 2009 Feb;136(2):441-50.e1; quiz 716. Epub 2008 Oct 31. 



                                                                                                                                                                                                                                                                                            
96. Miele E, Pascarella F, Giannetti E, Quaglietta L, Baldassano RN, Staiano A. Effect of a Probiotic Preparation (VSL#3) on Induction and Maintenance of Remission in Children With Ulcerative Colitis. Am J Gastroenterol. 2009 Jan 20. [Epub ahead of print] This is the first  
     pediatric, n=29, randomized, placebo-controlled trial that suggests the efficacy and safety of a highly concentrated mixture of probiotic bacterial strains (VSL#3) in active UC and demonstrates its role in maintenance of remission. 
97. Levine A, Kori M, Dinari G, Broide E, Shaoul R, Yerushalmi B, On A, Bujanover  Y, Pröls M, Greinwald R; Israeli Pediatric Budesonide Study Group.  Comparison of two dosing methods for induction of response and remission with oral budesonide in active pediatric Crohn's  
      disease: A randomized placebo-controlled trial. Inflamm Bowel Dis. 2009 Feb 19. [Epub ahead of print] Group 1: Standard dose budesonide (9 mg/day) for 7 weeks followed by 6 mg budesonide daily for an additional 3 weeks. Group 2: Induction with 12 mg/day for the first  
      month followed by the same regimen as Group 1. Use of an induction dose of budesonide followed by a budesonide taper resulted in a trend to higher rates of clinical remission and a decrease in inflammation, without an increase in steroid-associated side effects. Budesonide  
      was also useful for patients with ileocolonic disease. 
98. Patel H, Barr A, Jeejeebhoy KN.  Renal effects of long-term treatment with 5-aminosalicylic acid. Can J Gastroenterol. 2009 Mar;23(3):170-6. The present study is the first to demonstrate a significant dose- and treatment duration-dependant decline in CrCl. The risks need to  
      be further evaluated because 5-ASA is widely used for long-term maintenance therapy in patients with IBD. 
99. Meggitt SJ, Gray JC, Reynolds NJ. Azathioprine dosed by thiopurine methyltransferase activity for moderate-to-severe atopic eczema: a double-blind, randomised controlled trial. Lancet. 2006 Mar 11;367(9513):839-46. 
100. Barnes PJ, Adcock IM. Glucocorticoid resistance in inflammatory diseases. Lancet. 2009 May 30;373(9678):1905-17. 
101. Hindorf U, Johansson M, Eriksson A, Kvifors E, Almer SH. Mercaptopurine treatment should be considered in azathioprine intolerant patients with inflammatory bowel disease. Aliment Pharmacol Ther. 2009 Mar 15;29(6):654-61. Epub 2008 Dec 22. 
102. Peyrin-Biroulet L, Deltenre P, Ardizzone S, D'Haens G, et al. Azathioprine and 6-Mercaptopurine for the Prevention of Postoperative Recurrence in Crohn's Disease: A Meta-Analysis. Am J Gastroenterol. 2009 Jun 30. [Epub ahead of print] 
103. Sandborn WJ, Rutgeerts P, Feagan BG, et a;l Colectomy Rate Comparison After Treatment of Ulcerative Colitis With Placebo or Infliximab. Gastroenterology. 2009 Jul 10. [Epub ahead of print] Patients with moderately-to-severely active ulcerative colitis treated with  
        infliximab were less likely to undergo colectomy through 54 weeks than those receiving placebo. 
104. Bernstein CN, et al. Isotretinoin Is Not Associated With Inflammatory Bowel Disease: A Population-Based Case-Control Study. Am J Gastroenterol. 2009 Jul 21. [Epub ahead of print]  
105. Cassinotti A, Actis GC, Duca P, et al. Maintenance Treatment With Azathioprine in Ulcerative Colitis: Outcome and Predictive Factors After Drug Withdrawal. Am J Gastroenterol. 2009 Jul 21. [Epub ahead of print 
106. Sadowski DC, Bernstein CN, et al.; the CAG Crohn's Consensus Group. Canadian Association of Gastroenterology Clinical Practice Guidelines: The use of tumour necrosis factor-alpha antagonist therapy in Crohn's disease. Can J Gastroenterol. 2009 Mar;23(3):185-202. 
107, Drugs for Inflammatory Bowel Disease. Treatment Guidelines- Medical Letter Sept/09. 
108. Lichtenstein GR, Hanauer SB, Sandborn WJ; Practice Parameters Committee of American College of Gastroenterology (ACG). Management of Crohn's disease in adults. Am J Gastroenterol. 2009 Feb;104(2):465-83; quiz 464, 484. Epub 2009 Jan 6. 
109. Hart AR. Linoleic Acid, a Dietary N-6 Polyunsaturated Fatty Acid, and the Aetiology of Ulcerative Colitis - A European Prospective Cohort Study. Gut. 2009  Jul 23. [Epub ahead of print] 
110. Assasi N, Blackhouse G, Xie F, Gaebel K, Marshall J, Irvine EJ, Giacomini M, Robertson D, Campbell K, Hopkins R, Goeree R. Anti-TNF-α drugs for refractory inflammatory bowel disease: Clinical- and cost-effectiveness analyses [Technology report number 120] and  
        Overview of anti-TNF-α drugs for refractory inflammatory bowel disease [Technology overview number 52]. 
111. Beaugerie L, Brousse N, Bouvier AM, et al. for the CESAME Study Group. Lymphoproliferative disorders in patients receiving thiopurines for inflammatory bowel disease: a prospective observational cohort study. Lancet. 2009 Oct 16. [Epub ahead of print] 
112. Gisbert JP. Safety of immunomodulators and biologics for the treatment of inflammatory bowel disease during pregnancy and breast-feeding. Inflamm Bowel Dis. 2009 Nov 2. 
113. WGO Practice Guidelines Inflammatory bowel disease: a global perspective - June 2009 http://www.worldgastroenterology.org/assets/downloads/en/pdf/guidelines/21_inflammatory_bowel_disease.pdf  
114. Hoes JN, Jacobs JW, Verstappen SM, Bijlsma JW, Van der Heijden GJ. Adverse events of low- to medium-dose oral glucocorticoids in inflammatory diseases: a meta-analysis. Ann Rheum Dis. 2009 Dec;68(12):1833-8. Epub 2008 Dec 9.  
115. Papay P, Reinisch W, Ho E, Gratzer C, et al.. The Impact of Thiopurines on the Risk of Surgical Recurrence in Patients With Crohn's Disease After First Intestinal Surgery. Am J Gastroenterol. . [Epub ahead of print] 
116. Rosh JR, Lerer T, Markowitz J, et al. Retrospective Evaluation of theSafety and Effect  of Adalimumab Therapy (RESEAT) in pediatric Crohn's disease. Am J Gastroenterol.  2009 Dec;104(12):3042-9. 
117. Seow CH, Newman A, Irwin SP, Steinhart AH, Silverberg MS, Greenberg GR. Trough serum infliximab: a predictive factor of clinical outcome for infliximab treatment in acute ulcerative colitis. Gut. 2010 Jan;59(1):49-54. 
        (Maser EA, Villela R, Silverberg MS, Greenberg GR. Association of trough serum infliximab to clinical outcome after scheduled maintenance treatment for Crohn's  disease. Clin Gastroenterol Hepatol. 2006 Oct;4(10):1248-54. Epub 2006 Aug 22.) 
118. Sandborn WJ, Korzenik J, Lashner B, et al.  Once Daily  Dosing of Delayed-Release Oral Mesalamine (400 mg Tablet) for Maintenance of Remission of Ulcerative Colitis: The QDIEM Trial. Gastroenterology. 2010 Jan 8.[Epub ahead of print]  
119. Sandborn WJ, Regula J, Feagan BG, et al. Delayed-release oral mesalamine 4.8 g/day (800-mg tablet) is effective for patients with moderately active ulcerative colitis. Gastroenterology. 2009 Dec;137(6):1934-43.e1-3. Epub 2009 Sep 18. (ASCEND III) 
120. Marshall JK, Thabane M, Steinhart AH, Newman JR, Anand A, Irvine EJ. Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis. Cochrane  Database Syst Rev. 2010 Jan 20;(1):CD004115. 
121. El-Matary W, Vandermeer B, Griffiths AM. Methotrexate for maintenance of remission in ulcerative colitis. Cochrane Database Syst Rev. 2009 Jul 8;(3):CD007560. 
122. Hyams JS, Lerer T, Griffiths A, et al. Outcome Following Infliximab Therapy in Children With Ulcerative Colitis. Am J Gastroenterol. 2010 Jan 26. 
123. Wasan SK, Baker SE, Skolnik PR, Farraye FA. A Practical Guide to Vaccinating the Inflammatory Bowel Disease Patient. Am J Gastroenterol. 2010 Jan 26. [Epub ahead of print] 
124. Farraye FA, Odze RD, Eaden J, Itzkowitz SH. AGA technical review on the diagnosis and management of colorectal neoplasia in inflammatory bowel disease. Gastroenterology. 2010 Feb;138(2):746-74. 
125. Farraye FA, Odze RD, Eaden J, Itzkowitz SH; AGA Institute Medical Position Panel on Diagnosis and Management of Colorectal Neoplasia in Inflammatory Bowel Disease, McCabe RP, Dassopoulos T, Lewis JD, et al. AGA medical position statement on the diagnosis and  
       management of colorectal neoplasia in inflammatory bowel disease. Gastroenterology. 2010 Feb;138(2):738-45.  
126. Sorrentino D, Paviotti A, Terrosu G, Avellini C, Geraci M, Zarifi D. Low dose maintenance therapy with infliximab prevents postsurgical recurrence of Crohn's disease. Clin Gastroenterol Hepatol. 2010 Feb 4. 
127. Afif W, Loftus EV Jr, Faubion WA, Kane SV, Bruining DH, Hanson KA, Sandborn WJ. Clinical Utility of Measuring Infliximab and Human Anti-Chimeric Antibody Concentrations in Patients With Inflammatory Bowel Disease. Am J Gastroenterol. 2010 Feb 9. 
128. Bezabeh S, Flowers CM, Kortepeter C, Avigan M. Review article: clinically significant liver injury in patients treated with natalizumab (TYSABRI). Aliment Pharmacol Ther. 2010 Feb 16. 
129. Fournier MR, Klein J, Minuk GY, Bernstein CN. Changes in Liver Biochemistry During Methotrexate Use for Inflammatory Bowel Disease. Am J Gastroenterol. 2010  Feb 16. Methotrexate is commonly associated with LET abnormalities, but these frequently normalize while  
        still on therapy, and in only 5% will drug discontinuation be necessary. Liver biopsies rarely have substantive abnormalities 
130. Tan CS, Koralnik IJ. Progressive multifocal leukoencephalopathy (PML) and other disorders caused by JC virus: clinical features and pathogenesis. Lancet Neurol.  2010 Apr;9(4):425-37. 
131. Schreiber S, Colombel JF, Bloomfield R, et al. Increased Response and Remission Rates in Short-Duration Crohn's Disease With Subcutaneous Certolizumab Pegol: An Analysis of PRECiSE 2 Randomized Maintenance Trial Data. Am J Gastroenterol. 2010 Mar 16.f 
 
 
 
 



Additional references: GASTROINTESTINAL - ACID SUPPRESSION DRUGS:  EVIDENCE, TIPS AND PEARLS 
 
Bhatt DL, Scheiman J, Abraham NS, et al. ACCF/ACG/AHA 2008 expert consensus document on reducing the gastrointestinal risks of antiplatelet therapy and NSAID use: a report of the  
          American College of Cardiology Foundation Task Force on Clinical Expert Consensus Documents. J Am Coll Cardiol. 2008; Circulation. 2008; DOI: DOI:  
          10.1161/CIRCULATIONAHA.108.191087. Available at: http://circ.ahajournals.org  
Chan FKL, et al Clopidogrel versus Aspirin and Esomeprazole to Prevent Recurrent Ulcer Bleeding. N Engl J Med 2005;352:238-44. n=320 1yr (InfoPOEMs: For patients with a history of bleeding  
            peptic ulcer, aspirin and a proton pump inhibitor twice a day was safer in terms of  bleeding side effects than clopidogrel. While esomeprazole was used in this study, generic omeprazole 20 mg give twice a  
            day provides nearly the same degree of acid suppression at a much lower cost. This study calls into question the overall safety of clopidogrel, which has been promoted as not increasing the risk of bleeding  
            significantly. (LOE = 1b))   
Giannini EG, Zentilin P, Dulbecco P, Vigneri S, Scarlata P, Savarino V.  Management strategy for patients with gastroesophageal reflux disease: a comparison between empirical treatment with  
          esomeprazole and endoscopy-oriented treatment. Am J Gastroenterol. 2008 Feb;103(2):267-75. Early endoscopy for patients with gastroesophageal reflux disease (GERD) without alarm  
          symptoms does not improve symptoms or quality of life, but increases costs. (LOE = 1b)  
Graham DY, Agrawal NM, Campbell DR, et al. NSAID-Associated Gastric Ulcer Prevention Study Group. Ulcer prevention in long-term users of nonsteroidal anti-inflammatory drugs: results of a  
           double-blind, randomized, multicenter, active- and placebo-controlled study of misoprostol vs lansoprazole. Arch Intern Med. 2002 Jan 28;162(2):169-75. 
Hudson N, Taha AS, Russell RI, et al. Famotidine for healing and maintenance in nonsteroidal anti-inflammatory drug-associated gastroduodenal ulceration. Gastroenterology. 1997  
         Jun;112(6):1817-22.  
Lai KC, et al. Esomeprazole 20mg/d + ASA (100mg/d) vs clopidogrel 75mg od for prevention of recurrent gastrointestinal ulcer complications. Clin Gastroenterol Hepatol. 2006 Jul;4(7):860-5.  
            Epub 2006 Jun 22. n=170  1yr  0 esomeprazole + ASA  vs 13.6% clopidogrel recurrent ulcer complications) 
Mastronarde JG, Anthonisen NR, Castro M, Holbrook JT, Leone FT, Teague WG, Wise RA. American Lung Association Asthma Clinical Research Centers.  Efficacy of esomeprazole for 

treatment of poorly controlled asthma. N Engl J Med. 2009 Apr 9;360(15):1487-99. Abstract: http://content.nejm.org/cgi/content/short/360/15/1487  
Taha AS, McCloskey C, Prasad R, Bezlyak V. Famotidine for the prevention of peptic ulcers and oesophagitis in patients taking low-dose aspirin (FAMOUS): a phase III, randomised, double- 
         blind, placebo-controlled trial. Lancet. 2009 Jul 11;374(9684):119-25. Epub 2009 Jul 3.  
Taha AS, Hudson N, Hawkey CJ, et al. Famotidine for the prevention of gastric and duodenal ulcers caused by nonsteroidal antiinflammatory drugs. N Engl J Med. 1996 May 30;334(22):1435-9.  
van Marrewijk CJ, Mujakovic S, Fransen GA, Numans ME. Effect and cost-effectiveness of step-up versus step-down treatment with antacids, H2-receptor antagonists, and proton pump inhibitors 

in patients with new onset dyspepsia (DIAMOND study): a primary-care-based randomised controlled trial. Lancet. 2009 Jan 17;373(9659):215-25. 
 



Acid Suppression - Comparison Chart Supplement  
RxFiles  
 
References 
                                                           
1 Micromedix 2010; AHFS 2009 
2 http://www.oregonrx.org/OrgrxPDF/PPI%20review/PPI%20FINAL%20EPC%20report/PPI%20Final%20Report11_221.pdf 
3 http://www.oregonrx.org/OrgrxPDF/PPI%20review/PPI%20EPC%20UPDATE/Update%20Report%20PPIs.pdf 
4 Hunt RH, Barkun AN, Baron D, Bombardier C, Bursey FR, Marshall JR, Morgan DG, Pare P, Thomson AB, Whittaker JS. Recommendations for the appropriate use of anti-inflammatory drugs in the era of the coxibs: 
defining the role of gastroprotective agents. Can J Gastroenterol. 2002 Apr;16(4):231-40.  
5 AHFS 2009; Micromedix 2010 
6 Inadomi JM, et al. Step-down from multiple- to single-dose PPIs: a prospective study of patients with heartburn or acid regurgitation completely relieved with PPIs. Am J Gastroenterol. 2003 Sep;98(9):1940-4.  
7 Laheij RJ, Sturkenboom MC, Hassing RJ, Dieleman J, Stricker BH, Jansen JB. Risk of community-acquired pneumonia and use of gastric acid-suppressive drugs. JAMA. 2004 Oct 27;292(16):1955-60. (Dial S, Delaney    
  JA, Barkun AN, Suissa S. Use of gastric acid-suppressive agents and the risk of community-acquired Clostridium difficile-associated disease. JAMA. 2005 Dec 21;294(23):2989-95.  Dial S, Delaney JA, Schneider V,  
  Suissa S. Proton pump inhibitor use and risk of community-acquired Clostridium difficile-associated disease defined by prescription for oral vancomycin therapy. CMAJ. 2006 Sep 26;175(7):745-8. ) (Lowe DO,  
  Mamdani MM, Kopp A, Low DE, Juurlink DN. Proton pump inhibitors and hospitalization for Clostridium difficile-associated disease: a population-based study. Clin Infect Dis. 2006 Nov 15;43(10):1272-6.  
  Epub 2006 Oct 13. Among community-dwelling older patients, PPI use is not a risk factor for hospitalization with CDAD.) [CAG Clinical Affairs Committee.  Community-acquired pneumonia and acid-suppressive  
  drugs:   position statement. Can J Gastroenterol. 2006 Feb;20(2):119-21, 123-5.] (Gulmez SE, Holm A, Frederiksen H, et al. Use of proton pump inhibitors and the risk of community-acquired pneumonia: a population- 
  based case-control study. Arch Intern Med. 2007 May 14;167(9):950-5. The use of PPIs, especially when recently begun, is associated with an increased risk of community-acquired pneumonia.) 
8 Pham C, Sadowski-Hayes L, Regal R. Prevalent Prescribing of Proton Pump Inhibitors: Prudent or Pernicious.  P&T 2006;31(3):159-165. (Yang YX, Lewis JD, Epstein S, Metz DC.  Long-term proton pump inhibitor  
   therapy and risk of hip fracture. JAMA. 2006 Dec 27;296(24):2947-53. Long-term PPI therapy, particularly at high doses, is associated with an increased risk of hip fracture. InfoPOEMs: Long-term use (greater than one  
  year) of proton pump inhibitors (PPIs) is associated with an increased risk of hip fracture in adults over age 50 years. Risk is also higher among individuals taking higher doses of PPIs and increases with duration of use.  
  Appropriate use, dose, and duration of therapy should be carefully assessed on an individual basis. (LOE = 3b)) [Vestergaard P, Rejnmark L, Mosekilde L.  Proton pump inhibitors, histamine H2 receptor antagonists, and  
  other antacid medications and the risk of fracture. Calcif Tissue Int. 2006 Aug;79(2):76-83. Epub 2006 Aug 15.] 
  Targownik, L. E., Lix, L. M.,  Metge, C. J. et al. Use of proton pump inhibitors and risk of osteoporosis-related fractures. Can Med Assoc J 2008 179: p. 319-326 
  Sarkar M, Hennessy S, Yang YX. Proton-pump inhibitor use and the risk for community-acquired pneumonia. Ann Intern Med. 2008 Sep 16;149(6):391-8. Proton-pump inhibitor therapy started within the past 30 days  
   was associated with an increased risk for CAP, whereas longer-term current use was not. 
  Aseeri M, Schroeder T, Kramer J, Zackula R. Gastric acid suppression by proton pump inhibitors as a risk factor for clostridium difficile-associated diarrhea in hospitalized patients. Am J Gastroenterol. 2008  
  Sep;103(9):2308-13. Epub 2008 Aug 12. This study showed elevated risk of developing CDAD in hospitalized patients with acid suppressive therapy, especially when PPIs were used. 
  Sultan N, Nazareno J, Gregor J. Association between proton pump inhibitors and respiratory infections: A systematic review and meta-analysis of clinical trials. Can J Gastroenterol. 2008 Sep;22(9):761-6. 
   Herzig Shoshana J.; Howell Michael D.; Ngo Long H.; et al. Acid-Suppressive Medication Use and the Risk for Hospital-Acquired Pneumonia. JAMA. 2009;301(20):2120-2128.   
   Laine L. Proton pump inhibitors and bone fractures? Am J Gastroenterol 2009;104:S21-S26. 
   Miano TA, Reichert MG, Houle TT, et al. Nosocomial pneumonia risk and stress ulcer prophylaxis: a comparison of pantoprazole vs ranitidine in cardiothoracic surgery patients. Chest. 2009 Aug;136(2):440-7.  
   Targownik LE, Lix LM, Leung S, Leslie WD. Proton Pump Inhibitor Use Is Not Associated With Osteoporosis or Accelerated Bone Mineral Density Loss. Gastroenterology. 2009 Nov 18. 
   Eurich DT, Sadowski CA, Simpson SH, et al. Recurrent community-acquired pneumonia in patients starting acid-suppressing drugs. Am J Med. 2010 Jan;123(1):47-53. 

        9 CADTH. Scientific Report: Evidence for PPIs use in Gastroesophageal Reflux Disease, Dyspepsia and Peptic Ulcer Disease (Mar 2007) www.cadth.ca { Extensive systematic review completed. Final Report of  
           Expert Review Panel on PPIs in Process} 

10 Spencer CM, Faulds D. Esomeprazole. Drugs. 2000 Aug;60(2):321-9; discussion 330-1.  
11 Briggs GG, Freeman RK, Sumner JY.  Drugs in Pregnancy and Lactation 6th Edition. Williams & Wilkins, Baltimore, 2002. 
12 Larson JD, Patatanian E, Miner PB, et al.  Double-blind, placebo controlled study of ranitidine for gastroesophageal reflux symptoms during pregnancy. Obstet Gynecol 1997;90:83-7. 
13 Giacomo CD, Bawa P, Franceschi M et al.  Omeprazole for severe reflux esophagitis in children. J Ped Gastroent Nutr 1997;24:528-532. 
12 Richardson P, Hawkey CJ, Stack WA.  Proton Pump Inhibitors: Pharmacology and rationale for use in gastrointestinal disorders. Drugs 1998;56(3)307-335. 
13 Peghini PL, Katz PO, Castell DO.  Ranitidine controls nocturnal acid breakthrough on omeprazole: a controlled study in normal subjects. Gastroenterology 1998;115:1335-9. 
14 Langtry HD, Wilde MI.  Lansoprazole: An update of its pharmacological properties and clinical efficacy in the management of acid-related disorders.  Drugs 1997;54(3):473-500. 
15 Chan FK, Leung WK. Peptic-ulcer disease. Lancet. 2002 Sep 21;360(9337):933-41.  
16 Treatment Guidelines: Drugs for Peptic Ulcers & GERD. The Medical Letter: February, 2004; 2(18) pp. 9-12. (New & Updated August 2008) 
17 Dekel R, Morse C, Fass R. The role of proton pump inhibitors in gastro-oesophageal reflux disease. Drugs. 2004;64(3):277-95.  
18 Chan FK, Hung LC, Suen BY, et al. Celecoxib versus diclofenac and omeprazole in reducing the risk of recurrent ulcer bleeding in patients with arthritis. N Engl J Med. 2002 Dec 26;347(26):2104-10. Among patients  
    with a recent history of ulcer bleeding, treatment with celecoxib was as effective as treatment with diclofenac plus omeprazole, with respect to the prevention of recurrent bleeding. 
   (Agrawal NM, Campbell DR, Safdi MA, et al. Superiority of lansoprazole vs ranitidine in healing nonsteroidal anti-inflammatory drug-associated gastric ulcers: results of a double-blind, randomized, multicenter study.  
    NSAID-Associated Gastric Ulcer Study Group. Arch Intern Med. 2000 May 22;160(10):1455-61. In patients who require continuous treatment with NSAIDs, lansoprazole is superior to ranitidine for healing of NSAID-associated gastric ulcers. Healing is not delayed by  
    the presence of H pylori infection.)(Yeomans ND, Tulassay Z, et al. A comparison of omeprazole with ranitidine for ulcers associated with nonsteroidal antiinflammatory drugs. Acid Suppression Trial: Ranitidine versus Omeprazole  
  for NSAID-associated Ulcer Treatment (ASTRONAUT) Study Group. N Engl J Med. 1998 Mar 12;338(11):719-26. In patients with regular use of NSAIDs, omeprazole healed & prevented ulcers more effectively than did ranitidine.) 
  (Goldstein JL, Johanson JF, et al. Healing of gastric ulcers with esomeprazole versus ranitidine in patients who continued to receive NSAID therapy: a randomized trial. Am J Gastroenterol. 2005 Dec;100(12):2650-7.) 
  (Hawkey CJ, et al. Omeprazole compared with misoprostol for ulcers associated with nonsteroidal antiinflammatory drugs. Omeprazole versus Misoprostol for NSAID-induced Ulcer Management (OMNIUM) Study  
   Group. N Engl J Med. 1998 Mar 12;338(11):727-34. The overall rates of successful treatment of ulcers, erosions, and symptoms associated with NSAIDs were similar for the two doses of omeprazole and misoprostol. Maintenance therapy with omeprazole was associated with a lower rate of relapse  
  than misoprostol. Omeprazole was better tolerated than misoprostol.) (Chan FK, Wong VW, Suen BY, et al. Combination of a cyclo-oxygenase-2 inhibitor (celecoxib 200mg bid) and a proton-pump inhibitor (esomeprazole 20mg bid) for  
   prevention of recurrent ulcer bleeding in patients at very high risk: a double-blind, randomised trial. Lancet. 2007 May 12;369(9573):1621-6. The 13-month cumulative incidence of the primary endpoint was 0% in the combined-treatment group and 12  



 

                                                                                                                                                                                                                                                                                            
   (8.9%) in the controls (95% CI difference, 4.1 to 13.7; p=0.0004). n=441 12months. Patients at very high risk for recurrent ulcer bleeding who need anti-inflammatory analgesics should receive combination treatment with a COX 2 inhibitor and a PPI. Our findings should encourage guideline committees to review their  
    recommendations for patients at very high risk of recurrent ulcer bleeding. 
19 Chan FK, Hung LC, Suen BY, Wong et al. Celecoxib versus diclofenac plus omeprazole in high-risk arthritis patients: results of a randomized double-blind trial. Gastroenterology. 2004 Oct;127(4):1038-43. Among  
    patients with previous ulcer bleeding, neither celecoxib nor diclofenac plus omeprazole adequately prevents ulcer recurrence. Treatment-induced significant dyspepsia is an indication for endoscopic evaluation..  
20 Lee TJ, Fennerty MB, Howden CW. Systematic review: Is there excessive use of proton pump inhibitors in gastro-oesophageal reflux disease? Aliment Pharmacol Ther. 2004 Dec;20(11-12):1241-51.  
21 Leontiadis GI, Sharma VK, et al. Systematic review & meta-analysis of proton pump inhibitor therapy in peptic ulcer bleeding. BMJ. 2005 Jan 31; [Epub ahead of print] (InfoPOEMs: Neither oral nor intravenous use of proton pump 
inhibitors decreases the risk of dying as the result of peptic ulcer bleeding. The likelihood of rebleeding or the need for surgery is reduced, with 1 episode of rebleeding avoided in every 10 pts treated & 1 surgery avoided for every 25 patients who received treatment. (LOE = 1a) ) 
22 Armstrong D, Marshall JK, Chiba N, et al.; Canadian Association of Gastroenterology GER Consensus Group. Canadian Consensus Conference on the management of gastroesophageal reflux disease in adults - update  
     2004. Can J Gastroenterol. 2005 Jan;19(1):15-35.  
23 van Marrewijk CJ, Mujakovic S, Fransen GA, Numans ME. Effect and cost-effectiveness of step-up versus step-down treatment with antacids, H2-receptor antagonists, and proton pump inhibitors in patients with new 
onset dyspepsia (DIAMOND study): a primary-care-based randomised controlled trial. Lancet. 2009 Jan 17;373(9659):215-25. 
 

 
Albeldawi M, Qadeer MA, Vargo JJ. Managing acute upper GI bleeding, preventing recurrences. Cleve Clin J Med. 2010 Feb;77(2):131-42.  
Andriulli A, Annese V, Caruso N, et al. Proton-pump inhibitors and outcome of endoscopic hemostasis in bleeding peptic ulcers: a series of meta-analyses. Am J Gastroenterol 2005; 100:207-19. (InfoPOEMs: In all groups, proton  
                  pump inhibitors reduce rebleeding and the need for surgery, particularly when used in combination with endotherapy, but do not affect mortality. (LOE = 1a) ) 
Andriulli A, Loperfido S, Focareta R, et al. High- versus low-dose proton pump inhibitors after endoscopic hemostasis in patients with peptic ulcer bleeding: a multicentre, randomized study. Am J Gastroenterol. 2008  
            Dec;103(12):3011-8. Intensive regimen (pant or omep (80 mg bolus followed by 8 mg/h as continuous infusion for 72 h) or a standard regimen (40 mg bolus daily followed by saline infusion for 72 h). After the  
            infusion, all pts were given 20 mg PPI bid po. N=238. Following endoscopic hemostasis of bleeding ulcers, standard-dose PPIs infusion was as effective as a high-dose regimen in reducing risk of recurrent bleeding. 
Bajaj JS, Zadvornova Y, et al. Association of proton pump inhibitor therapy with spontaneous bacterial peritonitis in cirrhotic patients with ascites. Am J Gastroenterol. 2009 May;104(5):1130-4. Epub 2009 Mar 31. 
Barkun AN, Bardou M, Kuipers EJ, et al. and for the International Consensus Upper Gastrointestinal Bleeding Conference Group. Management of Patients With Nonvariceal Upper Gastrointestinal Bleeding. Ann  
            Intern Med January 19, 2010 152:101-113. 
Beaumont H, Boeckxstaens GE. Does the Presence of a Hiatal Hernia Affect the Efficacy of the Reflux Inhibitor Baclofen During Add-On Therapy? Am J Gastroenterol. 2009 Jul;104(7):1764-1771. Epub 2009 Jun 2.This  
            study shows that baclofen is also effective in patients with GERD with +HH, further underscoring the potential of reflux inhibitors as treatment of GERD. 
Bhatt DL, et al. ACCF/ACG/AHA 2008 expert consensus document on reducing the gastrointestinal risks of antiplatelet therapy and NSAID use: a report of the American College of Cardiology Foundation Task  
             Force on Clinical Expert Consensus Documents. J Am Coll Cardiol. 2008; Circulation. 2008; DOI: DOI: 10.1161/CIRCULATIONAHA.108.191087.  
             Available at: http://circ.ahajournals.org  http://circ.ahajournals.org/cgi/reprint/CIRCULATIONAHA.108.191087  
Blume H, Donath F, Warnke A, Schug BS.  Pharmacokinetic drug interaction profiles of proton pump inhibitors. Drug Saf. 2006;29(9):769-84. 
Bour B, et al. Long-term treatment of gastro-oesophageal reflux disease patients with frequent symptomatic relapses using rabeprazole: on-demand treatment compared with continuous treatment. Aliment Pharmacol  
            Ther. 2005 Apr 1;21(7):805-12.  
Calvet X, Gomollon F. What is potent acid inhibition, and how can it be achieved? Drugs. 2005;65 Suppl 1:13-23.  
Canani RB, et al. Working Group on Intestinal Infections of the Italian Society of Pediatric Gastroenterology, Hepatology and Nutrition (SIGENP).  Therapy with gastric acidity inhibitors increases the risk of acute 
            gastroenteritis and community-acquired pneumonia in children. Pediatrics. 2006 May;117(5):e817-20. (InfoPOEMs: In this weak study, treatment of gastroesophageal reflux disease (GERD) with gastric acid suppressants increased the  
               likelihood of pneumonia compared with the rate in healthy children. It's not known whether the treatment, the presence of GERD, or some other factor caused the pneumonia. Watch for confirmation in randomized research. (LOE = 4)  ) 
Caos A, Breiter J, Perdomo C, Barth J. Long-term prevention of erosive or ulcerative gastro-oesophageal reflux disease relapse with rabeprazole 10 or 20 mg vs. placebo: results of a 5-year study in the United States.  
             Aliment Pharmacol Ther. 2005 Aug 1;22(3):193-202.  
Centanni M, Gargano L, Canettieri G, Viceconti N, Franchi A, Delle Fave G, Annibale B.   Thyroxine in goiter, Helicobacter pylori infection, and chronic gastritis. N Engl J Med. 2006 Apr 27;354(17):1787-95.  
Chan FK, et al.  Preventing recurrent upper gastrointestinal bleeding in patients with Helicobacter pylori infection who are taking low-dose aspirin or naproxen. N Engl J Med. 2001 Mar 29;344(13):967-73. CONCLUSIONS:  
                Among patients with H. pylori infection and a history of upper gastrointestinal bleeding who are taking low-dose aspirin, the eradication of H. pylori is equivalent to treatment with omeprazole in preventing recurrent bleeding. Omeprazole is superior to the eradication of H.  
                pylori in preventing recurrent bleeding in patients who are taking other NSAIDs. 
Chang AB, et al. Systematic review and meta-analysis of randomised controlled trials of gastro-oesophageal reflux interventions for chronic cough associated with gastro-oesophageal reflux. BMJ. 2005 Dec 5; [Epub]  
             CONCLUSION: Use of a proton pump inhibitor to treat cough associated with GORD has some effect in some adults. The effect, however, is less universal than suggested in consensus guidelines on chronic cough and its magnitude of effect is uncertain. (InfoPOEMs: Treatment for gastroesophageal reflux disease  
                  (GERD) in patients with chronic cough may be effective in some patients, but the effect is not universal or consistent. It might be worth a try, but don't expect many patients to improve. (LOE = 1a)) 
Chiba N. Proton pump inhibitors in acute healing and maintenance of erosive or worse esophagitis: a systematic overview. Can J Gastroenterol. 1997 Sep;11 Suppl B:66B-73B.  
Cremonini F, Wise J, Moayyedi P, Talley N. Diagnostic and therapeutic use of proton pump inhibitors in non-cardiac chest pain. Am J Gastroenterol 205; 100:1226-32. (InfoPOEMs: The use of a proton pump inhibitor (PPI) is useful in  
                 the diagnosis of gastroesophageal reflux disease (GERD) and an effective treatment for patients with noncardiac chest pain. Because some smaller studies with negative results may not have been published, the estimate of the degree of benefit of PPIs in this study may  
                 be on the high side. (LOE = 1a) ) 
Davila RE, Rajan E, Adler DG, Egan J, et al. Standards of Practice Committee. ASGE Guideline: the role of endoscopy in the patient with lower-GI bleeding. Gastrointest Endosc. 2005 Nov;62(5):656-60.  
Delaney B, Ford A, Forman D, Moayyedi P, Qume M, Delaney B. Initial management strategies for dyspepsia. Cochrane Database Syst Rev. 2005 Oct 19;(4):CD001961& ACP Journal Club. AUTHORS' CONCLUSIONS: Proton  
                   pump inhibitor drugs (PPIs) are effective in the treatment of dyspepsia in these trials which may not adequately exclude patients with gastro-oesophageal reflux disease (GORD). The relative efficacy of histamine H2-receptor antagonists (H2RAs) and PPIs is uncertain  
                   early investigation by endoscopy or H. pylori testing may benefit some patients with dyspepsia but is not cost effective as part of an overall management strategy. 
DeVault KR, Castell DO. Updated guidelines for the diagnosis and treatment of gastroesophageal reflux disease (GERD) . Am J Gastroenterol 2005; 100:190-200. (InfoPOEMS:This guideline provides recommendations for management of  
                  gastroesophageal reflux disease. Endoscopy is recommended only for patients with alarm symptoms, poor response to therapy, or severe or long-term symptoms. H2 blockers or PPIs are effective in most patient, and many can be tapered to low doses or off treatment all together. (LOE = )) 
Dickman R, Schiff E, Holland A, et al.  Clinical trial: acupuncture vs. doubling the proton pump inhibitor dose in refractory heartburn. Aliment Pharmacol Ther. 2007 Oct 30;26(10):1333-1344. Epub 2007 Sep 17.  
            Adding acupuncture is more effective than doubling the proton pump inhibitor dose in controlling gastro-oesophageal reflux disease-related symptoms in patients who failed standard-dose proton pump inhibitors. (InfoPOEMs: In this small, short-term study, adding twice  
               weekly acupuncture to standard-dose proton pump inhibitor (PPI) treatment was more effective in controlling symptoms than doubling the PPI dose. Acupuncture may be useful for some patients, but the long-term benefits, if any, have not been established. (LOE = 1b))  
Dial S, Delaney JA, Barkun AN, Suissa S. Use of gastric acid-suppressive agents and the risk of community-acquired Clostridium difficile-associated disease. JAMA. 2005 Dec 21;294(23):2989-95.  
Dial S, Delaney JA, Schneider V, Suissa S. Proton pump inhibitor use and risk of community-acquired Clostridium difficile-associated disease defined by prescription for oral vancomycin therapy. CMAJ. 2006 Sep  
             26;175(7):745-8.  
Dodd JM, Crowther CA, Robinson JS. Oral misoprostol for induction of labour at term: randomised controlled trial. BMJ. 2006 Mar 4;332(7540):509-13. Epub 2006 Feb 2.  
Epstein M, McGrath S, Law F. Proton-pump inhibitors and hypomagnesemic hypoparathyroidism. N Engl J Med. 2006 Oct 26;355(17):1834-6. 
Epstein David, et al. REFLUX trial group. Laparoscopic fundoplication compared with medical management for gastro-oesophageal reflux disease: cost effectiveness study. BMJ  2009;339:b2576, doi:10.1136/bmj.b2576  



 

                                                                                                                                                                                                                                                                                            
Fiocca R, Mastracci L, Engström C, et al. Long-Term Outcome of Microscopic Esophagitis in Chronic GERD Patients Treated With Esomeprazole or Laparoscopic Antireflux Surgery in the LOTUS Trial. Am J  
            Gastroenterol. 2009 Nov 10.  
Fock KM, Teo EK, Ang TL, et al. Rabeprazole vs esomeprazole in non-erosive gastro-esophageal reflux disease: a randomized, double-blind study in urban Asia. World J Gastroenterol. 2005 May 28;11(20):3091-8.  
Ford AC, Qume M, Moayyedi P, et al. Helicobacter pylori "test & treat" or endoscopy for managing dyspepsia: an individual patient data meta-analysis. Gastroenterology. 2005 Jun;128(7):1838-44 & ACP Journal Club. 
Garbis H, et al. Pregnancy outcome after exposure to ranitidine and other H2-blockers A collaborative study of the European Network of Teratology Information Services. Reprod Toxicol. 2005 Mar-Apr;19(4):453-8.  
Garcia Rodriguez LA, Lagergren J, Lindblad M. Gastric acid suppression and risk of oesophageal and gastric adenocarcinoma: a nested case control study in the UK. Gut. 2006 Nov;55(11):1538-44. Epub 2006 Jun 19.  
Gatta L, Vaira D, Sorrenti G,  et al.  Meta-analysis: the efficacy of proton pump inhibitors for laryngeal symptoms attributed to gastro-oesophageal reflux disease.Aliment Pharmacol Ther. 2007 Feb 15;25(4):385-92.  
              Therapy with a high-dose proton pump inhibitor is no more effective than placebo in producing symptomatic improvement or resolution of laryngo-pharyngeal symptoms. Further studies are necessary to identify the characteristics of patients that may respond to proton pump inhibitor therapy. 
Gee DW, Andreoli MT, Rattner DW. Measuring the effectiveness of laparoscopic antireflux surgery: long-term results. Arch Surg. 2008 May;143(5):482-7. Contrary to the medical literature, our results demonstrate that patients undergoing primary  
                    LF by an experienced surgical team have near-normal GERD-HRQL scores at long-term follow-up and low reoperation rates and are satisfied with their decision to undergo surgery. Results following redo LF are not as good, highlighting the importance of proper patient selection and surgical technique when  
                    performing primary LF. 
Giannini EG, Zentilin P, Dulbecco P, Vigneri S, Scarlata P, Savarino V. Management strategy for patients with gastroesophageal reflux disease: a comparison between empirical treatment with esomeprazole and  
              endoscopy-oriented treatment. Am J Gastroenterol. 2008 Feb;103(2):267-75. Early endoscopy for patients with gastroesophageal reflux disease (GERD) without alarm symptoms does not improve symptoms or quality of life, but increases costs. (LOE = 1b)  
Gill SK, O`Brien L, Einarson TR, et al. The safety of proton pump inhibitors (PPIs) in pregnancy: a meta-analysis. Am J Gastroenterol. 2009 Jun;104(6):1541-5; quiz 1540, 1546. Epub 2009 Apr 28. On the basis of these  
              results, PPIs are not associated with an increased risk for major congenital birth defects, spontaneous abortions, or preterm delivery. The narrow range of 95% CIs is further reassuring, suggesting that PPIs can be  
               safely used in pregnancy. 
Gillessen A, Beil W, Modlin IM, Gatz G, Hole U. 40 mg pantoprazole and 40 mg esomeprazole are equivalent in the healing of esophageal lesions & relief from gastroesophageal reflux disease-related symptoms. J Clin  
              Gastroenterol. 2004 Apr;38(4):332-40. (n=227) In patients with gastroesophageal reflux disease, 40 mg pantoprazole daily and 40 mg esomeprazole daily are equally effective for healing of esophageal lesions and relieving gastroesophageal reflux disease-related symptoms. 
Gomollon F, Calvet X. Optimising acid inhibition treatment. Drugs. 2005;65 Suppl 1:25-33.  
Graham DY, Agrawal NM, Campbell DR, et al. NSAID-Associated Gastric Ulcer Prevention Study Group. Ulcer prevention in long-term users of nonsteroidal anti-inflammatory drugs: results of a double-blind,  
              randomized, multicenter, active- and placebo-controlled study of misoprostol vs lansoprazole. Arch Intern Med. 2002 Jan 28;162(2):169-75. 
Gralnek IM, Barkun AN, Bardou M. Management of acute bleeding from a peptic ulcer. N Engl J Med. 2008 Aug 28;359(9):928-37. 
Grant AM, Wileman SM, Ramsay CR, Mowat NA, Krukowski ZH, Heading RC, Thursz MR, Campbell MK; REFLUX Trial Group.  Minimal access surgery compared with medical management for chronic gastro- 
              oesophageal reflux disease: UK collaborative randomised trial. BMJ. 2008 Dec 15;337:a2664. doi: 10.1136/bmj.a2664. At least up to 12 months after surgery, laparoscopic fundoplication significantly increased  
              measures of health status in patients with GORD. 
Guillet R, et al.; National Institute of Child Health and Human Development Neonatal Research Network. Association of H2-blocker therapy and higher incidence of necrotizing enterocolitis in very low birth weight  
           infants. Pediatrics. 2006 Feb;117(2):e137-42. Epub 2006 Jan 3.  
Health Canada Aug/07 is advising consumers that it is currently reviewing new preliminary safety information regarding serious cardiac events in patients using Losec (omeprazole) and Nexium (esomeprazole), two  
           prescription drugs used to treat acid-related stomach disorders. (Feb 27, 2008 Health Canada Completes Safety Review of Losec (omeprazole) and Nexium (esomeprazole) OTTAWA - Further to its  
           Information Update dated August 9, 2007, Health Canada is informing Canadians of the results of its review of safety information for Losec (omeprazole) and Nexium (esomeprazole), two prescription drugs used to  
           treat conditions where a reduction of gastric acid secretion is required, such as ulcers and reflux. In Canada, omeprazole is also sold in generic form as Apo-omeprazole, Ratio-omeprazole and Sandoz-omeprazole.  
           Esomeprazole is only sold under the trade name Nexium. Nexium (esomeprazole) Based on its review of the data available at this time, Health Canada has concluded that there is no evidence supporting an increased  
           cardiovascular risk associated with the long-term use of esomeprazole. The Department will continue to monitor safety issues related to esomeprazole by conducting further analysis of ongoing long-term studies as  
           this data becomes available. Losec (omeprazole) After a thorough analysis, based on the data available to us at this time, we are unable to definitively conclude if there is a potential for increased cardiovascular risk  
           associated with the long-term use of omeprazole. We will continue to evaluate should more conclusive data become available, and will advise Canadians if any further regulatory actions are required.) 
Health Canada Aug/09 Plavix & PPI Interaction http://www.hc-sc.gc.ca/dhp-mps/alt_formats/pdf/medeff/advisories-avis/prof/2009/plavix_hpc-cps-eng.pdf  
Heidelbaugh JJ, Inadomi JM. Magnitude and Economic Impact of Inappropriate Use of Stress Ulcer Prophylaxis in Non-ICU Hospitalized Patients. Am J Gastroenterol. 2006 Oct;101(10):2200-5. Epub 2006 Sep 4.  
Heidelbaugh JJ, Goldberg KL, Inadomi JM.Overutilization of proton pump inhibitors: a review of cost-effectiveness and risk in PPI. Am J Gastroenterol 2009;104:S27-S32. 
Hirano I, Richter JE; Practice Parameters Committee of the American College of Gastroenterology. ACG practice guidelines: esophageal reflux testing. Am J Gastroenterol. 2007 Mar;102(3):668-85.  
Ho PM et al. Risk of adverse outcomes associated with concomitant use of clopidogrel and proton pump inhibitors following acute coronary syndrome. JAMA 2009 Mar 4; 301:937. 
Holtmann G, et al. A placebo-controlled trial of itopride in functional dyspepsia. N Engl J Med. 2006 Feb 23;354(8):832-40. (InfoPOEMs: Itopride was somewhat effective for functional dyspepsia, with a number needed to treat of 6 for global  
              improvement but only a small 2-point benefit on a 40-point symptom scale (essentially, an improvement from 12 to 8 with placebo and from 12 to 6 with itopride). The drug appears to be safe on the basis of this small, short study. (LOE = 1b) )  
Hooper L, Brown TJ, Elliott R, et al. The effectiveness of five strategies for the prevention of gastrointestinal toxicity induced by non-steroidal anti-inflammatory drugs:  
         systematic review. BMJ. 2004 Oct 23;329(7472):948. Epub 2004 Oct 8. CONCLUSIONS: Misoprostol, COX-2 specific and selective NSAIDs, and probably proton pump inhibitors significantly reduce the risk of symptomatic ulcers,  
               and misoprostol and probably COX-2 specifics significantly reduce the risk of serious gastrointestinal complications, but data quality is low. More data on H2 receptor antagonists and proton pump inhibitors are needed, as is better reporting of rare but important outcomes. 
Hudson N, Taha AS, Russell RI, et al. Famotidine for healing and maintenance in nonsteroidal anti-inflammatory drug-associated gastroduodenal ulceration. Gastroenterology. 1997 Jun;112(6):1817-22.  
Hunt R, Fallone C, Veldhuyzan van Zanten S, et al. CHSG 2004 participants. Canadian Helicobacter Study Group Consensus Conference: Update on the management of Helicobacter pylori--an evidence-based evaluation  
           of six topics relevant to clinical outcomes in patients evaluated for H pylori infection. Can J Gastroenterol. 2004 Sep;18(9):547-54.   
Jacobson BC, Somers SC, Fuchs CS, Kelly CP, Camargo CA Jr.   Body-mass index and symptoms of gastroesophageal reflux in women. N Engl J Med. 2006 Jun 1;354(22):2340-8.  
Jacobson BC, Moy B, Colditz GA, Fuchs CS. Postmenopausal hormone use & symptoms of gastroesophageal reflux. Arch Intern Med. 2008 Sep 8;168(16):1798-804.  Postmenopausal use of estrogens, selective estrogen  
           receptor modulators, or OTC hormone preparations is associated with a greater likelihood of symptoms of GERD.  
Jarbol DE, et al. Proton pump inhibitor or testing for Helicobacter pylori as the first step for patients presenting with dyspepsia? A cluster-randomized trial. Am J Gastroenterol. 2006 Jun;101(6):1200-8. (InfoPOEMs:  
           A test-and-treat strategy is the most cost-effective approach to dyspepsia in the primary care setting. (LOE = 1b) )  
Jones R, Charlton J, Latinovic R, Gulliford MC. Alarm symptoms and identification of non-cancer diagnoses in primary care: cohort study. BMJ. 2009 Aug 13;339:b3094. doi: 10.1136/bmj.b3094.  Clinically relevant diagnoses  
               are made in a high proportion of patients presenting with alarm symptoms. For every four to seven patients evaluated for haematuria, haemoptysis, dysphagia, or rectal bleeding, relevant diagnoses will be identified in one patient within 90 days. 
Juurlink DN, Gomes T, Ko D, et al. A population-based study of the drug interaction between proton pump inhibitors and clopidogrel. CMAJ 2009;180(7). DOI:10.1503/cmaj.082001.  
Kahrilas PJ, Shaheen NJ, Vaezi MF; American Gastroenterological Association Institute; Clinical Practice and Quality Management Committee. AGA Institute technical review on the management of gastroesophageal  
            reflux disease. Gastroenterology. 2008 Oct;135(4):1392-1413, 1413.e1-5. Epub 2008 Sep 16.http://download.journals.elsevierhealth.com/pdfs/journals/0016-5085/PIIS0016508508016065.pdf 
Kahrilas PJ. Clinical practice. Gastroesophageal reflux disease. N Engl J Med. 2008 Oct 16;359(16):1700-7. 
Khan M, Santana J, Donnellan C, Preston C, Moayyedi P. Medical treatments in the short term management of reflux oesophagitis. Cochrane Database Syst Rev. 2007 Apr 18;(2):CD003244. PPI therapy is the most effective  



 

                                                                                                                                                                                                                                                                                            
                therapy in oesophagitis but H2RA therapy is also superior to placebo. There is a paucity of evidence on prokinetic therapy but no evidence that it is superior to placebo. 
Kaltenbach T, Crockett S, Gerson LB.  Are lifestyle measures effective in patients with gastroesophageal reflux disease? An evidence-based approach. Arch Intern Med. 2006 May 8;166(9):965-71. Neither tobacco nor  
            alcohol cessation was associated with improvement in esophageal pH profiles or symptoms (evidence B). Head of bed elevation and left lateral decubitus position improved the overall time that the esophageal pH  
            was less than 4.0 (evidence B). Weight loss improved pH profiles and symptoms (evidence B). Weight loss and head of bed elevation are effective lifestyle interventions for GERD. There is no evidence supporting  
            an improvement in GERD measures after cessation of tobacco, alcohol, or other dietary interventions. (InfoPOEMs: Decreasing gastroesophageal reflux disease (GERD) symptoms with lifestyle changes requires an  
            empirical approach; the research literature gives very little guidance regarding nondrug approaches. Neither smoking cessation, alcohol avoidance, nor any food avoidances have been shown to make, on average, a  
            difference in symptoms, although existing studies are small and of poor quality. Elevating the head of the bed may be effective. Weight loss may also be effective. Of course, if patients find something that works,  
            encourage them to continue doing it. (LOE = 3a-) )  
Kandil TS, Mousa AA, El-Gendy AA, Abbas AM. The potential therapeutic effect of melatonin in Gastro-Esophageal Reflux Disease. BMC Gastroenterol. 2010 Jan 18;10:7.   
Kapoor N, Bassi A, Sturgess R, Bodger K. Predictive value of alarm features in a rapid access upper gastrointestinal cancer service. Gut 2005; 54:40-5. 
Kiljander TO, et al. Effects of esomeprazole 40 mg twice daily on asthma: a randomized placebo-controlled trial. Am J Respir Crit Care Med. 2006 May 15;173(10):1091-7. Epub 2005 Dec 15. (InfoPOEMs: In this study,  
                esomeprazole (Nexium) was no better than placebo in improving peak expiratory flow, asthma symptoms, or quality of life in patients with stable asthma. Furthermore, esomeprazole was no better than placebo in patients with reflux, either. (LOE = 2b-) )  
Kiljander TO, et al. Effects of esomeprazole 40 mg twice daily on asthma: a randomized placebo-controlled trial. Am J Respir Crit Care Med. 2006 May 15;173(10):1091-7. Epub 2005 Dec 15. Esomeprazole improved PEF in  
              subjects with asthma who presented with both GERD and nocturnal respiratory symptoms (NOC). In subjects without both GERD and NOC, no improvement could be detected. N=770 16weeks 
Klok RM, Postma MJ, van Hout BA, Brouwers JR. Meta-analysis: comparing the efficacy of proton pump inhibitors in short-term use. Aliment Pharmacol Ther. 2003 May 15;17(10):1237-45. (InfoPOEMs: There is no  
             significant difference between equivalent doses of proton pump inhibitors, including equivalent doses of esomeprazole (Nexium) and omeprazole (Prilosec OTC). The decision to choose one over another should be based first on cost and second  
            on individual patient response. (LOE = 1a) )  
Koek GH, Sifrim D, Lerut T, et al. Effect of the GABA(B) agonist baclofen in patients with symptoms and duodeno-gastro-oesophageal reflux refractory to proton pump inhibitors. Gut. 2003 Oct;52(10):1397-402. 
Lai KC, Lam SK, Chu KM, et al. Lansoprazole for the prevention of recurrences of ulcer complications from long-term low-dose aspirin use. N Engl J Med. 2002 Jun 27;346(26):2033-8.  
Lai KC, Chu KM, Hui WM, et al. Celecoxib compared with lansoprazole and naproxen to prevent gastrointestinal ulcer complications. Am J Med. 2005 Nov;118(11):1271-8.  CONCLUSIONS: Celecoxib was as effective as  
              lansoprazole co-therapy in the prevention of recurrences of ulcer complications in subjects with a history of NSAID-related complicated peptic ulcers. However, celecoxib, similar to lansoprazole co-therapy, was still associated with a significant proportion of ulcer  
              complication recurrences. In addition, more patients receiving celecoxib developed dyspepsia than patients receiving lansoprazole and naproxen. 
Laine L, Shah A, Bemanian S. Intragastric pH With Oral vs Intravenous Bolus Plus Infusion Proton Pump Inhibitor Therapy in Patients With Bleeding Ulcers. Gastroenterology. 2008 Mar 10. [Epub ahead of print] 
           Frequent oral PPI may be able to replace the currently recommended intravenous bolus plus infusion PPI {intravenous lansoprazole (90-mg bolus followed by 9-mg/h infusion) or oral lansoprazole (120-mg bolus followed by 30 mg every 3 hours)}therapy in patients with  
              bleeding ulcers, although the possibility that intravenous PPIs are superior cannot be definitively excluded given our relatively wide confidence intervals. Intravenous PPI provides more rapid increase in pH, reaching mean pH of 6 approximately 1 hour sooner than oral PPI. 
Laine L. Proton pump inhibitors and bone fractures? Am J Gastroenterol 2009;104:S21-S26. 
Lanza FL, Chan FK, Quigley EM; Practice Parameters Committee of the American College of Gastroenterology. Guidelines for prevention of NSAID-related ulcer complications. Am J Gastroenterol. 2009  
           Mar;104(3):728-38. Epub 2009 Feb 24. 
Lau JY, Sung JJ, Lee KK, et al. Effect of intravenous omeprazole on recurrent bleeding after endoscopic treatment of bleeding peptic ulcers.N Engl J Med. 2000 Aug 3;343(5):310-6. 
Lau JY, Leung WK, Wu JC, et al. Omeprazole before endoscopy in patients with gastrointestinal bleeding. N Engl J Med. 2007 Apr 19;356(16):1631-40. Infusion of high-dose omeprazole before endoscopy accelerated the resolution of  
            signs of bleeding in ulcers and reduced the need for endoscopic therapy. (InfoPOEMs: An overnight infusion of omeprazole prior to endoscopy in patients with acute upper GI hemorrhage reduces the need for intervention and speeds discharge from the hospital. (LOE = 1b))  
Law R, Maltepe C, Bozzo P, Einarson A. Treatment of heartburn and acid reflux  associated with nausea and vomiting during pregnancy. Can Fam Physician. 2010 Feb;56(2):143-4. 
Leontiadis GI, Sharma VK, Dr. Howden CW. Proton pump inhibitor for acute peptic ulcer bleeding. The Cochrane Database of Systematic Reviews 2006, Issue 1. 
Leung WK, et al. Initial treatment with lansoprazole in young dyspeptic patients with negative urea breath test result: a randomized controlled trial with 12-month follow-up. Am J Gastroenterol. 2007 Jul;102(7):1483-8.  
            Lansoprazole is not effective in the initial management of young dyspeptic patients without H. pylori infection. 
Littner MR, Leung FW, et al. Lansoprazole Asthma Study Group. Effects of 24 weeks of lansoprazole therapy on asthma symptoms, exacerbations, quality of life, and pulmonary function in adult  
            asthmatic patients with acid reflux symptoms. Chest. 2005 Sep;128(3):1128-35.  
Lowe DO, Mamdani MM, Kopp A, Low DE, Juurlink DN. Proton pump inhibitors and hospitalization for Clostridium difficile-associated disease: a population-based study. Clin Infect Dis. 2006 Nov 15;43(10):1272-6.  
             Epub 2006 Oct 13. Among community-dwelling older patients, PPI use is not a risk factor for hospitalization with CDAD. 
Lundell L, et al.  Continued (5-year) followup of a randomized clinical study comparing antireflux surgery and omeprazole in gastroesophageal reflux disease. J Am Coll Surg. 2001 Feb;192(2):172-9; discussion 179-81.  
Lundell L, Attwood S, Ell C, Fiocca R, Galmiche JP, Hatlebakk J, Lind T, Junghard O; LOTUS trial collaborators. Comparing laparoscopic antireflux surgery with esomeprazole in the management of  patients with chronic  
              gastro-oesophageal reflux disease: a 3-year interim analysis of the LOTUS trial. Gut. 2008 Sep;57(9):1207-13. Epub 2008 May 9. Over the first 3 years of this long-term study, both laparoscopic total  
              fundoplication and continuous ESO treatment were similarly effective and well-tolerated therapeutic strategies for providing effective control of GORD. 
Lundell L, Miettinen P, Myrvold HE, et al. Nordic GERD study group. Comparison of outcomes 12 years after anti-reflux surgery or omeprazole maintenance therapy for reflux esophagitis. Clin Gastroenterol Hepatol.  
           2009 May 30. [Epub ahead of print] As long-term therapeutic strategies for chronic GERD, surgery and omeprazole are effective and well-tolerated. Anti-reflux surgery is superior to omeprazole in controlling  
              overall disease manifestations but post-fundoplication complaints continue after surgery. 
Mahadevan U, Kane S.  AGA-American gastroenterological association institute technical review on the use of gastrointestinal medications in pregnancy. Gastroenterology. 2006 Jul;131(1):283-311. 
            http://download.journals.elsevierhealth.com/pdfs/journals/0016-5085/PIIS001650850600864X.pdf  
Mahon D, et al. Randomized clinical trial of laparoscopic Nissen fundoplication compared with proton-pump inhibitors for treatment of chronic gastro-oesophageal reflux. Br J Surg. 2005 Jun;92(6):695-9.  
Marmo R, Rotondano G, Piscopo R, et al. Combination of age and sex improves the ability to predict upper gastrointestinal malignancy in patients with uncomplicated dyspepsia: a prospective multicentre database study.  
             Am J Gastroenterol 2005; 100:784-91. (InfoPOEMs: A cutoff age of over 35 years old for men and 56 years old for women would detect more upper gastrointestinal cancers among patients with uncomplicated dyspepsia than a  
              single cutoff of 45 years for both sexes. Presumably the cost of more endoscopies among younger men would be balanced by the need to do fewer among women aged 45 to 56 years. However, whether this sort of differential  
              sex-based screening is politically possible is another matter. (LOE = 1b)) 
Mastronarde JG, Anthonisen NR, Castro M, et al. Efficacy of esomeprazole for treatment of poorly controlled asthma. (SARA) N Engl J Med. 2009 Apr 9;360(15):1487-99. Despite a high prevalence of asymptomatic  
              gastroesophageal reflux among patients with poorly controlled asthma, treatment with proton-pump inhibitors does not improve asthma control. Asymptomatic gastroesophageal reflux is not a likely cause of poorly controlled asthma. 
Mayor S. Proton pump inhibitors match surgery in gastroesophageal reflux. BMJ. 2006 Jan 7;332(7532):10.  
Metz DC, Inadomi JM, Howden CW, van Zanten SJ, Bytzer P. On-demand therapy for gastroesophageal reflux disease. Am J Gastroenterol. 2007 Mar;102(3):642-53. The available data support the use of on-demand  
              therapy for GERD in uninvestigated reflux disease, nonerosive reflux disease, and possibly mild esophagitis as well. On-demand therapy should not be considered for patients with severe esophagitis. 
Miura M, Inoue K, Kagaya H, Satoh S, et al. Influence of rabeprazole and lansoprazole on the pharmacokinetics of tacrolimus in relation to CYP2C19, CYP3A5 and MDR1 polymorphisms in renal transplant 
             recipients. Biopharm Drug Dispos. 2007 May;28(4):167-75. 
Moayyedi P, Soo S, Deeks J, et al. Eradication of Helicobacter pylori for non-ulcer dyspepsia. Cochrane Database Syst Rev. 2005 Jan 25;(1):CD002096.  



 

                                                                                                                                                                                                                                                                                            
Nava-Ocampo AA, Velazquez-Armenta EY, Han JY, Koren G.  Use of proton pump inhibitors during pregnancy and breastfeeding. Can Fam Physician. 2006 Jul;52:853-4.  
Ng FH, Wong SY, Lam KF, et al. Famotidine 40mg bid is inferior to pantoprazole 20mg od in preventing recurrence of aspirin-related peptic ulcers or erosions. Gastroenterology. 2010 Jan;138(1):82-8. n=160.  

       Nguyen DM, El-Serag HB, Henderson L, et al. Medication usage and the risk of neoplasia in patients with Barrett's esophagus. Clin Gastroenterol Hepatol. 2009 Dec;7(12):1299-304. Epub 2009 Jun 10.  
       Niklasson A, Lindström L, Simrén M, et al. Dyspeptic Symptom Development After Discontinuation of a Proton Pump Inhibitor: A Double-Blind Placebo-Controlled Trial. Am J Gastroenterol. 2010 Mar 23.  
    Obszynska, Jolanta, Atherfold, Paul A, Nanji, Manoj, et al. Long term proton pump induced hypergastrinaemia does induce lineage-specific restitution but not clonal expansion in benign Barrett's Esophagus in vivo. Gut  
                     2009 0: gut.2009.186775 While the short term effects of gastrin enhance epithelial restitution in BE (but not squamous mucosa) there is no clinical evidence that BE length expands over time. This study, which is the largest and longest term randomised controlled trial of gastrin  
                           biology in BE, is further proof of the clinical safety of PPI therapy. 
       O'Donoghue ML, et al. Pharmacodynamic effect and clinical efficacy of clopidogrel and prasugrel with or without a proton-pump inhibitor: An analysis of two randomised trials. (TRITON-TIMI 38 & PRINCIPLE- 
                   TIMI 44) Lancet 2009; DOI:10.1016/S0140-6736(09)61525-7. 

Oelschlager BK, Quiroga E, Parra JD, et al. CA.  Long-Term Outcomes After Laparoscopic Antireflux Surgery. Am J Gastroenterol. 2007 Oct 26; [Epub ahead of print] Seven patients (2%) developed a new onset of dysphagia; 32  
                   patients (11%) developed new or increased diarrhea and 27 patients (9%) developed bloating postoperatively. One hundred nineteen patients (41%) were taking some form of antacid medication; 66 (23%) patients were using PPIs and 10 (3%) had undergone reoperation. LARS provides  
                   effective long-term relief of GERD. Younger patients, men, and those without dysphagia are predictors of superior outcomes. 
Oregon Health Sciences University.  Drug class review on PPIs (July 2006) http://www.ohsu.edu/drugeffectiveness/reports/documents/PPIs%20Final%20Report%20u4%20Unshaded.pdf  
Pace F, et al. Systematic review: maintenance treatment of gastro-oesophageal reflux disease with proton pump inhibitors taken `on-demand` Aliment Pharmacol Ther. 2007 Jul;26(2):195-204. On the basis of the analysis  
               of 17 studies, we can conclude that on-demand therapy with currently available PPI appears to be effective in the long-term management of patients with NERD or mild and uninvestigated forms of GERD, but not  
               in patients with (severe) erosive oesophagitis. 
Pessaux P, Arnaud JP, Delattre JF, Meyer C, Baulieux J, Mosnier H. Laparoscopic antireflux surgery: five-year results and beyond in 1340 patients. Arch Surg. 2005 Oct;140(10):946-51.  
Pharmacist’s Letter Feb 2007. PPI and risk of hip fracture.   
Pharmacist’s Letter Mar 2007. Update on PPIs.  
Rees JR, Lao-Sirieix P, Wong A, Fitzgerald RC. Treatment for Barrett's oesophagus. Cochrane Database Syst Rev. 2010 Jan 20;(1):CD004060.  
Regula J, et al. Prevention of NSAID-associated gastrointestinal lesions: a comparison study pantoprazole versus omeprazole. Am J Gastroenterol. 2006 Aug;101(8):1747-55. Epub  2006 Jun 30.  (InfoPOEMs: This  
              study confirms many other study results (all nicely summarized in Aliment Pharmacol Ther 2003;17:1237-1245) that have found no clinically important differences between proton pump inhibitors. Begin with  
              omeprazole 20 mg per day and, if necessary, increase to 40 mg per day before switching to a much more expensive nongeneric alternative. (LOE = 1b))  
Reimer C, Søndergaard B, et al. Proton-pump inhibitor therapy induces acid-related symptoms in healthy volunteers after withdrawal of therapy. Gastroenterology. 2009 Jul;137(1):80-7, 87.e1. Epub 2009 Apr 10. 
Richter JE. Review article: the management of heartburn in pregnancy. Aliment Pharmacol Ther. 2005 Nov 1;22(9):749-57.  
Rindi G, Fiocca R, Morocutti A, et al.European Rabeprazole Study Group. Effects of 5 years of treatment with rabeprazole or omeprazole on the gastric mucosa. Eur J Gastroenterol Hepatol. 2005 May;17(5):559-66.  
            This study has confirmed the link between ECL cell hyperplasia and elevated serum gastrin concentrations, but has found no evidence that this progresses to high grades of hyperplasia during 5 years of treatment with rabeprazole or omeprazole. 
Rodgers C, van Zanten SV. A meta-analysis of the success rate of Helicobacter pylori therapy in Canada. Can J Gastroenterol. 2007 May;21(5):295-300. Both triple therapies consisting of a proton pump inhibitor (PPI), clarithromycin and either  
                amoxicillin or metronidazole performed well, achieving a success rate of 84% and 82%, respectively. The cure rate of PPI-amoxicillin + metronidazole was 76%. Quadruple therapy consisting of a PPI, bismuth, metronidazole and tetracycline, given for seven to 10 days, achieved a success  
                rate of 87%. 
Rohss K, Lind T, Wilder-Smith C. Esomeprazole 40 mg provides more effective intragastric acid control than lansoprazole 30 mg, omeprazole 20 mg, pantoprazole 40 mg and rabeprazole 20 mg in patients with gastro- 
             oesophageal reflux symptoms. Eur J Clin Pharmacol. 2004 Oct;60(8):531-9. Epub 2004 Sep 2.  
Ronkainen J, et al. Prevalence of Barrett's esophagus in the general population: an endoscopic study. Gastroenterology. 2005 Dec;129(6):1825-31.  
RxFiles Jan/09 PPIs May Reduce Effectiveness Of Clopidogrel 
Sanabria A, Morales C, Villegas M. Laparoscopic repair for perforated peptic ulcer disease. Cochrane Database Syst Rev. 2005 Oct 19;4:CD004778. This systematic review suggests that a decrease in septic abdominal  
             complications may exist when laparoscopic surgery is used to correct perforated peptic ulcer. However, it is necessary to develop more randomised controlled trials that include a greater number of patients to confirm such an  
             assumption, guaranteeing a long learning curve for participating surgeons. With the information provided by the available clinical trials it could be said that laparoscopic surgery results are not clinically different from those of open surgery. 
Scheiman JM, et al.  Prevention of Ulcers by Esomeprazole in At-Risk Patients Using Non-Selective NSAIDs and COX-2 Inhibitors. (Venus & Pluto) Am J Gastroenterol. 2006 Feb 22; [Epub ahead of print]  
             CONCLUSIONS: For at-risk patients, esomeprazole was effective in preventing ulcers in long-term users of NSAIDs, including COX-2 inhibitors. 
Shaheen N, Ransohoff DF. Gastroesophageal reflux, Barrett esophagus, and esophageal cancer: clinical applications. JAMA. 2002 Apr 17;287(15):1982-6.  
Shaheen NJ et al. Radiofrequency ablation in Barrett’s esophagus with dysplasia. N Engl J Med 2009 May 28; 360:2277.  
Shannon C, et al.  Regimens of misoprostol with mifepristone for early medical abortion: a randomised trial. BJOG. 2006 Jun;113(6):621-8. (group I) 400 micrograms of oral misoprostol, (group II) 600 micrograms of  
               oral misoprostol, and (group III) 800 micrograms of vaginal misoprostol. (Neilson J, et al. Medical treatment for early fetal death (less than 24 weeks). Cochrane Database Syst Rev. 2006 Jul 19;3:CD002253.) 
Sharma, Prateek. Barrett's Esophagus. N Engl J Med 2009 361: 2548-2556. 
Silverstein FE, et al. Misoprostol reduces serious gastrointestinal complications in patients with rheumatoid arthritis receiving nonsteroidal anti-inflammatory drugs. A randomized, double-blind, placebo-controlled trial.  
            Ann Intern Med. 1995 Aug 15;123(4):241-9.  
Spechler SJ, Long-term outcome(~10yrs) of medical and surgical therapies for gastroesophageal reflux disease: follow-up of a randomized controlled trial. JAMA. 2001 May 9;285(18):2331-8.  
Spechler SJ. Clinical practice. Barrett's Esophagus. N Engl J Med. 2002 Mar 14;346(11):836-42. 
Stanley AJ, Ashley D, Dalton HR, et al. Outpatient management of patients with low-risk upper-gastrointestinal haemorrhage: multicentre validation and prospective evaluation. (Glasgow-Blatchford vs Rockall score)  
              Lancet. 2009 Jan 3;373(9657):42-7. Epub 2008 Dec 16.  
Stretta Procedure for GERD. Medical Letter Dec 4/18,2006 
Sung JJ, Barkun A, Kuipers EJ,et al.; for the Peptic Ulcer Bleed Study Group*.  Intravenous Esomeprazole for Prevention of Recurrent Peptic Ulcer Bleeding: A Randomized Trial. Ann Intern Med. 2009 Feb 16. [Epub  
             ahead of print] High-dose intravenous esomeprazole given after successful endoscopic therapy to patients with high-risk peptic ulcer bleeding reduced recurrent bleeding at 72 hours and had sustained clinical  
             benefits for up to 30 days. 
Taha AS, et al. Famotidine for the prevention of peptic ulcers and oesophagitis in patients taking low-dose aspirin (FAMOUS): a phase III, randomized, double-blind, placebo-controlled trial. Lancet 2009; 374:119-125. 
Taha AS, Hudson N, Hawkey CJ, et al. Famotidine for the prevention of gastric and duodenal ulcers caused by nonsteroidal antiinflammatory drugs. N Engl J Med. 1996 May 30;334(22):1435-9.  
Talley NJ, Moore MG, Sprogis A, Katelaris P. Randomised controlled trial of pantoprazole versus ranitidine for the treatment of uninvestigated heartburn in primary care. Med J Aust. 2002 Oct 21;177(8):423-7.  
            Pantoprazole was associated with significantly higher rates of complete control of GORD symptoms than ranitidine at four weeks (40% v 19%; P < 0.001), eight weeks (55% v 33%; P < 0.001), six months (71% v  
            56%; P = 0.007) and 12 months (77% v 59%; P = 0.001). CONCLUSIONS: Low-dose pantoprazole is an effective alternative to standard-dose ranitidine for initial and maintenance treatment of patients with  
            symptomatic GORD. 



 

                                                                                                                                                                                                                                                                                            
Talley NJ, Vakil NB, Moayyedi P. American gastroenterological association technical review on the evaluation of dyspepsia. Gastroenterology. 2005 Nov;129(5):1756-80. (Talley NJ; American Gastroenterological  
             Association. AGA medical position statement: evaluation of dyspepsia. Gastroenterology. 2005 Nov;129(5):1753-5.)  Talley NJ, Vakil N; Practice Parameters Committee of  
            the American College of Gastroenterology. Guidelines for the management of dyspepsia. Am J Gastroenterol. 2005 Oct;100(10):2324-37.  (InfoPOEMs: Patients with dyspepsia may have gastroesophageal reflux  
                 disease (GERD), peptic ulcer, functional (nonulcer) dyspepsia, or (rarely) malignancy. The authors reviewed the world's literature and based their recommendations on the results of the best available evidence. Patients with the onset of dyspepsia at age 56 or older or those with alarm  
                symptoms (bleeding, anemia, early satiety, unexplained weight loss, dysphagia or odynophagia, persistent vomiting, family history of gastrointestinal malignancy, previous documented peptic ulcer, abdominal mass, or lymphadenopathy) at any age should undergo immediate upper  
                endoscopy. Patients with reflux predominant symptoms should be treated as if they have GERD. If the prevalence of Helicobacter pylori (HP) infection in your community is less than 10%, a trial of a proton pump inhibitor (PPI) is recommended. If that fails, a test for HP infection followed by  
                eradication if positive should be pursued. When HP is more common, the test-and-treat strategy should be pursued first, followed by a trial of a PPI. If these strategies fail, upper endoscopy should be considered according to the clinician's judgment. However, the prevalence of ulcer or  
               malignancy in HP- negative patients is quite low in this group. )  
Thjodleifsson B, Rindi G, Fiocca R, et al.; European Rabeprazole Study Group. A randomized, double-blind trial of the efficacy and safety of 10 or 20 mg rabeprazole compared with 20 mg omeprazole in the  
             maintenance of gastro-oesophageal reflux disease over 5 years. Aliment Pharmacol Ther. 2003 Feb;17(3):343-51.  
Thomas T, Abrams KR, De Caestecker JS, Robinson RJ. Meta analysis: cancer risk in Barrett's oesophagus. Aliment Pharmacol Ther 2007;26(11-12):1465-1477. Approximately 7 per 1000 (0.7%) patients with Barrett's esophagus will develop  
                  esophageal cancer per year. The low incidence of Barrett's, followed by this low incidence of esophageal cancer, may make routine evaluation of patients with chronic gastroesophageal reflux less important. (LOE = 1b-)  
Tolia V, Boyer K. Long-Term Proton Pump Inhibitor Use in Children: A Retrospective Review of Safety.Dig Dis Sci. 2008 Feb;53(2):385-393. Epub 2007 Aug 4. Long-term proton pump inhibitor (PPI) therapy (median  
              treatment duration = 35.2 months) appears to be safe for children. Serum gastrin levels remained elevated in nearly 75% of children, but there was no evidence of an increased risk of carcinoid tumor, abnormal vitamin B12 absorption, or any other concerning outcome. (LOE = 1b-) 
Tsai JJ, Hsu YC, Perng CL, Lin HJ. Oral or intravenous proton pump inhibitor in patients with peptic ulcer bleeding after successful endoscopic epinephrine injection. Br J Clin Pharmacol. 2009 Mar;67(3):326-32. Epub  
           2008 Dec 10. Oral rabeprazole and i.v. regular-dose omeprazole are equally effective in preventing rebleeding in patients with high-risk bleeding peptic ulcers after successful endoscopic injection with epinephrine. 
Vakil N, Moayyedi P, et al. Limited value of alarm features in the diagnosis of upper gastrointestinal malignancy: systematic review and meta-analysis. Gastroenterology. 2006 Aug;131(2):390-401; quiz 659-60. 
Valle PC, et al. "Test, score and scope": a selection strategy for safe reduction of upper gastrointestinal endoscopies in young dyspeptic patients referred from primary care. Scand J Gastroenterol. 2006 Feb;41(2):161-9.  
            (InfoPOEMs: For men younger than 45 years, the endoscopic yield is very low for those without Helicobacter pylori infection, nonsteroidal anti-inflammatory drug (NSAID) use, unintended weight loss, or anemia. (LOE = 2b) )   
van Marrewijk CJ, Mujakovic S, Fransen GA, et al. Effect and cost-effectiveness of step-up versus step-down treatment with antacids, H(2)-receptor antagonists, and proton pump inhibitors in patients with new onset  
           dyspepsia (DIAMOND study): a primary-care-based randomised controlled trial. Lancet. 2009 Jan 17;373(9659):215-225. Although treatment success with either step-up or step-down treatment is similar, the  
           step-up strategy is more cost effective at 6 months for initial treatment of patients with new onset dyspeptic symptoms in primary care. 
van Pinxteren B, Numans ME, Bonis PA, Lau J.  Short-term treatment with proton pump inhibitors, H2-receptor antagonists and prokinetics for gastro-oesophageal reflux disease-like symptoms and endoscopy negative  
             reflux disease. Cochrane Database Syst Rev. 2004 Oct 18;(4):CD002095. 
Veldhuyzen van Zanten SJ, Chiba N, Armstrong D, et al. A randomized trial comparing omeprazole, ranitidine, cisapride, or placebo in Helicobacter pylori negative, primary care patients with dyspepsia: The CADET-HN  
             study. Am J Gastroenterol 2005; 100:1477-88. (InfoPOEMs: Omeprazole (and to a lesser extent, ranitidine) are somewhat effective for patients with Helicobacter pylori (HP) negative dyspepsia, even if patients with a primary complaint of heartburn or reflux  
                 are  excluded.   
Wang KK, Sampliner RE, Updated guidelines 2008 for the diagnosis, surveillance and therapy of Barrett’s esophagus. Am J Gastroenterol 2008;103:788-97. (Americian College of Gastroenterology) 
Wang WH, Huang JQ, Zheng GF, et al. Is proton pump inhibitor testing an effective approach to diagnose gastroesophageal reflux disease in patients with noncardiac chest pain?: a meta-analysis. Arch Intern Med. 2005  
            Jun 13;165(11):1222-8. CONCLUSION: The use of PPI treatment as a diagnostic test for detecting GERD in patients with NCCP has an acceptable sensitivity and specificity and could be used as an initial approach by primary care  
             physicians to detect GERD in selected patients with NCCP. (InfoPOEMs: In patients with chest pain known NOT to be cardiac in origin, response to treatment with an stomach-acid reducing proton pump inhibitor will identify most patients with gastroesophageal  
                 reflux (GERD) and can be the first step in explaining the chest pain. (LOE = 1b) )  
Wilkerson PM, et al. A poor response to proton pump inhibition is not a contraindication for laparoscopic antireflux surgery for gastro esophageal reflux disease. Surg Endosc. 2005 Sep;19(9):1272-7. Epub 2005 Jul 14.  
Wileman SM, McCann S, Grant AM, Krukowski ZH, Bruce J. Medical versus surgical management for gastro-oesophageal reflux disease (GORD) in adults. Cochrane Database Syst Rev. 2010 Mar 17;3:CD003243.  
             There is evidence that laparoscopic fundoplication surgery is more effective than medical management for the treatment of GORD at least in the short to medium term. Surgery does carry some risk and whether the benefits of surgery are sustained in the long term  
                 remains uncertain. Treatment decisions for GORD should be based on patient and surgeon preference. 
Yeomans N, Lanas A, Labenz J, van Zanten SV, et al.  Efficacy of esomeprazole (20 mg once daily) for reducing the risk of gastroduodenal ulcers associated with continuous use of low-dose aspirin. Am J Gastroenterol.  
            2008 Oct;103(10):2465-73. Epub 2008 Jul 12. Twenty-seven patients (5.4%) in the placebo group developed a gastric or duodenal ulcer during 26 weeks' treatment compared with eight patients (1.6%) in the  
           esomeprazole group (life-table estimates: 6.2%vs 1.8%; P= 0.0007).  Esomeprazole 20 mg once daily reduces the risk of developing gastric and/or duodenal ulcers and symptoms associated with the continuous use  
           of low-dose aspirin in patients aged > or =60 yr without preexisting gastroduodenal ulcers. 
Zacny J, Zamakhshary M, Sketris I, et al. Systematic review: the efficacy of intermittent and on-demand therapy with histamine H2-receptor antagonists or proton pump inhibitors for gastro-oesophageal reflux disease  
              patients. Aliment Pharmacol Ther. 2005 Jun 1;21(11):1299-312. CONCLUSIONS: Intermittent proton pump inhibitor or H2-receptor antagonist therapy is not effective in maintaining control in oesophagitis patients. H2-receptor antagonists are effective  
                  for relief of heartburn episodes. On-demand proton pump inhibitor therapy may work in a proportion of non-erosive gastro-oesophageal reflux disease patients excluded. The benefit did not persist through the next 5 months when patients could use medications as  
                  needed rather than in a scheduled manner. Ranitidine was more cost-effective than omeprazole. It still makes sense to try ranitidine first for these patients, then stepping up to omeprazole if their symptoms are not improved adequately, particularly since this is a benign,  
                  self-limited condition. (LOE = 1b) ) 
 
 
  
 Web Sites: 
American College of Physicians: ACP Special Report: Understanding and Treating Heartburn http://www.acponline.org/patients_families/pdfs/health/heartburn_report.pdf  
National Digestive Diseases Information Clearinghouse: Heartburn, Hiatal Hernia, and GERD http://digestive.niddk.nih.gov/ddiseases/pubs/gerd/index.htm  
 
 
 



 
The Rx Files  - H. pylori Eradication  
References 
                                                           
1 Micromedex 2010 
2 Van Zanten V, Lauritsen K, Delchier JC, Labenz J, De Argila CM, Lind T. One-week triple therapy with esomeprazole provides effective eradication of Helicobacter pylori in  
                duodenal ulcer disease. Aliment Pharmacol Ther. 2000 Dec;14(12):1605-11.  
3 Wong BC, Wong WM, Yee YK, et al. Rabeprazole-based 3-day and 7-day triple therapy vs. omeprazole-based 7-day triple therapy for the treatment of Helicobacter pylori  
                 infection. Aliment Pharmacol Ther. 2001 Dec;15(12):1959-65.  
4 Gottrand F, Kalach N, Spyckerelle C, et al. Omeprazole combined with amoxicillin and clarithromycin in the eradication of Helicobacter pylori in children with gastritis: A  
                 prospective randomized double-blind trial. J Pediatr. 2001 Nov;139(5):664-8. 
5 Lind T, Veldhuyzen van Zanten S, Unge P.  Eradication of Helicobacter pylori using one-week triple therapies combining omeprazole with two antimicrobials: the MACH I  
                Study. Helicobacter 1996;1(3):138-44. 
6 Hunt R, Fallone C, Veldhuyzan van Zanten S, et al. CHSG 2004 participants. Canadian Helicobacter Study Group Consensus Conference: Update on the management of 

Helicobacter pylori--an evidence-based evaluation of six topics relevant to clinical outcomes in patients evaluated for H pylori infection. Can J Gastroenterol. 2004 
Sep;18(9):547-54. 

7 Jones NL. A review of current guidelines for the management of Helicobacter pylori infection in children and adolescents. Paediatr Child Health 2004;9(10):709-713. 
8 Duck WM, et al. Antimicrobial resistance incidence & risk factors among Helicobacter pylori-infected persons, United States. Emerg Infect Dis. 2004 Jun;10(6):1088-94.  
9 Liu CC, Lee CL, Chan CC, et al. Maintenance treatment is not necessary after Helicobacter pylori eradication and healing of bleeding peptic ulcer:  
                 a 5-year prospective, randomized, controlled study. Arch Intern Med. 2003 Sep 22;163(17):2020-4.  
10 Treiber G, Wittig J, Ammon S, Walker S, van Doorn LJ, Klotz U. Clinical outcome and influencing factors of a new short-term quadruple therapy for Helicobacter pylori  
                 eradication: a randomized controlled trial (MACLOR study). Arch Intern Med. 2002 Jan 28;162(2):153-60.    
11 Lara LF, Cisneros G, Gurney M, Van Ness M, Jarjoura D, Moauro B, Polen A, Rutecki G, Whittier F. One-day quadruple therapy compared with 7-day triple therapy for  
                 Helicobacter pylori infection. Arch Intern Med. 2003 Sep 22;163(17):2079-84.  
12 Hunt R, Thomson AB. Canadian Helicobacter pylori consensus conference. Canadian Association of Gastroenterology. Can J Gastroenterol. 1998 Jan-Feb;12(1):31-41.  
13 Hunt R, Fallone C, Veldhuyzan van Zanten S, et al.; CHSG 2004 participants. Canadian Helicobacter Study Group Consensus Conference: Update on the management of  
                 Helicobacter pylori--an evidence-based evaluation of six topics relevant to clinical outcomes in patients evaluated for H pylori infection. Can J Gastroenterol. 2004  
                 Sep;18(9):547-54. 
14 Iacopini F, et al. One-week once-daily triple therapy with esomeprazole, levofloxacin and azithromycin compared to a standard therapy for Helicobacter pylori eradication.  
                 Dig Liver Dis. 2005 Aug;37(8):571-6.  
15 Best L, Cooper-Lesins G, Haldane D, et al. Helicobacter pylori antibiotic resistance in Canadian populations. (Abstr) Gastroenterology 2004;126:S1293  
 
 
Additional sources: 
Ables AZ, Simon I, Melton ER. Update on Helicobacter pylori treatment. Am Fam Physician. 2007 Feb 1;75(3):351-8. 
Bentur Y, Matsui D, Koren G. Safety of 14C-UBT for diagnosis of Helicobacter pylori infection in pregnancy. Can Fam Physician. 2009 May;55(5):479-80. 
Bourke B, Ceponis P, Chiba N, et al.; Canadian Helicobacter Study Group. Canadian Helicobacter Study Group Consensus Conference: Update on the approach to Helicobacter  
                 pylori infection in children and adolescents--an evidence-based evaluation. Can J Gastroenterol. 2005 Jul;19(7):399-408.  
Centanni M, et al. Thyroxine in goiter, Helicobacter pylori infection, and chronic gastritis. N Engl J Med. 2006 Apr 27;354(17):1787-95.  
Cheng HC, Chang WL, Chen WY, et al. Levofloxacin-Containing Triple Therapy to Eradicate the Persistent H. pylori after a Failed Conventional Triple Therapy. Helicobacter.  
                 2007 Aug;12(4):359-63. n=124. One-week levofloxacin 500 mg daily-based triple therapy is effective for eradicating the persistent H. pylori after a failed triple therapy with amoxicillin, clarithromycin, and omeprazole. 
Chey WD, Moayyedi P. Review article: uninvestigated dyspepsia and non-ulcer dyspepsia-the use of endoscopy and the roles of Helicobacter pylori eradication and antisecretory  
                therapy. Aliment Pharmacol Ther. 2004 Feb;19 Suppl 1:1-8.  
Chey WD, Wong BC; Practice Parameters Committee of the American College of Gastroenterology (ACG). American College of Gastroenterology Guideline on the  
                 Management of Helicobacter pylori Infection. Am J Gastroenterol. 2007 Aug;102(8):1808-25. Epub 2007 Jun 29. 
Chiba N, Van Zanten SJ, Sinclair P, Ferguson RA, Escobedo S, Grace E.  Treating Helicobacter pylori infection in primary care patients with uninvestigated dyspepsia: the  
                Canadian adult dyspepsia empiric treatment-Helicobacter pylori positive (CADET-Hp) randomised controlled trial. BMJ. 2002 Apr 27;324(7344):1012-6.  



                                                                                                                                                                                                                                                                                               
Czinn SJ. Helicobacter pylori infection: detection, investigation, and management. J Pediatr. 2005 Mar;146(3 Suppl):S21-6. 
Delaney BC, Qume M, Moayyedi P, et al. Helicobacter pylori test and treat versus proton pump inhibitor in initial management of dyspepsia in primary care: multicentre  
                randomised controlled trial  (MRC-CUBE trial). BMJ. 2008 Feb 29; [Epub ahead of print] Test and treat and acid suppression are equally cost effective in the initial  
                management of dyspepsia. Empirical acid suppression is an appropriate initial strategy. As costs are similar overall, general practitioners should discuss with patients at  
                which point to consider H pylori testing. 
Fischbach W, Goebeler ME, et al.; EGILS (European Gastro-Intestinal Lymphoma Study) Group. Most patients with minimal histological residuals of gastric MALT lymphoma  
                 after successful eradication of Helicobacter pylori can be managed safely by a watch and wait strategy: experience from a large international series. Gut. 2007     
                 Dec;56(12):1685-7. Epub 2007 Jul 16. 
Ford A, Delaney B, Forman D, Moayyedi P. Eradication therapy for peptic ulcer disease in Helicobacter pylori positive patients. Cochrane Database Syst Rev. 2004 Oct  
                18;(4):CD003840.  
Francavilla R, et al. Improved efficacy of 10d sequential treatment for Helicobacter pylori eradication in children:a randomized trial. Gastroenterology.2005 Nov;129(5):1414-9.  
Fuccio L, Minardi ME, Zagari RM, Grilli D, Magrini N, Bazzoli F. Meta-analysis: duration of first-line proton-pump inhibitor based triple therapy  for Helicobacter pylori  eradication. Ann Intern Med. 2007 Oct 16;147(8):553-62.  
                        Available data suggest that extending triple therapy beyond 7 days is unlikely to be a clinically useful strategy.  {InfoPOEMs Dec 2007: Seven days of treatment with triple therapy -- a proton pump inibitor (PPI) + clarithromycin (Biaxin) + 

amoxicillin or metronidazole -- produces rates of eradication that are nearly as good as 10 days to 14 days of treatment, and are equally good if only high-quality research is considered. (LOE = 1a-) } 
Fuccio L, Laterza L, Zagari RM, Cennamo V, Grilli D, Bazzoli F. Treatment of Helicobacter pylori infection. BMJ. 2008 Sep 15;337:a1454. doi: 10.1136/bmj.a1454.  
Fuccio L, Zagari RM, Eusebi LH, et al. Meta-analysis:can Helicobacter pylori eradication treatment reduce the risk for gastric cancer? Ann Intern Med. 2009 Jul21;151(2):121-8. 
Fukase K, Kato M, Kikuchi S,et al. Japan Gast Study Group. Effect of eradication of Helicobacter pylori on incidence of metachronous gastric carcinoma after endoscopic  
                 resection of early gastric cancer: an open-label, randomised controlled trial. Lancet. 2008 Aug 2;372(9636):392-7. Prophylactic eradication of H pylori after endoscopic resection of early gastric  
                        cancer should be used to prevent the development of metachronous gastric carcinoma. 
Gatta L, Vakil N, Leandro G, Di Mario F, Vaira D. Sequential Therapy or Triple Therapy for Helicobacter pylori Infection: Systematic Review and Meta-Analysis of 
               Randomized Controlled Trials in Adults and Children. Am J Gastroenterol. 2009 Oct 20.  
Gene E, Calvet X, et al. Triple vs quadruple therapy for treating Helicobacter pylori infection: an updated meta-analysis. Aliment Pharmacol Ther. 2003 Sep 1;18(5):543-4. 
Giannini EG, et al.  Can Helicobacter pylori eradication regimens be shortened in clinical practice? An open-label, randomized, pilot study of 4 and 7-day triple therapy with 
                rabeprazole, high-dose levofloxacin, and tinidazole. J Clin Gastroenterol. 2006 Jul;40(6):515-20.  
Giannini EG, et al. A study of 4- and 7-day triple therapy with rabeprazole, high-dose levofloxacin and tinidazole rescue treatment for Helicobacter pylori eradication. Aliment  
                 Pharmacol Ther. 2006 Jan 15;23(2):281-7.  
Gisbert JP, Pajares JM. Systematic review and meta-analysis: is 1-week proton pump inhibitor-based triple therapy sufficient to heal peptic ulcer? Aliment Pharmacol Ther. 2005  
                Apr 1;21(7):795-804. CONCLUSION: In pts with peptic ulcer & H. pylori infection, prolonging therapy with proton pump inhibitor after a triple therapy for 7 days with a PPI & two antibiotics is not necessary to induce ulcer healing. 
Gisbert JP. Potent gastric acid inhibition in Helicobacter pylori eradication. Drugs. 2005;65 Suppl 1:83-96.  
Gisbert JP, et al. Systematic review & meta-analysis: levofloxacin-based rescue regimens after H. pylori treatment failure. Aliment Pharmacol Ther. 2006 Jan 1;23(1):35-44.  
Gisbert JP, et al.; The H. pylori Study Group of the Asociacion Espanola de Gastroenterologia.   Third-line rescue therapy with levofloxacin after two H. pylori treatment failures. 
               Am J Gastroenterol. 2006 Feb;101(2):243-7.  
Gisbert JP, Abraira V.  Accuracy of Helicobacter pylori Diagnostic Tests in Patients with Bleeding Peptic Ulcer: A Systematic Review and Meta-analysis. Am J Gastroenterol.  
               2006 Feb 22; [Epub ahead of print]  
Graham DY, Lu H, Yamaoka Y. Therapy for Helicobacter pylori Infection Can be Improved : Sequential Therapy and Beyond. Drugs. 2008;68(6):725-36. 
Hassan-Alin M, et al.Studies on drug interactions between esomeprazole, amoxicillin and clarithromycin in healthy subjects. Int J Clin Pharmacol Ther. 2006 Mar;44(3):119-27.  
Hsu PI, et al. A prospective randomized trial of esomeprazole-versus pantoprazole-based triple therapy for H. pylori eradication. Am J Gastroenterol. 2005 Nov;100(11):2387-92.  
Hsu PI, Lai KH, Lin CK, et al. A Prospective Randomized Trial of Esomeprazole- versus Pantoprazole-Based Triple Therapy for Helicobacter pylori Eradication. Am J  
               Gastroenterol. 2005 Nov;100(11):2387-92.  
Jafri NS, Hornung CA, Howden CW. Meta-analysis: Sequential Therapy Appears Superior to Standard Therapy for Helicobacter pylori Infection in Patients Naive to Treatment.  
               Ann Intern Med. 2008 May 19. [Epub ahead of print] Sequential therapy appears superior to standard triple therapy for eradication of H. pylori infection. If RCTs in other countries  
                 confirm these findings, 10-day sequential therapy could become a standard treatment for H. pylori infection in treatment-naive patients. 
Jarbol DE, et al. Proton pump inhibitor or testing for Helicobacter pylori as the first step for patients presenting with dyspepsia? A cluster-randomized trial. Am J Gastroenterol.  
                 2006 Jun;101(6):1200-8. (InfoPOEMs: A test-and-treat strategy is the most cost-effective approach to dyspepsia in the primary care setting. (LOE = 1b) )  
Jones NL, Sherman P, et al. Canadian Helicobacter Study Group Consensus Conference: Update on the approach to Helicobacter pylori infection in children and adolescents - An  
                evidence-based evaluation. Can J Gastroenterol. 2005 Jul;19(7):399-408.  
Laine L, Estrada R, Trujillo M, et al. Effect of proton-pump inhibitor therapy on diagnostic testing for Helicobacter pylori. Ann Intern Med. 1998 Oct 1;129(7):547-50.  



                                                                                                                                                                                                                                                                                               
Lane JA, Murray LJ, Noble S, et al. Impact of Helicobacter pylori eradication on dyspepsia, health resource use, and quality of life in the Bristol helicobacter project: randomised  
                 controlled trial. BMJ. 2006 Jan 28;332(7535):199-204. Epub 2006 Jan 20.  
Luther J, Higgins PD, Schoenfeld PS, Moayyedi P, et al. Empiric Quadruple vs. Triple Therapy for Primary Treatment of Helicobacter pylori Infection: Systematic Review and  
                 Meta-Analysis of Efficacy and Tolerability. Am J Gastroenterol. 2009 Sep 15.  
Moayyedi P, Soo S, Deeks J, et al. Eradication of Helicobacter pylori for non-ulcer dyspepsia. Cochrane Database Syst Rev. 2005 Jan 25;(1):CD002096.  
Nista EC, et al. Levofloxacin-Based Triple Therapy in First-Line Treatment for Helicobacter pylori Eradication. Am J Gastroenterol. 2006 Sep;101(9):1985-90.  
Oderda G, Rapa A, Bona G. A systematic review of Helicobacter pylori eradication treatment schedules in children. Aliment Pharmacol Ther. 2000 Oct;14 Suppl 3:59-66.  
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.  
Ramakrishnan K, Salinas RC. Peptic ulcer disease. Am Fam Physician. 2007 Oct 1;76(7):1005-12. 
Rokkas T, Sechopoulos P, Robotis I, Margantinis G, Pistiolas D. Cumulative H. pylori eradication rates in clinical practice by adopting first and second-line regimens proposed by  
               the Maastricht III consensus and a third-line empirical regimen. Am J Gastroenterol. 2009 Jan;104(1):21-5. A sequence of 3 strategies was successful in eradicating H. pylori  
                 in 89% of patients by intention-to-treat analysis and in 98% of patients by per-protocol analysis. (LOE = 2b) 
Sabbi T, et al. Efficacy of noninvasive tests in the diagnosis of Helicobacter pylori infection in pediatric patients. Arch Pediatr Adolesc Med 2005; 159:238-41. (InfoPOEMs: In  
                 children with significant & persistent or recurrent symptoms of upper gastrointestinal disease, fecal antigen testing for Helicobacter pylori is more reliable than serology. Although not part  
                 of this study (since serology is unreliable for monitoring response to treatment), direct testing of the stool also provides a more reliable means of evaluating treatment response.(LOE = 1c-)) 
Saad RJ, et al. Levofloxacin-based triple therapy versus bismuth-based quadruple therapy for persistent Helicobacter pylori infection: a meta-analysis. Am J Gastroenterol. 2006  
                Mar;101(3):488-96. (InfoPOEMs: A 10-day regimen of levofloxacin, amoxicillin, and a proton pump inhibitor (PPI) is more effective and better tolerated than the traditional 7-day 4-drug  
                 bismuth-based regimen for patients who have persistent Helicobacter pylori (HP) infection despite previous treatment. (LOE = 1a))  (see also Pharmacist’s Letter: Levofloxacin for  
               Persistent H. Pylori Infection, May 2006) 
Sarker SA, Mahmud H, et al. Causal relationship of Helicobacter pylori with iron-deficiency anemia or failure of iron supplementation in children. Gastroenterology. 2008  
               Nov;135(5):1534-42. Epub 2008 Aug 5. H pylori is neither a cause of IDA/ID nor a reason for treatment failure of iron supplementation in young Bangladeshi children. 
Scaccianoce G, et al. Helicobacter pylori eradication with either 7day or 10day triple therapies, and with a 10-day sequential regimen. Can J Gastroenterol. 2006 Feb;20(2):113-7.  
Spee, Leo A. A., Madderom, MB., Pijpers, M, et al. Association Between Helicobacter pylori and Gastrointestinal Symptoms in Children. Pediatrics 2010 125: e651-e669. 
Talley NJ, Fock KM, Moayyedi P. Gastric Cancer Consensus conference recommends Helicobacter pylori screening and treatment in asymptomatic persons from high-risk  
                populations to prevent gastric cancer. Am J Gastroenterol. 2008 Mar;103(3):510-4. 
Vaira D, et al. Sequential therapy versus standard triple-drug therapy for Helicobacter pylori eradication: a randomized trial. Ann Intern Med. 2007 Apr 17;146(8):556-63. n=300  
                    Sequential therapy is statistically significant compared with standard therapy for eradicating H. pylori infection and is statistically significantly more effective in patients with  
                      clarithromycin-resistant strains. Side effects are similar with both treatment regimens and are rarely severe enough to cause discontinuation of therapy. 
Valle PC, et al. "Test, score and scope": a selection strategy for safe reduction of upper gastrointestinal endoscopies in young dyspeptic patients referred from primary care. 
                  (InfoPOEMs: For men younger than 45 years, the endoscopic yield is very low for those without Helicobacter pylori infection, nonsteroidal anti-inflammatory drug (NSAID) use, unintended  
                     weight loss, or anemia. (LOE = 2b) )   
Veldhuyzen van Zanten SJ, Chiba N, Armstrong D, Barkun A, Thomson A, et al. A randomized trial comparing omeprazole, ranitidine, cisapride, or placebo in helicobacter pylori  
                  negative, primary care patients with dyspepsia: the CADET-HN Study. Am J Gastroenterol. 2005 Jul;100(7):1477-88. Treatment with omeprazole provides superior  
                   symptom relief compared to ranitidine, cisapride, and placebo in the treatment of H. pylori negative primary care dyspepsia patients. 
Vergara M, Vallve M, Gisbert JP, Calvet X.  Meta-analysis: comparative efficacy of different proton-pump inhibitors in triple therapy for Helicobacter pylori eradication. Aliment  
                 Pharmacol Ther. 2003 Sep 15;18(6):647-54. The efficacy of various proton-pump inhibitors seems to be similar when used for H. pylori eradication in standard triple therapy. 
Vergara M, Catalán M, Gisbert JP, Calvet X. Meta-analysis: role of Helicobacter pylori eradication in the prevention of peptic ulcer in NSAID users. Aliment Pharmacol Ther.  
                 2005 Jun 15;21(12):1411-8.  
Wang C, Yuan Y, Hunt RH. Helicobacter pylori infection and Barrett's esophagus: a systematic review and meta-analysis. Am J Gastroenterol. 2009 Feb;104(2):492-500. 
Zapata-Colindres JC,et al. The association of Helicobacter pylori infection and nonsteroidal anti-inflammatory drugs in peptic ulcer disease. Can J Gastroenterol. 2006   
                 Apr;20(4):277-80. The development of PUD was observed earlier in the combined H pylori and NSAID group than in patients with only NSAID use. This suggests a synergic effect  
                  between the two risks factors in the development of PUD. 
Zagari RM, et al. Comparison of one and two weeks of omeprazole, amoxicillin and clarithromycin treatment for Helicobacter pylori eradication: the HYPER study. Gut. 2006  
                Oct 6; [Epub ahead of print] n=909 One-week and two-week PPI-based triple therapies (omeprazole, amoxicillin and clarithromycin) for H. pylori eradication are similar in terms of  
                  efficacy, safety and patient compliance. 
Zagari RM, Bianchi-Porro G, et al. Comparison of 1 and 2 weeks of omeprazole, amoxicillin and clarithromycin treatment for Helicobacter pylori eradication: the HYPER Study.  
                Gut. 2007 Apr;56(4):475-9. Epub 2006 Oct 6. n=909. CONCLUSIONS: 1-week and 2-week triple treatments for H pylori eradication are similar in terms of efficacy, safety and  



                                                                                                                                                                                                                                                                                               
                 patient compliance.  (InfoPOEMs: One week of omeprazole, amoxicillin, and clarithromyin given twice daily is as effective at eradicating Helicobacter pylori (HP) as 2 weeks of treatment. It  
                 also costs less and is less burdensome for patients. (LOE = 1b))  
Zojaji H, Talaie R, Mirsattari D, et al. The efficacy of Helicobacter pylori eradication regimen with and without vitamin C supplementation. Dig Liver Dis. 2009 Jun 1. [Epub 
                ahead of print] Addition of vitamin C to H. pylori treatment regimen of amoxicillin, metronidazole and bismuth can significantly increases H. pylori eradication rate. 
Zullo A, et al. High rate of H. pylori eradication with sequential therapy in elderly pts with peptic ulcer:a prospective controlled study.Aliment Pharmacol Ther.2005;21:1419-24. 
Zullo A, Hassan C, Andriani A, et al.. Eradication Therapy for Helicobacter pylori in Patients With Gastric MALT Lymphoma: A Pooled Data Analysis. Am J Gastroenterol.  
                2009 Jun  16. [Epub ahead of print] This was the first comprehensive ( approximately 1,300 patients) analysis of the therapeutic management of H. pylori in gastric lymphoma patients.  
                 Data suggest that this infection is easily managed in these patients, being cured in nearly all cases. 
 
 



 
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. 2010. 
2. Association CP. Compendium of Pharmaceuticals and Specialties; 2010. 
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. 

December 18, 2008 -- The American College of Gastroenterology (ACG) has today published a new evidence-based systematic review on the management of Irritable Bowel 
Syndrome (IBS) as a supplement to the January 2009 issue of The American Journal of Gastroenterology.  "For the gastroenterologist seeing patients with IBS, the new ACG 
recommendations specify whether or not the range of potential therapies are better than placebo for resolving IBS symptoms," said Lawrence J. Brandt, MD, ACG IBS Task Force, 
Bethesda, Maryland. The ACG Evidence-Based Systematic Review on IBS can be accessed here: http://www.acg.gi.org/media/releases/ajg_ibs_supp_0109.pdf 

              American College of Gastroenterology (AJG) Task Force on Irritable Bowel Syndrome, Brandt LJ, Chey WD, Foxx-Orenstein AE, et al. An evidence- 
              based position statement on the management of irritable bowel syndrome. Am J Gastroenterol. 2009 Jan;104 Suppl 1:S1-35. 
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. 

32. Ford AC, Talley NJ, et al. Effect of fibre, antispasmodics, and peppermint oil in the treatment of irritable bowel syndrome: systematic review and meta-analysis. BMJ. 2008 
Nov 13;337:a2313. doi: 10.1136/bmj.a2313. Fibre, antispasmodics, & peppermint oil were all more effective than placebo in treatment of irritable bowel syndrome. Fiber 
provides minimal likelihood of benefit in patients with irritable bowel syndrome (IBS). Antispasmodics, particularly scopolamine (hyoscine) and otilonium, are effective in 50% 
to 70% of patients. Peppermint oil is also effective, with approximately 75% of patients responding (number needed to treat = 2.5). (LOE = 1a-) 

33. Moayyedi P, Ford AC, Talley NJ, et al. The efficacy of probiotics in the therapy of irritable bowel syndrome: a systematic review. Gut. 2008 Dec 17. [Epub ahead of print]  
        Probiotics appear to be efficacious in IBS but the magnitude of benefit and the most effective species and strain are uncertain. 
34. Nikfar S, Rahimi R, Rahimi F, Derakhshani S, Abdollahi M. Efficacy of probiotics in irritable bowel syndrome: a meta-analysis of randomized, controlled trials. Dis Colon 

Rectum. 2008 Dec;51(12):1775-80. Epub 2008 May 9. This systematic review/meta-analysis of randomized trials found a significant benefit of probiotics (number needed to 
treat [NNT] = 12) for improving symptoms of irritable bowel syndrome (IBS). Given the frequent difficulty in adequately treating this illness and the generally benign effects of 
probiotics, clinicians should strongly consider them for their patients with IBS. (LOE = 1a)b 

35. Jones R. Treatment of irritable bowel syndrome in primary care. BMJ. 2008 Nov 13;337:a2213. doi: 10.1136/bmj.a2213. 
36. Ford AC, Talley NJ, Schoenfeld PS, Quigley EM, Moayyedi P.  Efficacy of Antidepressants and Psychological Therapies in Irritable Bowel Syndrome: Systematic Review 

and Meta-analysis. Gut. 2008 Nov 10. [Epub ahead of print] 
37. Zijdenbos IL, de Wit NJ, van der Heijden GJ, Rubin G, Quartero AO.  Psychological treatments for the management of irritable bowel syndrome. Cochrane Database Syst 

Rev. 2009 Jan 21;(1):CD006442. Psychological interventions may be slightly superior to usual care or waiting list control conditions at the end of treatment although the 
clinical significance of this is debatable. Except for a single study, these therapies are not superior to placebo and the sustainability of their effect is questionable. The meta-
analysis was significantly limited by issues of validity, heterogeneity, small sample size and outcome definition. Future research should adhere to current recommendations 
for IBS treatment trials and should focus on the long-term effects of treatment. 

38. Ford AC, Talley NJ, Veldhuyzen van Zanten SJ, Vakil NB, Simel DL, Moayyedi P.  Will the history and physical examination help establish that irritable bowel syndrome is  
        causing this patient's lower gastrointestinal tract symptoms? JAMA. 2008 Oct 15;300(15):1793-805. 



39. Agrawal A, Whorwell PJ. Irritable bowel syndrome: diagnosis and management. BMJ. 2006 Feb 4;332(7536):280-3. 
40. Ford AC, et al. Efficacy of 5-HT3 antagonists and 5-HT4 agonists in IBS: systematic review and meta-analysis. Am J Gastroenterol. 2009 Jul;104(7):1831-43; quiz 1844. 
41. Jones R, Rubin G. Acute diarrhoea in adults (Post Infective IBS). BMJ. 2009 Jun 15;338:b1877. doi: 10.1136/bmj.b1877. 
42. 1) Bijkerk C J, de Wit N J, Muris J W M, et al. Soluble or insoluble fibre in irritable bowel syndrome in primary care? Randomised placebo controlled trial. 

BMJ  2009;339:b3154,  
        doi: 10.1136/bmj.b3154 (Published 27 August 2009).  

2) Luther J, Chey WD. ACP Journal Club. Psyllium increased symptom relief in patients with the irritable bowel syndrome more than bran or placebo. Ann Intern Med. 2010 
Jan 19;152(2):JC1-11. PubMed PMID: 20083814. 

43. Saps M, Youssef N, Miranda A, Nurko S, et al. Multicenter, Randomized, Placebo-Controlled Trial of Amitriptyline in Children With Functional Gastrointestinal Disorders. 
Gastroenterology. 2009 Jul 30. [Epub ahead of print] Both amitriptyline and placebo were associated with excellent therapeutic response. 

44.   WGO Practice Guidelines Irritable bowel syndrome: a global perspective - April 2009 http://www.worldgastroenterology.org/assets/downloads/en/pdf/guidelines/20_irritable_bowel_syndrome.pdf 

45.  Saito YA, Rey E, Almazar-Elder AE, et al. A randomized, double-blind, placebo-controlled trial of St John's wort for treating irritable bowel syndrome. Am J Gastroenterol.  
        2010 Jan;105(1):170-7.Epub 2009 Oct 6.  SJW was a less effective treatment for IBS than placebo. 
46.  Chey WD, Nojkov B, Rubenstein JH, et al. The Yield of Colonoscopy in Patients With Non-Constipated Irritable Bowel Syndrome: Results From a Prospective, Controlled US  
       Trial. Am J Gastroenterol. 2010 Feb 23. The prevalence of structural abnormalities of the colon is no higher in suspected non-constipation IBS patients than in healthy controls. Microscopic colitis can be identified in a small proportion of persons with IBS sx. 

 
 
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 2010 – 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 ;   NGC: ACCC Netherlands: http://www.guideline.gov/summary/summary.aspx?doc_id=11793  
CINV Guidelines:  1) MASCC:  http://www.mascc.org/content/1.html   ;    2) ASCO: http://www.asco.org/portal/site/ASCO/    
BWH-Overtreatment of PONV:  1) low doses of ondansetron, 1mg iv q6h, adequate ;  2) allow for onset, 30 minutes http://www.brighamandwomens.org/pharmacoepid/Research/EduMaterials/antiemetics3.05.04-web.pdf  
Other: Fosapreitant: Injectible form of EMEND.  Not in Canada. 
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Fava M, et al. Efficacy and safety of sildenafil in men with serotonergic antidepressant-associated erectile dysfunction: results from a randomized, double-blind, placebo-controlled trial. J Clin Psychiatry. 2006  
             Feb;67(2):240-6.  
FDA May 2007 FDA chemical analysis revealed that Energy Max contains thione analog of sildenafil, a substance with a structure similar to sildenafil, the active ingredient in Viagra, an FDA-approved drug for ED.Substances  
             like this are called analogs because they have a structure similar to another drug and may cause similar side effects and drug interactions. True Man contains a thione analog of sildenafil or piperadino vardenafil, an  
            analog of vardenafil, the active ingredient in Levitra, another FDA-approved prescription drug for ED. Neither the thione analog of sildenafil nor piperadino vardenafil are components of approved drug products.  
FDA: Sept 21, 2007 -- TWC Global LLC, Inc., issued nationwide recall of Axcil and Desirin, both marketed as dietary supplements, because they contain potentially harmful, undeclared ingredients. FDA laboratory analysis of Axcil and Desirin found that  
             the lot of 02B07 contained 3mg/g of sildenafil, the active ingredient of a FDA approved drug used for erectile dysfunction (ED). 
FDA Feb/08 Palo Alto Labs and FDA notified consumers and healthcare professionals of a voluntary nationwide recall of two dietary supplements, Aspire36 and Aspire Lite. The products were  
             recalled because they were found to contain Aildenafil in trace amounts and Dimethyl sildenafil thione, an analog of Sildenafil, a drug used to treat erectile dysfunction.  
FDA May/08 The U.S. Food and Drug Administration is advising consumers not to purchase or use "Blue Steel" or "Hero" products, marketed nationally as dietary supplements, because these products contain undeclared ingredients similar to sildenafil. 
FDA May/08 is requesting that the manufacturer of Xiadafil — an "all natural" dietary supplement sold to treat erectile dysfunction — recall all its stock from natural food stores & discontinue marketing it on the Web since it contains an analog of sildenafil. 
FDA May/08 notified consumers and healthcare professionals that supplement products sold under the brand name of Viril-ity Power (VIP) Tablets is being recalled because one lot was found to contain a potentially harmful undeclared ingredient,  
             hydroxyhomosildenafil, an analog of sildenafil. 
FDA July/08 Jack Distribution, LLC issued a voluntary nationwide recall of selected lots of Rize 2 The Occasion Capsules and Rose 4 Her Capsules, marketed as dietary supplements. The products were recalled because certain lots contained  
               thiomethisosildenafil, an undeclared analog of sildenafil, a FDA-approved drug used for Erectile Dysfunction. 
FDA July/08 not to buy or use Viapro 375mg Capsules because one lot of the product was found to contain a potentially harmful undeclared ingredient, thio-methisosildenafil, an analog of sildenafil. 
FDA Aug/08 chemical analysis of Xiadafil VIP tablet lots 6K029 and 6K029-SEI found that the product contained an undeclared ingredient, hydroxyhomosildenafil 
FDA Mar/09- Bodee LLC and FDA notified consumers and healthcare professionals of a nationwide recall of all the company's supplement product sold under the name Zencore Plus. FDA lab analysis of Zencore Plus samples found the product contains  
               benzamidenafil, an undeclared drug product and a PDE5 inhibitor. 
FDA Apr/09 Nature & Health Co. and FDA notified healthcare professionals of a recall of a supplement product, Libimax. FDA analysis found the product contains tadalafil. 
FDA July/09 and  Haloteco notified healthcare professionals and consumers of a nationwide voluntary recall of Libipower Plus. Lab analysis of Libipower Plus samples were found to contain undeclared Tadalalafil. 
FDA July/09 found Steam (Nutracoastal Trading LLC’s dietary supplement) product contains sulfoaildenafil, an analog of sildenafil. 
FDA Nov/09 notified consumers that Stiff Nights, a product sold as a dietary supplement, contains sulfoaildenafil, a chemical similar to sildenafil (Viagra). 
FDA Nov/09  & RockHard Laboratories notified consumers that RockHard Weekend, a product sold as a dietary supplement, contains sulfoaildenafil, an analogue of sildenafil. 
FDA Dec/09 warned that Atlas Operations, Inc. notified consumers of a nationwide recall of the company's dietary supplements for sexual enhancement. These products are sold as dietary supplements throughout the USA. FDA lab analyses found that the  
                products tested from certain batches contain Sulfoaildenafil. 
FDA Mar/10 & Natural Wellness notified consumers that MasXtreme, a product sold as a dietary supplement contains aildenafil close in structure to sildenafil and is expected to possess a similar pharmacological and adverse event profile as well as the drug  
                phentolamine which is an alpha-adrenergic blocker. 
FDA Apr/10 & Kanec USA notified healthcare professionals of a nationwide recall of Stud Capsule For Men [Lot #060607-01/060108-01, Exp 6-2013], after being informed by FDA that laboratory analysis of a sample found the product to be adulterated  
                with sildenafil, an FDA approved drug.   
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Galiè N, Brundage BH, Ghofrani HA, Oudiz RJ, et al.; on behalf of the Pulmonary Arterial Hypertension and Response to Tadalafil (PHIRST) Study Group. Tadalafil Therapy for Pulmonary Arterial Hypertension. Circulation. 2009 May 26. [Epub 
               ahead of print].  In patients with pulmonary arterial hypertension, tadalafil 40 mg was well tolerated and improved exercise capacity and quality of life measures and reduced clinical worsening. 
Gazzaruso C, Solerte SB, Pujia A, et al. Erectile dysfunction as a predictor of cardiovascular events and death in diabetic patients with angiographically proven asymptomatic coronary artery disease a potential protective role  
                for statins and 5-phosphodiesterase inhibitors. J Am Coll Cardiol. 2008 May 27;51(21):2040-4. 
Gopalakrishnan R, et al. Sildenafil in the treatment of antipsychotic-induced erectile dysfunction: a randomized, double-blind, placebo-controlled, flexible-dose,two-way crossover trial.Am J Psychiatry.2006Mar;163(3):494-9.  
Grover SA, Lowensteyn I, Kaouache M, et al. The prevalence of erectile dysfunction in the primary care setting. Importance of risk factors for diabetes and vascular disease. Arch Intern Med 2006; 166:213-219.  
Giuliano F, et al.; Vardenafil Study Group. Efficacy and safety of vardenafil in men with erectile dysfunction caused by spinal cord injury. Neurology. 2006 Jan 24;66(2):210-6.  
Giuliano F, Sanchez-Ramos A, Lochner-Ernst D, et al.  Efficacy and Safety of Tadalafil in Men With Erectile Dysfunction Following Spinal Cord Injury. Arch Neurol. 2007 Sep 10; [Epub ahead of print] Tadalafil (10 mg and  
              20 mg) improved erectile function and was well tolerated by men with ED secondary to traumatic SCI. 
Health Canada Jan/06 Natural health product Libidfit may pose health risks (promoted for sexual enhancement and erectile dysfunction, but contains an undeclared amount of a pharmaceutical ingredient similar to sildenafil)  
              http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_02_e.html  
Health Canada May/06 is warning consumers not to use the product Nasutra because it has been found to contain the undeclared ingredient sildenafil (chemical name for Viagra) that could lead to serious health risks,  
              especially for patients with existing medical conditions such as heart problems, those who may be taking heart medications, or those who may be at risk for strokes. 
Health Canada Feb/07 is advising consumers not to use the following product listed in the table below due to concerns about possible side-effects. More info Power 58; Platinum Power 58; Ehanix; Jolex; Onyo; Deguozonghengtianxia because they  
              contained acetildenafil. Acetildenafil is an analogue of sildenafil, a prescription medication indicated for treatment of erectile dysfunction. 
Health Canada Mar/07 is warning consumers not to use the unauthorized natural health product XOX For Men, because it contains an undeclared pharmaceutical ingredient, tadalafil, an ingredient found in the prescription drug  
            Cialis.  The use of XOX For Men could pose serious health risks, especially for patients with existing medical conditions such as heart problems, those taking heart medication, or those at risk of stroke. 
Health Canada Mar/07 is warning consumers not to use the unauthorized product Vigorect Oral Gel Shooter, because it contains an undeclared drug substance tadalafil, which should only be available by prescription. 
Health Canada Apr/07 is warning consumers from the United States FDA found V.MAX and Rhino Max (Rhino V Max) to contain undeclared amounts of aminotadalafil, an analogue of tadalafil, used to treat erectile dysfunction.  
Health Canada May/07 is warning consumers Urat Madu capsules are marketed for the treatment of erectile dysfunction. The product is adulterated with sildenafil, a prescription drug that has been associated with serious side effects including sudden  
                vision loss, penile tissue damage and urinary tract infection. 
 



 
Health Canada May/07 is advising consumers that HS Joy of Love product is marketed as a dietary supplement and was found to contain piperadino vardenafil. 
Health Canada May/07 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: Power 58 Extra, Platinum Power 58 Extra, Enhanix New Extra Men's Formula, Valentino, King Power Oral Solution, and  
                  Stretch Up Capsules are marketed as treatments for erectile dysfunction. The products contain analogues of sildenafil and vardenafil, which are prescription drugs used for the treatment of erectile dysfunction. 
Health Canada June/07 is warning consumers not to use the product Encore Tabs for Men, because it contains an undeclared pharmaceutical ingredient similar to the approved drug tadalafil. 
Health Canada July/07 is warning consumers not to use Zencore Tabs, a product advertised as a dietary supplement for sexual enhancement, because it contains an undeclared pharmaceutical ingredient similar to the approved drug tadalafil. 
Health Canada July/07 & the US Food and Drug Administration (FDA) found Liviro3 to contain tadalafil, a prescription drug that should only be taken under the guidance of a health professional. 
Health Canada Aug/07 via Medsafe, the New Zealand health regulatory authority, advised the public not to use the products Darling Capsules, Dali Capsules, Spanish Fly Capsules, and an unnamed product, because they were found to contain sildenafil. 
Health Canada Aug/07 Consumers who use Excite for women or Ultimates for men may be at risk of serious side effects similar to those associated with sildenafil. 
Health Canada Sept/07 is advising consumers not to use Satis 60 Hours Ever Lasting Formula is used for the treatment of erectile dysfunction/sexual enhancement. It was found to contain piperidenafil an analogue of vardenafil.. True Man and  
                  Energy Max are used as sexual enhancement/ erectile dysfunction products and were found to contain an analogue of sildenafil or vardenafil. 
Health Canada Sept/07 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: Top Gun for Men Herbal Extracts has been found to contain a substance similar to tadalafil. Oyster Plus has been found to  
                  contain tadalafil. Deguozhanjiang contains sildenafil and tadalafil, prescription drugs used for the treatment of erectile dysfunction. Chongcaoliubian Jiaonang and Santi Scalper Penis Erection Capsule contain sildenafil.  
Health Canada Nov/07 is advising consumers not to use Axcil and Desirin, are promoted as natural sexual enhancement/ erectile dysfunction products. Consumers are warned not to use Axcil and Desirin because both products were found to contain the  
                   prescription drug sildenafil. 
Health Canada Mar/08 is warning consumers not to use ADAM, an unauthorized product that contains an undeclared pharmaceutical ingredient similar to the prescription drug sildenafil.  
Health Canada Mar/08 is warning consumers not to use Libidus, an unauthorized product promoted on the web site of the manufacturer for the treatment of erectile dysfunction.  
                                    The product may pose serious health risks, as it was found to contain the undeclared prescription drug sildenafil. 
Health Canada April//08 warns that Singapore's Health Sciences Authority (HSA) advised the public not to use the product Power 1 Walnut, because it was found to contain the prescription drugs sildenafil and glibenclamide 
Health Canada April//08 is advising consumers not to use 2 foreign health products, Aspire 36 and Aspire Lite, because they were found to contain undeclared  sildenafil analogues. 
Health Canada April/08 is warning consumers not to use Vigoureux, an unauthorized product promoted for the treatment of erectile dysfunction. The product may pose serious  
                                     health risks, as it was found to contain the prescription drug sildenafil 
Health Canada April/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Tian Li was found to contain tadalafil and hydroxyhomosildenafil. Xian Zhi Wei II was found to contain sibutramine and  
                                     phenolphthalein, which are not meant for self-care and may cause serious side effects. 
Health Canada May/08 is advising consumers not to use vpxl No1 Dietary Supplement for Men was found to contain tadalafil 
Health Canada May/08 is warning consumers not to use Desire, an unauthorized product promoted to enhance male sexual performance as this product may pose serious health risks in certain patients. Lot 0070263 of the product was found to contain the  
                                     prescription drug phentolamine. 
Health Canada June/08 Nangen Zengzhangsu (may also be known as Nangen or Nangeng), Sanbianwan, Jiu Bian Wang, Tian Huang Gu Shen Dan, Zui Xian Dan Gong Shi Zi, and Power Up. The Hong Kong Department of Health has warned consumers  
                                      not to use these herbal/proprietary Chinese medicine products promoted for erectile dysfunction because they have been found to contain sildenafil and/or glibenclamide. 
Health Canada June/08 Zhong Hua Niu Bian. Zhong Hua Niu Bian is an herbal/proprietary Chinese medicine product promoted for erectile dysfunction. Singapore's Health Sciences Authority has warned against the use of this product because it has been  
                                      found to contain sildenafil, glibenclamide, tadalafil and sibutramine 
Health Canada July/08 Foreign Product Alerts: Super Shangai,Strong Testis, Shangai Ultra, Shangai Ultra X, Lady Shangai, Shangai Regular (also known as Shangai Chaojimengnan), Actra-Sx, An unknown product containing the plant Lycium  
                                      barbarum L., Adam Free, NaturalUp, Erextra, Yilishen, Blue Steel, Hero, & Naturalë Super Plus. These products have been found to contain sildenafil or an unapproved substance similar to sildenafil. 
Health Canada July/08 is advising consumers not to use foreign health products due to concerns about possible side-effects: Wodibo. Wodibo is promoted as an all-natural Chinese potency-enhancing product for the treatment of erectile dysfunction. The  
                                     Danish Medicines Agency has warned against the use of Wodibo because it was found to contain sildenafil and tadalafil, prescription drugs authorized for treatment of erectile dysfunction. Viril-Ity-Power (VIP) Tabs. The U.S. Food  
                                     and Drug Administration has warned consumers not to use Viril-Ity-Power (VIP) Tabs because it was found to contain an undeclared ingredient similar to the prescription drug sildenafil. 
Health Canada Aug/08 is warning consumers not to use Rize 2 The Occasion capsules (Rize2), an unauthorized product promoted for the treatment of erectile dysfunction, because it may pose serious health risks. Rize 2 contains an undeclared  
                                     pharmaceutical ingredient similar to the prescription drug sildenafil. 
Health Canada Aug/08 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: Oyster Extract Caps. The Hong Kong Department of Health has recalled Oyster Extract Caps because they were found to contain  
                                      an undeclared ingredient similar to the prescription drug sildenafil. Xiadafil VIP Tabs. At the request of the U.S. Food and Drug Administration, U.S. federal authorities seized all Xiadafil VIP Tabs sold in 8 tablet bottles (Lot  
                                      #6K029) and blister cards of 2 tablets (Lot #6K029-SEI) because they were found to contain an undeclared ingredient similar to the prescription drug sildenafil. Herb Vigour, Natural Vigour and China Vigour. The Netherlands  
                                     Health Care Inspectorate, the U.K. Medicines and Healthcare Products Regulatory Agency, and the Danish Medicines Agency has warned against the use of Herb Vigour, Natural Vigour and China Vigour because they were found to  
                                     contain undeclared pharmaceutical ingredients used for the treatment of erectile dysfunction that should only be taken under the supervision of a health care professional. 
Health Canada Aug/08 is advising consumers not to use 9 foreign health products due to concerns about possible side-effects: Armstrong Natural Herbal Supplement, Enhanix New Extra Men's Formula, Power 58 Extra, and Platinum Power 58  
                                     Extra were adulterated with tadalafil or unapproved substances with structures similar to tadalafil and vardenafil.  
Health Canada Sep/08 is advising consumers not to use 3 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned consumers not to buy or  use Lover Liquid Nutriment Herbal Supplement and  
                                     Onyo because they  were found to contain undeclared pharmaceutical ingredients. Lover  Liquid Nutriment Herbal Supplement was found to contain sildenafil while Onyo was found to contain sildenafil, as well as unapproved  
                                     substances with structures similar to sildenafil and vardenafil. The U.S. Food and Drug Administration warned consumers not to use the product Rose 4 Her because it was found to contain an undeclared ingredient similar to the  
                                     prescription drug sildenafil. 
Health Canada Sep/08 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned consumers not to buy or use Dr. Life or Chong Cao Ju  
                                    Wang because they were found to contain undeclared pharmaceutical ingredients.  Dr. Life contains an unauthorised substance similar in structure to tadalafil while Chong Cao Ju Wang contains sildenafil.   
Health Canada Oct/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Swissmedic warned consumers not to buy or use the product Powertabs because it contains an  
                                 unauthorised substance similar in structure to sildenafil. The Hong Kong Department of Health warned consumers not to buy or use Sweet Energizer Vitality Candy because it was found to contain an  
                                 unauthorised substance similar in structure to tadalafil. 
Health Canada Oct/08 is warning consumers not to use Eros Fire, a product promoted to enhance sexual performance, as this product may pose serious health risks. The product was found to contain xanthoanthrafil (also  
                                 known as benzamidenafil), which is not indicated on the label. 
Health Canada Nov/08 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned consumers not to buy or use Lu Quan because it  
                                 contains undeclared glibenclamide and sildenafil. The Hong Kong Department of Health warned consumers not to buy or use Fat Killer, Carbohydrate Cut and Sugar-Carbohydrate Cut because they  
                                 contain sibutramine and an unauthorised substance similar in structure to sibutramine, and Zhuang Yao Gu Shen Capsule because it contains sildenafil. 
Health Canada Nov/08 is warning consumers not to use Firm Dose and Granite Rooster, two products promoted to enhance male sexual performance, as these products may pose serious health risks. Firm Dose was found to  
                                  contain an undeclared pharmaceutical ingredient similar to sildenafil, while the product Granite Rooster was found to contain an undeclared pharmaceutical ingredient similar to tadalafil. 
Health Canada Jan 2009 is advising consumers not to use 4 foreign products: Zhuang Tjar Gere because it contains the undeclared prescription drugs sildenafil & tadalafil, Zhixhue Capsules manufactured by Vital  
                                 Pharmaceutical Holdings Ltd. due to concerns of serious side- effects including liver dysfunction, Tonik Warisan Banjar because it contains undeclared dexamethasone & Healthily Slim because it 
                                 contains the undeclared prescription drug sibutramine. 
Health Canada Mar/09 Foreign Product Alerts:  68 Weight Loss Products; Best-life Fat Burning Capsules; Bevidan;Huiji Yin Chiao Chieh Tu Pien; Relacore 
                                        http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_fpa-ape_2009/index-eng.php  
Health Canada June/09 Foreign Product Alerts: Jia Yi Jian (undeclared sibutramine & tadalafil); Zencore Plus (undeclared benzamidenafil) & Zhong Guo Shen Fang (undeclared med like sildenafil). 
 



 
Health Canada July/09 is warning that the Singapore Health Sciences Authority (HSA) warned consumers to not buy or use XP Tongkat Ali Supreme after it was found to contain undeclared tadalafil. 
Health Canada Oct/09: Dynasty Worldwide Jinglida So Young Formula- The Singapore Health Sciences Authority (HSA) warned consumers to not buy or use since contained undeclared aminotadalafil.  
                                 STEAM lot#80214, 90260 -The U.S. FDA informed consumers of a voluntary manufacturer recall of two lots of STEAM after FDA testing found these lots to contain undeclared sulfoaildenafil (lot#  
                                 80214) & undeclared tadalafil (lot# 90260).   
                                 Syntrax Fyre (contained Yohimbine), Kam Yuen Brand Wan Ying Yang Gan Wan (contained sildenafil) - The Hong Kong Department of Health warned consumers not to buy or use these products.  
Health Canada Nov/09 is warning consumers not to use Herblex “Once More”since it was found to contain sildenafil. 
Health Canada Dec/09 is advising Canadians not to use certain Acai Berry products after a large number of shipments of adulterated products were stopped at the border.  The product names include:  Anti-Aging Acai Berry,  
                                 Guarana Blast, Brazillian Pure, Anti-aging Vital Rez V, Weight Loss VitalAcai, Dietary Supplement Acai Power Blast and Muscle Mass. These products advertised for anti-aging and weight loss  
                                  were found to contain undeclared sildenafil. 
Health Canada Dec/09 is advising consumers not to use the following foreign health products: 1. Power-Plus P: The Singapore Health Sciences Authority issued a recall notice for Power-Plus P (expiry date 03/03/2011) after it  
                                  was found to contain undeclared tadalafil. 2. Zeng Da Yan Shi Wan: The Hong Kong Department of Health warned consumers not to buy or use after it was found to contain undeclared sildenafil. 
Health Canada Jan/10 informs that Finish Food Safety Authority: Full Contact Max Potency contains thio-sildenafil and thio-homosildenafil; Singapore Health Sciences Authority: M-Action contains desmethylacetildenafil  
                                  and acetilacid. U.S. FDA: RockHard Weekend contains sulfoaildenafil. 
Health Canada Jan/10  is advising consumers not to use the unauthorized product “Stiff Nights” after the U.S Food and Drug Administration (FDA) found that this product contains an undeclared substance similar to the  
                                  prescription drug sildenafil. 
Health Canada Feb/10: 2H & 2D- Hong Kong Department of Health (HKDH) warned consumers not to buy or use 2H & 2Dafter it was found to contain undeclared tadalafil. Products distributed by Atlas Operations Inc. The  
                                  FDA informed consumers of a voluntary recall by Atlas Operations Inc. of certain lots of some products that were found to contain undeclared sulfoaildenafil, which is an unauthorized substance similar to  
                                  sildenafil. STRO Emperor Capsules The Irish Medicines Board warned consumers not to buy or use STRO Emperor Capsules after it was found to contain undeclared tadalafil.  
Health Canada Mar/10 is warning Canadians that an unapproved health product, POWER-MAX that contains sildenafil. 
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in Europe dapoxetine Priligy has official indication for Premature Ejaculation 
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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; k & l; 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; l 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; k & l; 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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               (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. 
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41. Sand PK, Goldberg RP, Dmochowski RR, McIlwain M, Dahl NV. The impact of the overactive bladder syndrome on sexual function: a preliminary report from the Multicenter Assessment of Transdermal Therapy in Overactive Bladder with Oxybutynin trial. Am J Obstet Gynecol. 2006 Dec;195(6):1730-5. 
42. Feinberg M. The problems of anticholinergic adverse effects in older patients.Drugs Aging. 1993 Jul-Aug;3(4):335-48. 
43. Tune LE. Anticholinergic effects of medication in elderly patients. J Clin Psychiatry. 2001;62 Suppl 21:11-4.  
                Rudolph JL, Salow MJ, Angelini MC, McGlinchey RE. The anticholinergic risk scale and anticholinergic adverse effects in older persons. Arch Intern Med. 2008 Mar 10;168(5):508-13. 
                Sink KM, Thomas J 3rd, Xu H, Craig B, et al. Dual Use of Bladder Anticholinergics and Cholinesterase Inhibitors: Long-Term Functional and Cognitive Outcomes. J Am Geriatr Soc. 2008 Apr 1. [Epub ahead of print] In higher-functioning NH residents, dual use of ChIs and bladder anticholinergics may result in greater rates  
                of functional decline than use of ChIs alone. The MDS-COGS may not be sensitive enough to detect differences in cognition due to dual use. 
                Lackner TE, Wyman JF, McCarthy TC, Monigold M, Davey C. Randomized, placebo-controlled trial of the cognitive effect, safety, and tolerability of oral extended-release oxybutynin 5mg/day in cognitively impaired nursing home residents with urge urinary incontinence. J Am Geriatr Soc. 2008 May;56(5):862-70. Epub 2008  
                Apr 9.  n=50. 4 weeks. Short-term treatment using oral extended-release oxybutynin 5 mg once daily was safe and well tolerated, with no delirium, in older female nursing home participants with mild to severe dementia. Future research should investigate different dosages and long-term treatment. 
                Han L, Agostini JV, Allore HG. Cumulative anticholinergic exposure is associated with poor memory and executive function in older men. J Am Geriatr Soc. 2008 Dec;56(12):2203-10. Cumulative anticholinergic exposure across multiple medications over 1 year may negatively affect verbal memory and executive function in  
                older men. Prescription of drugs with anticholinergic effects in older persons deserves continued attention to avoid deleterious adverse effects. 
                Carrière I, Fourrier-Reglat A, Dartigues JF, et al. Drugs with anticholinergic properties, cognitive decline, and dementia in an elderly general population: the 3-city study. Arch Intern Med. 2009 Jul 27;169(14):1317-24. 
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46. Irwin DE, Milsom I, Hunskaar S, Reilly K, Kopp Z, Herschorn S, Coyne K, Kelleher C, Hampel C, Artibani W, Abrams P. Population-based survey of urinary incontinence, overactive bladder, and other lower urinary tract symptoms in five countries (Canada, Germany, Italy, Sweden, and the United Kingdom): results of the 

EPIC study. Eur Urol. 2006 Dec;50(6):1306-14; discussion 1314-5. Epub 2006 Oct 2. 
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54. Albo ME, Richter HE, Brubaker L, et al; Urinary Incontinence Treatment Network.  Burch colposuspension versus fascial sling to reduce urinary stress incontinence. N Engl J Med. 2007 May 24;356(21):2143-55. Epub 2007 May 21. 
                Schulz JA, Chan MC, Farrell SA, Sub-Committee on Urogynaecology (SGOC) . Midurethral minimally invasive sling procedures for stress urinary incontinence. J Obstet Gynaecol Can 2008 Aug;30(8):728-33. http://www.sogc.org/guidelines/documents/gui213TU0808.pdf  
                AUA –American Urological Association, Surgical Management of Female Stress Urinary Incontinence Update 2009 http://www.auanet.org/content/guidelines-and-quality-care/clinical-guidelines/main-reports/stress2009/chapter1.pdf  
                De Vocht TF, Chrzan R, Dik P, et al. Long-Term Results of Bulking Agent Injection for Persistent Incontinence in Cases of Neurogenic Bladder Dysfunction. J Urol. 2009 Dec 16. 
55. Chapple C, Khullar V, Gabriel Z, et al. The effects of antimuscarinic treatments in overactive bladder: a systematic review & meta-analysis. Eur Urol. 2005 Jul;48(1):5-26. Epub 2005 Mar 22. Review. Erratum: Eur Urol. 2005 Nov;48(5):875. 
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62. a) Hussain RM, Hartigan-Go K, Thomas SH, Ford GA.  Effect of oxybutynin on the QTc interval in elderly patients with urinary incontinence. Br J Clin Pharmacol. 1996 Jan;41(1):73-5.  b) Layton D, Pearce GL, Shakir SA. Safety profile of tolterodine as used in general practice in England: results of prescription-event 

monitoring. Drug Saf. 2001;24(9):703-13. {See also www.torsades.org } 
63. Kaplan SA, Roehrborn CG, Rovner ES, et al. Tolterodine and tamsulosin for treatment of men with lower urinary tract symptoms and overactive bladder: a randomized controlled trial. JAMA. 2006 Nov 15;296(19):2319-28. Erratum in: JAMA. 2007 Mar 21:297(11):1195. JAMA. 2007 Oct 24;298(16):1864. 
64. Tsao JW, Heilman KM. Transient memory impairment and hallucinations associated with tolterodine use. N Engl J Med. 2003 Dec 4;349(23):2274-5. 
65. Womack KB, Heilman KM.  Tolterodine and memory: dry but forgetful. Arch Neurol. 2003 May;60(5):771-3. 
66. 3rd International Consultation on Incontinence. Evaluation and Treatment of Urinary Incontinence, Pelvic Organ Prolapse and Faecal Incontinence. 2005  http://www.icsoffice.org/documents/ici_pdfs_3/v2.pdf/summary.pdf  
67. Mitterberger M, Marksteiner R, et al. Autologous myoblasts and fibroblasts for female stress incontinence: a 1-year follow-up in 123 patients. BJU Int. 2007 Nov;100(5):1081-5. Epub 2007 Aug 30. 
68. Robinson D, Cardozo L, Terpstra G, Bolodeoku J; Tamsulosin Study Group. A randomized double-blind placebo-controlled multicentre study to explore the efficacy and safety of tamsulosin and tolterodine in women with overactive 
               bladder syndrome. BJU Int. 2007 Oct;100(4):840-5. 
69. FDA Dec/07 Certain patients taking desmopressin are at risk for developing severe hyponatremia that can result in seizures and death.  Children treated with desmopressin intranasal formulations for primary nocturnal enuresis (PNE) are particularly susceptible to severe hyponatremia and seizures.  As such, desmopressin 

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

70. Steers WD, Herschorn S, Kreder KJ, et al. Duloxetine OAB Study Group. Duloxetine compared with placebo for treating women with symptoms of overactive bladder. BJU Int. 2007 Aug;100(2):337-45. Epub 2007 May 19. 
71. Ghoniem GM, Van Leeuwen JS, et al. Duloxetine/Pelvic Floor Muscle Training Clinical Trial Group.  A randomized controlled trial of duloxetine alone, pelvic floor muscle training alone, combined treatment and no active treatment in women  
                with stress urinary incontinence. J Urol. 2005 May;173(5):1647-53. 
72. van Kerrebroeck P, Abrams P, Lange R, et al. Duloxetine Urinary Incontinence Study Group. Duloxetine versus placebo in the treatment of European and Canadian women with stress urinary incontinence. BJOG. 2004 Mar;111(3):249-57. 
73. Millard RJ, Moore K, Rencken R, et al. Duloxetine UI Study Group. Duloxetine vs placebo in the treatment of stress urinary incontinence: a four-continent randomized clinical trial. BJU Int. 2004 Feb;93(3):311-8. 
74. Norton PA, Zinner NR, Yalcin I, Bump RC; Duloxetine Urinary Incontinence Study Group.  Duloxetine versus placebo in the treatment of stress urinary incontinence. Am J Obstet Gynecol. 2002 Jul;187(1):40-8. 
75. Dmochowski RR, Miklos JR, Norton PA, et al. Duloxetine  Urinary Incontinence Study Group.  Duloxetine versus placebo for the treatment of North American women with stress urinary incontinence. J Urol. 2003 Oct;170(4 Pt 1):1259-63.  
76. Pharmacotherapy of BPH with overactive bladder. Pharmacist’s Letter/Prescriber’s Letter Feb 2007;23 (2): 230205. 
77. Athanasopoulos A, Perimenis P.  Efficacy of the combination of an alpha1-blocker with an anticholinergic agent in the treatment of lower urinary tract symptoms associated with bladder outlet obstruction. Expert Opin Pharmacother. 2005 Nov;6(14):2429-33.  
78. Athanasopoulos AA, Perimenis PS. Comparison of doxazosin with or without tolterodine in men with symptomatic bladder outlet obstruction and an overactive bladder. BJU Int. 2005 May;95(7):1117-8.  
79. Athanasopoulos A, Gyftopoulos K, Giannitsas K, et al.  Combination treatment with an alpha-blocker plus an anticholinergic for bladder outlet obstruction: a prospective, randomized, controlled study. J Urol. 2003 Jun;169(6):2253-6. 
80. Wagg AS, Cardozo L, Chapple C, De Ridder D, Kelleher C, Kirby M, Milsom I, Vierhout M. Overactive bladder syndrome in older people. BJU Int. 2007 Mar;99(3):502-9. 
81. Chapple C, Khullar V, Gabriel Z, Dooley JA. The effects of antimuscarinic treatments in overactive bladder: a systematic review and meta-analysis. Eur Urol. 2005 Jul;48(1):5-26. Epub 2005 Mar 22. Review. Erratum in: Eur Urol. 2005 Nov;48(5):875. 
82. Abrams P, Kaplan S, De Koning Gans HJ, Millard R. Safety and tolerability of tolterodine for the treatment of overactive bladder in men with bladder outlet obstruction (BOO).  J Urol. 2006 Mar;175(3 Pt 1):999-1004. 
83. Gill SS, Mamdani M, Naglie G, Streiner DL, Bronskill SE, Kopp A, Shulman KI, Lee PE, Rochon PA.  A prescribing cascade involving cholinesterase inhibitors and anticholinergic drugs. Arch Intern Med. 2005 Apr 11;165(7):808-13. 
84. Hashimoto M, Imamura T, Tanimukai S, Kazui H, Mori E. Urinary incontinence: an unrecognised adverse effect with donepezil. Lancet. 2000 Aug 12;356(9229):568. 
                Hogan DB, Bailey P, Carswell A, et al. Management of mild to moderate Alzheimer’s disease and dementia. Alzheimer’s & Dementia 3 (2007) 355-384. 
85. DeBeau K. American Geriatrics: Urinary Incontinence (Ch 20). Accessed at:  http://www.americangeriatrics.org/staging/products/ui/incon5.m.htm  
86. Alhasso AA, McKinlay J, Patrick K, Stewart L. Anticholinergic drugs versus non-drug active therapies for overactive bladder syndrome in adults. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD003193. 
87. Armitage J, Emberton M.  The role of anticholinergic drugs in men with lower urinary tract symptoms. Curr Opin Urol. 2008 Jan;18(1):11-5. 
88. Roehrborn CG, Siami P, et al; on behalf of the CombAT Study Group. The Effects of Dutasteride, Tamsulosin and Combination Therapy on Lower Urinary Tract Symptoms in Men With Benign Prostatic Hyperplasia & Prostatic Enlargement: 2-Year Results From the CombAT Study. J Urol. 2007 Dec 12; [Epub ahead of print] 
               Roehrborn CG, Siami P, Barkin J, et al. on behalf of the CombAT Study Group. The Effects of Combination Therapy with Dutasteride and Tamsulosin on Clinical Outcomes in Men with Symptomatic Benign Prostatic Hyperplasia: 4-Year Results from the CombAT Study. Eur Urol. 2010 Jan;57(1):123-131. 
               Keam SJ, Scott LJ. Dutasteride: a review of its use in the management of prostate disorders. Drugs. 2008;68(4):463-85. (Dutasteride is being investigated for its efficacy in reducing the risk of prostate cancer in at-risk men in the 4-year REDUCE study and as treatment to extend the time to progression in men with low-risk  
               localized prostate cancer who would otherwise undergo watchful waiting in the 3-year REDEEM study) 
               Kramer BS, Hagerty KL, Justman S, et al. Use of 5alpha-Reductase Inhibitors for Prostate Cancer Chemoprevention: American  Society of Clinical Oncology/American Urological Association 2008 Clinical Practice Guideline. J Urol. 2009 Feb 24. [Epub ahead of print] Asymptomatic men with a prostate-specific antigen  
               (PSA) </=3.0 ng/mL who are regularly screened with PSA or are anticipating undergoing annual PSA screening for early detection of prostate cancer may benefit from a discussion of both the benefits of 5-ARIs for 7 years for the prevention of prostate cancer and the potential risks (including the possibility of high-grade  
               prostate cancer). Men who are taking 5-ARIs for benign conditions such as lower urinary tract [obstructive] symptoms (LUTS) may benefit from a similar discussion, understanding that the improvement of LUTS relief should be weighed with the potential risks of high-grade prostate cancer from 5-ARIs (although the majority of  
               the Panel members judged the latter risk to be unlikely). A reduction of approximately 50% in PSA by 12 months is expected in men taking a 5-ARI; however, because these changes in PSA may vary across men, and within individual men over time, the Panel cannot recommend a specific cut point to trigger a biopsy for men  
               taking a 5-ARI. No specific cut point or change in PSA has been prospectively validated in men taking a 5-ARI. http://jco.ascopubs.org/cgi/reprint/27/9/1502  
               Redman MW, Tangen CM, Goodman PJ, Lucia MS, Coltman CA Jr, Thompson IM. Finasteride does not increase the risk of high-grade prostate cancer: a bias-adjusted modeling approach. Cancer Prev Res (Phila Pa). 2008 Aug;1(3):174-81. Epub 2008 May 18. 
               Elliott CS, Shinghal R, Presti JC Jr. The Influence of Prostate Volume on Prostate-Specific Antigen Performance: Implications for the Prostate Cancer Prevention Trial Outcomes. Clin Cancer Res. 2009 Jul 7. [Epub ahead of print] 
               Pharmacist’s Letter. Controversies in Prostate Cancer: Role of PSA Testing and 5-Alpha-Reductase Inhibitors. July, 2009. 
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               Lebdai S, Bigot P, Azzouzi AR. High-grade prostate cancer and finasteride. BJU Int. 2009 Nov 20. [Epub ahead of print] 
               Vickers AJ, Savage CJ, Lilja H. Finasteride to Prevent Prostate Cancer: Should All Men or Only a High-Risk Subgroup Be Treated? J Clin Oncol. 2010 Feb 16. 
               Andriole, Gerald L., Bostwick, David G., Brawley, Otis W., et al. the REDUCE Study Group, Effect of Dutasteride on the Risk of Prostate Cancer. N Engl J Med 2010 362: 1192-1202. 
89. Carson CC. Combination of phosphodiesterase-5 inhibitors and alpha-blockers in patients with benign prostatic hyperplasia: treatments of lower urinary tract symptoms, erectile dysfunction, or both?BJU Int. 2006 Apr;97 Suppl 2:39-43; discussion 44-5. 
90. Klausner AP, Steers WD. Antimuscarinics for the treatment of overactive bladder: a review of central nervous system effects.Curr Urol Rep. 2007 Nov;8(6):441-7. 
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92. Farrell SA, Baydock S, Amir B, Fanning C. Effectiveness of a new self-positioning pessary for the management of urinary incontinence in women. Am J Obstet Gynecol. 2007 May;196(5):474.e1-8.   
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95. Wilt TJ, N'Dow J. Benign prostatic hyperplasia. Part 2-Management. BMJ. 2008 Jan 26;336(7637):206-10.  
                Nix JW, Carson CC. Medical management of benign prostatic hypertrophy. Can J Urol. 2007 Dec;14 Suppl 1:53-7. 
                American Urological Assoc 2006 Kaplan et al. www.auanet.org/guidelines/bph.cfm ;  
                European 2004 Madersbacher et al. http://www.uroweb.org/fileadmin/user_upload/Guidelines/11%20BPH.pdf   
96a.         Singh A, Alter HJ, Littlepage A. A systematic review of medical therapy to facilitate passage of ureteral calculi. Ann Emerg Med. 2007 Nov;50(5):552-63. Epub 2007 Aug 3. Our results suggest that "medical expulsive therapy," using  
                either alpha-antagonists or calcium channel blockers, augments the stone expulsion rate compared to standard therapy for moderately sized distal ureteral stones. This meta-analysis of low-quality studies shows that ureteral stone passage can be enhanced by treating patients  
                with an alpha-blocker such as tamsulosin (Flomax) or the calcium channel blocker nifedipine (Procardia). Better studies may refute these findings, but for now either approach is an option. (LOE = 1a-). 
                Ferre RM et al. Tamsulosin for ureteral stones in the emergency department: A randomized, controlled trial. Ann Emerg Med 2009 Sep; 54:432. (not useful) 
96. Shamliyan TA, Kane RL, Wyman J, Wilt TJ.  Systematic Review: Randomized, Controlled Trials of Nonsurgical Treatments for Urinary Incontinence in Women. Ann Intern Med. 2008 Feb 11; [Epub ahead of print]  
                Society of Obstetricians and Gynaecologists of Canada, Robert M, Ross S, Farrel SA, et all. Conservative management of urinary incontinence. J Obstet Gynaecol Can 2006 Dec;28(12):1113-8. http://www.sogc.org/guidelines/documents/186E-CPG-Decembre2006.pdf  
97. Landefeld CS, Bowers BJ, Feld AD, Hartmann KE, Hoffman E, Ingber MJ, et al.  National Institutes of Health State-of-the-Science Statement: Prevention of Fecal and Urinary Incontinence in Adults. Ann Intern Med. 2008 Feb 11; [Epub ahead of print]. 
98. Wilt TJ, Mac Donald R, Rutks I. Tamsulosin for benign prostatic hyperplasia. Cochrane Database Syst Rev. 2003;(1):CD002081. 
99. Desmopressin monitoring to prevent harm: ISMP bulletin Mar2008: http://infonet.sktnhr.ca/pharmaceutical_services/documents/ISMPCndSafetyBulletin2008-01DDAVP.pdf  
100. Thomas LH, et al. Treatment of urinary incontinence after stroke in adults. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD004462. Data from the available trials are insufficient to guide continence care of adults after stroke. However, there was suggestive evidence that professional input through structured assessment 

and management of care and specialist continence nursing may reduce urinary incontinence and related symptoms after stroke. 
101. Cantrell MA, Bream-Rouwenhorst HR, Steffensmeier A, et al.Intraoperative Floppy Iris Syndrome Associated with {alpha}1-Adrenergic Receptor Antagonists (April). Ann Pharmacother. 2008 Mar 25; [Epub ahead of print] Other alpha1AR antagonists, including terazosin, doxazosin, and alfuzosin, have also been linked to  
             IFIS; however, their relationship to the syndrome is not as definitive. IFIS is a clinical syndrome observed during cataract surgery reported in patients taking systemic alpha1AR antagonists. It has been most strongly linked to use of tamsulosin. Medication washout periods of up to 2 weeks and specific surgical procedures have  
             been attempted to reduce risk of complications from alpha1AR antagonists in the setting of cataract surgery. 
102.    Wilt T, et al. Five-alpha-reductase Inhibitors for prostate cancer prevention. Cochrane Database Syst Rev. 2008 Apr 16;(2):CD007091. 5ARI reduce prostate cancer risk but may increase risk of high-grade disease in men who are undergoing regular screening for prostate cancer using prostate specific antigen & digital  
             rectal examination. Effects are consistent across race, family history and age and possibly 5ARI but were limited to men with baseline PSA values <4.0 ng/mL. 
103.    Chapple CR, Khullar V, Gabriel Z, Muston D, Bitoun CE, Weinstein D. The Effects of Antimuscarinic Treatments in Overactive Bladder: An Update of a Systematic Review and Meta-Analysis. Eur Urol. 2008 Jun 20. [Epub ahead of print] Antimuscarinics are efficacious, safe, and well-tolerated treatments that improve HRQL.  
             Profiles of each drug and dosage differ and should be considered in making treatment choices. 
104. Burgio KL, Kraus SR, Menefee S, et al. Urinary Incontinence Treatment Network. Behavioral therapy to enable women with urge incontinence to discontinue drug treatment: a randomized trial. Ann Intern Med. 2008 Aug 5;149(3):161-9. 
105.   Brubaker L, Nygaard I, Richter HE, et al. Two-year outcomes after sacrocolpopexy with and without burch to prevent stress urinary incontinence. Obstet Gynecol. 2008 Jul;112(1):49-55. The early advantage of prophylactic Burch colposuspension for stress incontinence that was seen at 3 months remains at 2 years. Apical  
            anatomic success rates are high and not affected by concomitant Burch. 
106.    Dimitrakov J, Kroenke K, Steers WD, Berde C, Zurakowski D, Freeman MR, Jackson JL. Pharmacologic management of painful bladder syndrome/interstitial cystitis: a systematic review. Arch Intern Med. 2007 Oct 8;167(18):1922-9. Review. Erratum in: Arch Intern Med. 2007 Dec 10-22;167(22):2452. 
107.    Jacobsen SJ, Cheetham TC, Haque R, Shi JM, Loo RK. Association between 5-alpha reductase inhibition and risk of hip fracture. JAMA. 2008 Oct 8;300(14):1660-4. Exposure to 5-alpha reductase inhibitors was not associated with increased risk of hip fracture. The reduction in risk observed with exposure to 5-alpha  
             reductase inhibitors and the modest increase in risk associated with exposure to alpha-blockers require replication and warrant further investigation. 
108.    Bauer R, Kaufman R, Mian BM. Use of anticholinergic therapy in men. Can J Urol. 2008 Dec;15(6):4359-62. 
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110.    Nickel JC, Krieger JN, McNaughton-Collins M, Anderson RU, Pontari M, Shoskes et al.; Chronic Prostatitis Collaborative Research Network.  Alfuzosin and symptoms of chronic prostatitis-chronic pelvic pain syndrome. N Engl J Med. 2008 Dec 18;359(25):2663-73. Our findings do not support the use of alfuzosin to reduce  
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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 
 



 
 

Vaccine Extras / Q&As  
 

1) Breaking the “cold chain” 
Canadian Guidelines: Refrigerated vaccines should be stored between +2°C and +8°C.  
Frozen vaccines should be stored at -15°C or colder.  Store light sensitive vaccines away 
from light.  Follow manufacturer recommendations for storage & transport.  Administration 
requires someone trained to give im/sc injections. 

 

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

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

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

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

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

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

changing noted on the device. 
 

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

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

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

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

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

 

Further information: available from the Public Health Agency of Canada’s Website. 
References:   

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

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

  

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

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

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

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

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

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

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

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

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

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

3)  Breastfeeding and Vaccinations:  Immunizations for actively breastfeeding women are considered safe, with 
the exception of smallpox vaccine and yellow fever, by both the CDC and the American academy of pediatrics.  
Breastfeeding does not appear to influence the maternal immune response.  Vaccines do not appear to affect 
the safety of breast milk for infants.10,11 

 

See www.RxFiles.ca for more information on our  

academic detailing service, newsletters, charts &  

RxFiles Drug Comparison Charts – 7th Ed. book.
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         Saskatchewan Ministry of Health Funded Vaccines Other Than Routine Childhood Immunizations (Table 9-2) 
 Eligibility Criteria for Those at Increased Risk [Excerpted from Saskatchewan Immunization Manual (Section: 9-20; Revised June 2008)] 

    

Criteria H.  influenzae b 
(Hib) 

Hepatitis  
A 
(HA) 

Hepatitis 
 B 
(HB) 

Influenza 
(Inf) 

Meningococcal 
Conjugate (Men-C) 
&/or Polysaccharide 
(Men-P) 

MMR Pneumococcal 
conjugate (Pneu-C-7) 
&/or polysaccharide 
(Pneu-P-23) 

Tetanus  
Diphtheria 
(Td) 

Rabies 
(Rab) 

Vari-
cella 
(Var) 

Age >65 years     

X    

X1    

All adults – every 10 years         

X   

Alcoholism     

X    

X1    

Anemia     

X       

Animal bites         

X10  
 

X10  

Children 6-23 months of age     
X 

      

Children 12 months to 18 years on 
chronic ASA therapy 

          
X4 

Children 6 months to 18 years on 
chronic ASA therapy 

    
X 

      

Children under 7 years of age 
whose families have immigrated to 
Canada from regions of high 
Hepatitis B prevalence 

   
X 

       

Children aged 1-15 years living in 
Northern Health Regions or on 
reserve in Saskatchewan  

  
 

X2 

   
 
 
 

     

Chronic Cerebrospinal fluid leak     
 

   
X 

   

Chronic cardiorespiratory disease 
(including bronchopulmonary 
dysplasia, and asthma) requiring 
regular medical follow-up or 
hospital care 

    
 
 
 

X 

      

Chronic cardiorespiratory disease, 
especially cyanotic congenital HD, 
cardiac failure, bronchopulmonary 
dysplasia, excluding asthma unless 
on oral corticosteroid therapy 

       
X 

   

Chronic liver disease, regardless of 
cause, including cirrhosis 

  
X 

 
X 

 
X 

   
X1 

   

Chronic metabolic disease     
X 

      

Chronic renal failure from nephrotic 
syndrome 

 
 

  
X 

 
X 

   
X 

   
X4 

Cochlear implant recipients   
X 

    
X 

  
X 

   

Complement, properidin and factor 
D deficiency 

     
X 

     

Cystic Fibrosis     
X 

   
X 

   
X4 

Diabetes     
X 

   
X 

   

Predialysis, peritoneal, and 
hemodialysis 

   
 

X 

 
 

X 

   
 

X 

   
 

X4 

Hemoglobinopathy     
X 

   
X 

   

Hemophilia   
X 

 
X 

       

Hepatitis A household and intimate 
social contacts as recommended by MHO 

  
X 

        

Hepatitis B household contacts, 
who are non immune, including 
child care settings 

   
X 

       

Hepatitis C, if hepatitis A and/or B 
non-immune 

  
X 

 
X 

       

HIV infection  
X 

 
X7 

 
X7 

 
X 

  
X4 

 
X 

   
X4 

Humoral Immune System 
Deficiencies: 
- disorders of antibody    
 production or function 
- lymphoreticular malignancies 
- hematopoetic malignancies 
- antibody dyscrasias 
- protein wasting syndromes 

 
X 

   
X 

 
 

  
X 

   



Criteria H.  influenzae b 
(Hib) 

Hepatitis  
A 
(HA) 

Hepatitis 
 B 
(HB) 

Influenza 
(Inf) 

Meningococcal 
Conjugate (Men-C) 
&/or Polysaccharide 
(Men-P) 

MMR Pneumococcal 
conjugate (Pneu-C-7) 
&/or polysaccharide 
(Pneu-P-23) 

Tetanus  
Diphtheria 
(Td) 

Rabies 
(Rab) 

Vari-
cella 
(Var) 

Immunosuppression for therapy or 
underlying disease (e.g. cancer, 
Hodgkin’s disease, leukaemia, 
lymphoma, myelodysplasias, 
congenital immune deficiency) 

 
X 

   
X 

   
X 

   

Infants of HBsAg+ mothers    
X11 

       

Infants born to women at increased 
risk for hepatitis B infection (i.e. 
injection drug users) whose 
infectious status is unknown or 
negative at time of delivery 

   
 
 
 

X12 

       

Injection drug users (street drugs) 
and their sexual 
partners/household contacts 

   
X 

     
X 

  

Meningococcal disease  - 
household and intimate social 
contacts to a case, as 
recommended by MHO 

     
 

X 

     

Percutaneous (needle stick) or high 
risk mucosal exposure  

   
X 

     
X  

  

Pregnancy     
X 

      

Rubella non-immune women, 
unless previously received at least 
2 doses (see Section 3-75) 

      
X 

    

Residents of institutions for the 
developmentally challenged 

   
X13 

       

Residents of special care homes 
and other chronic care facilities 

    
X 

   
X1 

   

Sexual assault victims    
X 

       

Sexual partners of HBsAg positive 
persons 

   
X 

       

Sexual partners-multiple    
X 

       

Spleen: 
- Asplenia, functional or anatomic, 
or 
- Hyposplenia due to (sickle cell 
 anemia, thalassemia major, 
 essential thrombocytopenia, 
 celiac disease and 
 inflammatory bowel disease) 

 
X5 

   
X 

 
X6 

  
X 

   

Transplant recipients – bone marrow, 
solid organs, stem cell transplants3 

(see section 3–85 & 3-90) 

 
X4 

 
X8 

 
X8 

 
X 

 
X8 

 
X4 

 
X 

 
X8 

  
X4 

Wound management         
X9 

  

 
 

Footnotes 
1 Applies only to pneumococcal polysaccharide vaccine (23 valent). 
2 Recommended for children living in the northern health regions or on reserve in Saskatchewan (Creighton, Air Ronge, La Ronge excluded from the program). The first dose is given at 1 year of age with a second 

dose at 18 months. It is also acceptable to provide the first dose at 18 months with the second dose at 2 years of age. Children who received an initial dose as part of this program should receive their 2nd dose 
regardless of their place of residence. Children who were eligible for immunization when this program started in 1997 are eligible until they turn 15 years of age.  

3 Transplant recipients also may receive a repeat series of routine childhood vaccines, as recommended by the medical centre where they received the transplant and following consultation with an MHO. 
4 Only given following consultation with MHO. (Medical Health Officer) 
5 Vaccination with the age-appropriate primary series should be completed (if not already completed) for all children < 5 years with asplenia. One dose of Hib vaccine is recommended for all asplenic individuals > 5 

years of age regardless of previous Hib immunization 
6 Eligible for both conjugate vaccine products:  Men – C and Men – P.   
7 Only men who have sex with men and IDU (Intravenous drug user)  
8 Use if indicated based on recommendation from Transplant Physician/Team and MHO (Medical Health Officer) 
9 Refer to Section 8-30  
10 Refer to Section 8-35 
11 Initiate at birth with HBIG 
12 Initiate at 2 months of age 
13  Routine blood work prior to immunization of residents is not indicated 
                                                                                          
     
    Canadian Immunization Guide (CIG), 7th Edition, 2006.  

Epidemiology and Prevention of Vaccine-Preventable Diseases, January 2007. 
Travel and Routine Immunizations. A Practical Guide for the Medical Office 2007-2008.
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Extras:  
�External Genital Warts (EGW) - adult: caused by human papilloma virus (HPV) especially types 6 & 11; Tx  options : 1) Imiquimod 5% cream Apply HS 3x/week; 2) Podofilox 0.5% soln Apply BID x3 days, then no tx x4 days; repeat 

cycle up to 3x.; 3) Cryotherapy Physician to apply liquid nitrogen q1-2 weeks for maximum 8 weeks; 4)Podophyline 10-25% resin in tincture of benzoin Apply small amount, allow to dry, repeat weekly if necessary (may wash resin off after 1-4hrs application;   
      5) Trichloroacetic acid 80-90% in 70% alcohol Apply small amount to warts, allow to dry, repeat weekly if necessary (5% EMLA cream pre-application may be used to ↓ burning;  6) Laser tx;  7) Surgical removal. 
�Impetigo: [Retapamulin Altargo topical USA: for impetigo if resistance] 

Conjunctivitis: 85% viral in adults. Suggest antibiotics if there's no improvement within 5 days or sooner (if the school or daycare requires treatment to come back). Handwashing important to help prevent spread. Bacterial 
infections are infectious for 24-48 hours after ABX initiation, viral are infectious until the eye clears. Consider washing contact case and replacing contacts if disposable, replace bottle of eye drops if any are used (eg glaucoma). 
Bacterial=Purulent discharge, swelling of the eye, and a burning sensation, usually persisting throughout the day, red or pink colour of the eye and pts often complain of waking up with eyes “glued shut”. Red flag sx: a great deal 
of discomfort and pain, changes in vision, nausea, vomiting, or severe headache, eyelid edema, severe, continuous, copious, purulent discharge or whose symptoms have persisted for longer than 72 hours should be examined 
by a medical practitioner. A mild, watery discharge, with itching associated with a concurrent upper respiratory infection signals viral-if only one eye affected, other eye becomes involved in half of the cases. Corticosteroid 
eyedrops may quickly relieve symptoms, but should be avoided as they can worsen or mask accompanying conditions such as herpetic keratitis. 

Pharyngitis: Fusobacterium necrophorum just as common as GAS (~10%) in ages 15-24 and can cause Lemierre syndrome, a life-threatening condition. ABX tx can shorten symptom duration by ~16 hours. 
 
AOM: Prophylactic tx no longer recommended 
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108. Moran GJ, et al. EMERGEncy ID Net Study Group. Methicillin-resistant S. aureus infections among patients in the emergency department. N Engl J Med. 2006 Aug  
        17;355(7):666-74. (InfoPOEMs: Methicillin-resistant Staphylococcus aureus (MRSA) is the most common bacteria isolated from purulent skin and soft-tissue infections. It is  
        most sensitive to trimethoprim-sulfamethoxazole, rifampin, clindamycin, and tetracycline. (LOE = 1b) )  
109. Dhalla IA, et al. Are broad-spectrum fluoroquinolones more likely to cause Clostridium difficile-associated disease? Antimicrob Agents Chemother. 2006 Sep;50(9):3216-9.  
110. Clegg HW, et al. Treatment of streptococcal pharyngitis with once-daily compared with twice-daily amoxicillin: a noninferiority trial. Pediatr Infect Dis J. 2006Sep;25(9):761-7.  
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112. Bergman M, et al. Macrolide and Azithromycin Use Are Linked to Increased Macrolide Resistance in Streptococcus pneumoniae. Antimicrob Agents Chemother. 2006 Aug 28;  
       [Epub ahead of print]  
113. Spiro DM, et al. Wait-and-see prescription for the treatment of acute otitis media: a randomized controlled trial. JAMA. 2006Sep13;296(10):1235-41. (InfoPOEMs:A wait-and- 
       see approach of asking parents of children given a diagnosis of acute otitis media (AOM) in the emergency department to delay filling a prescription significantly reduces  
       unnecessary antibiotic use. Parents of children in the delayed group reported otalgia slightly, if any, more often than the parents of children in the standard group. All parents  
       received explicit instructions to provide both ibuprofen & otic analgesic drops to their kids. Children in the standard treatment group were more likely to have diarrhea.(LOE = 1b))  
114. Hasin T, et al. Postexposure treatment with doxycycline for the prevention of tick-borne relapsing fever. N Engl J Med. 2006 Jul 13;355(2):148-55. (InfoPOEMs: Doxycycline at  
        an initial dose of 200 mg followed by 4 days of 100 mg daily effectively prevents tick-borne relapsing fever (TBRF) in patients in a TBRF-endemic area who have evidence of a  
        tick bite. (LOE = 1b)  ) 
115. Mangione-Smith R, et al. Ruling out the need for antibiotics: are we sending the right message? Arch Pediatr Adolesc Med. 2006 Sep;160(9):945-52.  
116. Poehling KA, et al. Invasive pneumococcal disease among infants before and after introduction of pneumococcal conjugate vaccine. JAMA. 2006 Apr 12;295(14):1668-74.  
117. Kyaw MH, et al. Active Bacterial Core Surveillance of the Emerging Infections Program Network.   Effect of introduction of the pneumococcal conjugate vaccine on drug- 
        resistant Streptococcus pneumoniae. N Engl J Med. 2006 Apr 6;354(14):1455-63. Erratum in: N Engl J Med. 2006 Aug 10;355(6):638.  
118. Ross JD, et al. Moxifloxacin versus ofloxacin plus metronidazole in uncomplicated pelvic inflammatory disease: results of a multicentre, double-blind, randomised trial. 
        Sex Transm Infect. 2006 Jun 28; [Epub ahead of print]  
119. Miller KE. Diagnosis and treatment of Neisseria gonorrhoeae infections. Am Fam Physician. 2006 May 15;73(10):1779-84.  
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122. Everitt HA, Little PS, Smith PW.  A randomised controlled trial of management strategies for acute infective conjunctivitis in general practice. BMJ. 2006 Aug  
        12;333(7563):321. Epub 2006 Jul 17. (InfoPOEMs: Treatment with an antibiotic, either immediately or after 3 days without symptom improvement, shortened the duration of  
        acute conjunctivitis but did not decrease the severity of symptoms. Delaying the antibiotic reduced the need for antibiotics by almost 50% with similar symptom control and no  
        more repeat visits than immediate antibiotic use. These results were the same for conjunctivitis with and without an identified bacterial cause. (LOE = 1b))  
123. Dohar J, et al. Topical Ciprofloxacin/Dexamethasone Superior to Oral Amoxicillin/Clavulanic Acid in Acute Otitis Media With Otorrhea Through Tympanostomy Tubes.  
        Pediatrics. 2006 Jul 31; [Epub ahead of print]  
124. Camilleri M.  Clinical practice. Diabetic gastroparesis. N Engl J Med. 2007 Feb 22;356(8):820-9. 
125. CDC: Fluoroquinolones No Longer Recommended for Treatment of Gonococcal Infections MMWR April 2007 http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5614a3.htm  
        (Pharmacist’s Letter. May 2007. Fluoroquinolones no longer recommended for Gonococcal infections.)           
126. April/07 NEJM: In the face of Congressional subpoenas and unfavorable publicity, reviewers at the FDA were warned at a June 2006 meeting by Andrew von Eschenbach, then the  
        acting FDA commissioner, not to discuss Ketek outside the agency. By this time, 23 cases of acute severe liver injury and 12 cases of acute liver failure, 4 of them fatal, had been  
        linked to Ketek. By the end of 2006, Ketek had been implicated in 53 cases of hepatotoxic effects. The FDA did not relabel Ketek to indicate its possible severe hepatotoxicity until  
        16 months after the first liver-failure cases became public. The withdrawal of approval for two indications, acute bacterial sinusitis and acute exacerbation of chronic bronchitis, for  
        which Ketek's efficacy had never been demonstrated, did not occur until February 12, 2007 — only a day before the Congressional hearing on Ketek.  
127. Wilson W, Taubert KA, Gewitz M, et al. Prevention of infective endocarditis guidelines from the American Heart Association. A guideline from the American Heart Association  
        Rheumatic Fever, Endocarditis, and Kawasaki Disease Committee, Council on Cardiovascular Disease in the Young, and the Council on Clinical Cardiology, Council on  
        Cardiovascular Surgery and Anesthesia, and the Quality of Care and Outcomes Research Interdisciplinary Working Group. Circulation 2007.               
        DOI:10.1161/CIRCULATIONAHA.106.183095. Available at: http://circ.ahajournals.org. (see also Pharmacist’s Letter. May 2007. Guidelines for infective endocarditis.  
        Recommended if: artificial heart valve, history of infective endocarditis, specific congenital heart conditions, or if a heart transplant that develops a problem in a heart valve) 
       American Academy of Pediatric Dentistry Clinical Affairs Committee, American Academy of Pediatric Dentistry Council on Clinical Affairs. Guideline on antibiotic prophylaxis for  
       dental patients at risk for infection. Pediatr Dent 2008-2009;30(7 Suppl):215-8. http://www.aapd.org/media/Policies_Guidelines/G_AntibioticProphylaxis.pdf  
128. Medical Letter: Treatment Guidelines. Choice of Antibacterial Drugs. May 2007. 
129. Health Canada Sept/07 Sanofi-aventis Canada, Inc. is informing Canadians that the antibiotic Ketek (telithromycin), should no longer be used to treat sinusitis, bronchitis, tonsillitis  
        or pharyngitis. Ketek can still be used to treat certain types of pneumonia. (only for CAP) 
130. Dimopoulos G, Siempos II, Korbila IP, et al. Comparison of first-line with second-line antibiotics for acute exacerbations of chronic bronchitis: a metaanalysis  



        of randomized controlled trials. Chest. 2007 Aug;132(2):447-55. Epub 2007 Jun 15. Compared to first-line antibiotics, second-line antibiotics are more effective, but not less safe,  
        when administered to patients with AECB. 
131. Pichichero ME, Casey JR. Emergence of a multiresistant serotype 19A pneumococcal strain not included in the 7-valent conjugate vaccine as an otopathogen in children. JAMA.  
        2007 Oct 17;298(15):1772-8. In the years following introduction of PCV7, a strain of S pneumoniae has emerged in the United States as an otopathogen that is resistant to all FDA- 
        approved antibiotics for treatment of AOM in children. 
132. Petersen I, Johnson AM, Islam A, Duckworth G, Livermore DM, Hayward AC.  Protective effect of antibiotics against serious complications of common respiratory tract infections:  
        retrospective cohort study with the UK General Practice Research Database. BMJ. 2007 Oct 18; [Epub ahead of print] Antibiotics are not justified to reduce the risk of serious  
        complications for upper respiratory tract infection, sore throat, or otitis media. Antibiotics substantially reduce the risk of pneumonia after chest infection, particularly in  
        elderly people in whom the risk is highest. 
133. Ramakrishnan K, Sparks RA, Berryhill WE. Diagnosis and treatment of otitis media. Am Fam Physician. 2007 Dec 1;76(11):1650-8.  
134. Slapak I, Skoupá J, et al Efficacy of isotonic nasal seawater wash in the treatment & prevention of rhinitis in children. Arch Otolaryngol Head Neck Surg. 2008 Jan;134(1):67-74. 
135. Monaghan T, Boswell T, Mahida YR. Recent advances in Clostridium difficile-associated disease. Gut. 2008 Feb 5; [Epub ahead of print] 
136. Young J, De Sutter A, Merenstein D, et al. Antibiotics for adults with clinically diagnosed acute rhinosinusitis: a meta-analysis of individual patient data. Lancet. 2008 Mar  
        15;371(9616):908-14. Common clinical signs and symptoms cannot identify patients with rhinosinusitis for whom treatment is clearly justified. Antibiotics are not justified even if a  
        patient reports symptoms for longer than 7-10 days. 
137. Williamson IG, Rumsby K, Benge S, et al. Antibiotics and topical nasal steroid for treatment of acute maxillary sinusitis: a randomized controlled trial. JAMA. 2007 Dec  
         5;298(21):2487-96. Neither an antibiotic nor a topical steroid alone or in combination was effective as a treatment for acute sinusitis in the primary care setting. 
138. Karageorgopoulos DE, Giannopoulou KP, Grammatikos AP, et al. Fluoroquinolones compared with beta-lactam antibiotics for the treatment of acute bacterial sinusitis: a meta- 
        analysis of randomized controlled trials. CMAJ. 2008 Mar 25;178(7):845-54. In the treatment of acute bacterial sinusitis, newer fluoroquinolones conferred no benefit over beta- 
        lactam antibiotics. The use of fluoroquinolones as first-line therapy cannot be endorsed. 
139. Rajendran PM, Young D, Maurer T, Chambers H, Perdreau-Remington F, Ro P, Harris H. randomized, double-blind, placebo-controlled trial of cephalexin for treatment of 
        uncomplicated skin abscesses in a population at risk for community-acquired methicillin-resistant Staphylococcus aureus infection. Antimicrob Agents Chemother. 2007  
        Nov;51(11):4044-8. Epub 2007 Sep 10. Simply incising and draining a superficial skin abscess is sufficient treatment and results in a very high cure rate. Adding a beta-lactam  
        antibiotic does not improve outcomes. This is not the final word on this subject -- it is possible, although unlikely, that use of an antibiotic effective against community-acquired  
        methicillin resistant staph aureus (CA-MRSA) would have increased the cure rate, or that this result may not apply in populations with a lower rate of CA-MRSA -- but it supports  
        the increasingly common practice of not prescribing antibiotics following incision and drainage of a superficial skin abscess. (LOE = 1b-) 
140. Lennon DR et al. Once-daily Amoxicillin vs Twice-daily Penicillin V in Group A {beta}-Hemolytic Streprococcus Pharyngitis. Arch Dis Child. 2008 Mar 12; [Epub ahead of  
        print] This adequately-powered study, once-daily oral amoxicillin is not inferior to twice-daily penicillin V for the treatment & eradication of GABHS in children with pharyngitis. 
141. Ahovuo-Saloranta A, Borisenko OV, Kovanen N, Varonen H, Rautakorpi UM, Williams JW Jr, Mäkelä M. Antibiotics for acute maxillary sinusitis. Cochrane Database Syst Rev.  
        2008 Apr 16;(2):CD000243. Antibiotics have a small treatment effect in patients with uncomplicated acute sinusitis in a primary care setting with symptoms for more than seven  
        days. However, 80% of participants treated without antibiotics improve within two weeks. Clinicians need to weigh the small benefits of antibiotic treatment against the potential for  
        adverse effects at both the individual and general population level. 
142. Pennesi M, et al. Is antibiotic prophylaxis in children with vesicoureteral reflux effective in preventing pyelonephritis and renal scars? A randomized, controlled trial. Pediatrics.  
        2008 Jun;121(6):e1489-94. Epub 2008 May 19.   Continuous antibiotic prophylaxis was ineffective in reducing the rate of pyelonephritis recurrence and the incidence of renal  
        damage in children who were younger than 30 months and had vesicoureteral reflux grades II through IV. 
143. Nishimura RA, Carabello BA, Faxon DP, Freed MD, Lytle BW, O'Gara PT, O'Rourke RA, Shah PM. ACC/AHA 2008 Guideline update on valvular heart disease: focused update  
        on infective endocarditis: a report of the American College of Cardiology/American Heart Association Task Force on Practice Guidelines endorsed by the Society of  
        Cardiovascular Anesthesiologists, Society for Cardiovascular Angiography and Interventions, and Society of Thoracic Surgeons.J Am Coll Cardiol. 2008 Aug 19;52(8):676-85. 
144. Rosenfeld RM, Andes D, Bhattacharyya N, et al. Clinical practice guideline: adult sinusitis. Otolaryngol Head Neck Surg. 2007 Sep;137(3 Suppl):S1-31. 
145. Haider BA, Saeed MA, Bhutta ZA. Short-course versus long-course antibiotic therapy for non-severe community-acquired pneumonia in children aged 2 months to 59 months.  
        Cochrane Database Syst Rev. 2008 Apr 16;(2):CD005976. The evidence of this review suggests that a short course (three days) of antibiotic therapy is as effective as a longer  
        treatment (five days) for non-severe pneumonia in children under five years of age. 
146. Pegler S, Healy B. In patients allergic to penicillin, consider second and third generation cephalosporins for life threatening infections. BMJ. 2007 Nov 10;335(7627):991. 
147. Kelly CP, LaMont JT. Clostridium difficile--more difficult than ever. N Engl J Med. 2008 Oct 30;359(18):1932-40. 
148. Muzi F, Gravante G, Tati E, Tati G. Fluoroquinolones-induced tendinitis and tendon rupture in kidney transplant recipients: 2 cases and a review of the literature. 
        Transplant Proc. 2007 Jun;39(5):1673-5. 
149. Chalasani N et al. for the Drug Induced Liver Injury Network (DILIN). Causes, clinical features, and outcomes from a prospective study of drug-induced liver injury in the United  
        States. Gastroenterology 2008 Dec; 135:1924. The most commonly implicated drug classes were antibiotics (46% of cases) and central nervous system agents, such as antiseizure or  
        psychotropic drugs (15%). The most commonly implicated single agent was amoxicillin/clavulanate (23 cases); nitrofurantoin, isoniazid, and trimethoprim/sulfamethoxazole were  
        implicated in 13 cases each. 
150. Thompson PL, Gilbert RE, Long PF, Saxena S, Sharland M, Wong IC.  Effect of antibiotics for otitis media on mastoiditis in children: a retrospective cohort study using the United  



        kingdom general practice research database. Pediatrics. 2009 Feb;123(2):424-30. 
151. Ota KV, Jamieson F, Fisman DN, et al. Prevalence of and risk factors for quinolone-resistant Neisseria gonorrhoeae infection in Ontario. CMAJ. 2009 Feb 3;180(3):287-90. During  
         2006 in Ontario, 28% of N. gonorrhoeae isolates were resistant to quinolones. Infections in heterosexual men appear to have contributed significantly to the quinolone resistance  
         rate. Medical practitioners should be aware of the widespread prevalence of quinolone-resistant N. gonorrhoeae and avoid quinolone use for empiric therapy. 
152. Gerber M, Baltimore R, Eaton C, et al. Prevention of rheumatic fever and diagnosis and treatment of acute streptococcal pharyngitis. American Heart Association (AHA)  
        Rheumatic Fever, Endocarditis, and Kawasaki Disease Committee of the Council on Cardiovascular Disease in the Young, the Interdisciplinary Council on Functional Genomics &  
        Translational Biology, & Interdisciplinary Council on Quality of Care & Outcomes Research. Circulation. 2009; DOI: 10.1161/CIRC-AHA.109.191959. 
153. Choby BA. Diagnosis and treatment of streptococcal pharyngitis. Am Fam Physician. 2009 Mar 1;79(5):383-90. 
154. Kelly CP.  A 76-year-old man with recurrent Clostridium difficile-associated diarrhea: review of C. difficile infection. JAMA. 2009 Mar 4;301(9):954-62. Epub 2009 Feb 3. 
155. Nduba VN, Mwachari CW, Magaret AS, et al. Placebo found equivalent to amoxicillin for treatment of acute bronchitis in Nairobi, Kenya: a triple blind, randomised, equivalence  
        trial. Thorax. 2008 Nov;63(11):999-1005. Epub 2008 Jun 17. Amoxicillin is not effective for acute productive bronchitis, even in patients with HIV infection. (LOE = 1b) 
156. Dupont HL. Systematic review: the epidemiology and clinical features of travellers' diarrhoea. Aliment Pharmacol Ther. 2009 Apr 21. 
157. Hwang PH. A 51-year-old woman with acute onset of facial pressure, rhinorrhea, and tooth pain: review of acute rhinosinusitis. JAMA. 2009 May 6;301(17):1798-807.  
158. Noblett SE, Welfare M, Seymour K. The role of surgery in Clostridium difficile colitis. BMJ. 2009 May 6;338:b1563. doi: 10.1136/bmj.b1563. 
159. Leffler DA, Lamont JT. Treatment of Clostridium difficile-associated disease.  Gastroenterology. 2009 May;136(6):1899-912. Epub 2009 May 7. 
160. Butler C C, Hood K, Verheij T, et al. Variation in antibiotic prescribing and its impact on recovery in patients with acute cough in primary care: prospective study in 13 countries.  
        BMJ  2009;338:b2242, doi: 10.1136/bmj.b2242 (Published 23 June 2009)  
161. Bezáková N, et al. Recurrence up to 3.5 years after antibiotic treatment of acute otitis media in very young Dutch children: survey of trial participants. BMJ. 2009 Jun  
        30;338:b2525. doi: 10.1136/bmj.b2525. 
162. Aspinall SL, Good CB, et al. Severe Dysglycemia with the Fluoroquinolones: A Class Effect? Clin Infect Dis. 2009 Jun  22. [Epub ahead of print] The odds of severe hypo-  
        and hyperglycemia were significantly greater with gatifloxacin and levofloxacin, but not ciprofloxacin, than with azithromycin. Thus, the risk of a clinically relevant dysglycemic  
        event appears to vary among the fluoroquinolones. 
163. Oduyebo OO, Anorlu RI, et al. The effects of antimicrobial therapy on bacterial vaginosis in non-pregnant women. Cochrane Database Syst Rev. 2009 Jul 8;(3):CD006055. 
164. Oehler RL, Velez AP, Mizrachi M, Lamarche J, Gompf S. Bite-related and septic  syndromes caused by cats and dogs. Lancet Infect Dis. 2009 Jul;9(7):439-47. 
165. Raja AS, et al. The use of penicillin skin testing to assess the prevalence of penicillin allergy in an emergency department setting. Ann Emerg Med. 2009 Jul;54(1):72-7.  
166. Grijalva Carlos G.; Nuorti J. Pekka; et al. Antibiotic Prescription Rates for Acute Respiratory Tract Infections in US Ambulatory Settings. JAMA. 2009;302(7):758-766. 
167. Kwong JC, Maaten S, Upshur RE, Patrick DM, Marra F. The effect of universal influenza immunization on antibiotic prescriptions: an ecological study. Clin Infect Dis. 2009 Sep  
        1;49(5):750-6.  Universal influenza immunization is associated with reduced influenza-associated antibiotic prescriptions. 
168. Lynch Michael F.; Blanton Elizabeth M.; Bulens Sandra; et al. Typhoid Fever in the United States, 1999-2006 JAMA. 2009;302(8):859-865. Infection with antimicrobial-resistant  
        S Typhi strains among US patients with typhoid fever is associated with travel to the Indian subcontinent, and an increasing proportion of these infections are due to S Typhi strains  
        with decreased susceptibility to fluoroquinolones. 
169. Schuetz Philipp; Christ-Crain Mirjam; Thomann Robert; et al.; for the ProHOSP Study Group. Effect of Procalcitonin-Based Guidelines vs Standard Guidelines on Antibiotic Use  
        in Lower Respiratory Tract Infections: The ProHOSP Randomized Controlled Trial. JAMA. 2009;302(10):1059-1066. 
170. Forgie S, Zhanel G, RobinsonJ; Canadian Paediatric Society (CPS). Management of acute otitis media. Paediatr Child Health 2009;14(7):457-60. 
171. Crider Krista S.; Cleves Mario A.; Reefhuis Jennita; et al. Antibacterial Medication Use During Pregnancy and Risk of Birth Defects: National Birth Defects Prevention Study.  
        Arch Pediatr Adolesc Med. 2009;163(11):978-985.  
172. Centor RM. Expand the pharyngitis paradigm for adolescents and young adults. Ann Intern Med. 2009 Dec 1;151(11):812-5. 
173. Lowy, IM, DC., Leav, BA., et al. Treatment with Monoclonal Antibodies against Clostridium difficile Toxins.N Engl J Med 2010 362: 197-205. 
174. Patel RA, Gallagher JC. Drug Fever. Pharmacotherapy. 2010 Jan;30(1):57-69. 
175. Shannon-Lowe J, Matheson N J, Cooke F J, Aliyu S H. Prevention and medical management of Clostridium difficile infection. BMJ  2010;340:c1296, doi: 10.1136/bmj.c1296  
176. Jarlier Vincent; Trystram David; Brun-Buisson Christian; et al.; for the Collegiale de Bacteriologie-Virologie-Hygiene des Hopitaux Universitaires de l'Ile de France Curbing  
        Methicillin-Resistant Staphylococcus aureus in 38 French Hospitals Through a 15-Year Institutional Control Program. Arch Intern Med. 2010;170(6):552-559.  
 
  
 

 
                                                           
i D'Souza AL, Rajkumar C, Cooke J, Bulpitt CJ. Probiotics in prevention of antibiotic associated diarrhoea: meta-analysis. BMJ. 2002;324:1361. 
  Clarification: Saccharomyces cerevisiae (including S boulardii) 
ii McFarland LV. Meta-analysis of probiotics for the prevention of antibiotic associated diarrhea & treatment of Clostridium difficile disease. Am J Gastroenterol. 2006 Apr;101(4):812-22. (see also Pharmacist’s Letter July’06 and Zocco MA, et al. Efficacy of Lactobacillus GG in maintaining 
remission of ulcerative colitis. Aliment Pharmacol Ther. 2006 Jun 1;23(11):1567-74. InfoPOEMs: Lactobacillus rhamnosus GG (LGG) was as effective as a mesalazine product in preventing recurrence in patients with ulcerative colitis. However, the study was unblinded and a confirmatory study 
would be helpful. (LOE = 1b-) ).( Sazawal S, Hiremath G, Dhingra U, Malik P, Deb S, Black RE.  Efficacy of probiotics in prevention of acute diarrhoea: a meta-analysis of masked, randomised, placebo-controlled trials. Lancet Infect Dis. 2006 Jun;6(6):374-82. InfoPOEMs:  Probiotics reduce the 
risk of antibiotic-associated diarrhea and other types of acute diarrhea, but not the risk of traveler's diarrhea, in both children and adults. The protective effect does not vary among different probiotic strains nor by mode of delivery. (LOE = 1a).  



                                                                                                                                                                                                                                                                                                         
(Hickson M, D'Souza AL, Muthu N, et al.  Use of probiotic Lactobacillus preparation to prevent diarrhoea associated with antibiotics: randomised double blind placebo controlled trial. BMJ. 2007 Jun 29; [Epub ahead of print] Consumption of a probiotic drink containing L casei, L bulgaricus, and 
S thermophilus can reduce the incidence of antibiotic associated diarrhoea and C difficile associated diarrhoea. This has the potential to decrease morbidity, healthcare costs, and mortality if used routinely in patients aged over 50.) (Canani RB, Cirillo P, Terrin G, Cesarano L, Spagnuolo MI, De  
Vincenzo A, Albano F, Passariello A, De Marco G, Manguso F, Guarino A. Probiotics for treatment of acute diarrhoea in children: randomised clinical 
trial of five different preparations. BMJ. 2007 Aug 18;335(7615):340. Epub 2007 Aug 9. One day after the first probiotic administration, the daily number of stools was significantly lower (P<0.001) in children who received L rhamnosus strain GG and in those who received the probiotic mix than 
in the other groups. Not all commercially available probiotic preparations are effective in children with acute diarrhoea.)( Medical Letter. Probiotics. Aug 13,2007.) 
Besselink MG, van Santvoort HC, et al.; Dutch Acute Pancreatitis Study Group. Probiotic prophylaxis in predicted severe acute pancreatitis: a randomised, 
double-blind, placebo-controlled trial. Lancet. 2008 Feb 23;371(9613):651-9. Epub 2008 Feb 14. In patients with severe pancreatitis, probiotics were no more effective than placebo in preventing infectious complications. Furthermore, there were significantly more deaths in patients receiving 
probiotics. One would only need to administer probiotics to 11 patients to have 1 extra death. (LOE = 1b) Beausoleil M, Fortier N, Guénette S, L'ecuyer A, Savoie M, Franco M, Lachaine J, Weiss K. Effect of a fermented milk combining Lactobacillus acidophilus Cl1285 and Lactobacillus casei 
in the prevention of antibiotic-associated diarrhea: a randomized, double-blind, placebo-controlled trial. Can J Gastroenterol. 2007 Nov;21(11):732-6. The daily administration of a lactobacilli-fermented milk was safe and effective in the prevention of antibiotic-associated diarrhea in hospitalized 
patients. 
Kukkonen K, Savilahti E, Haahtela T, Juntunen-Backman K, Korpela R, Poussa T, Tuure T, Kuitunen M. Long-term safety and impact on infection rates of  
postnatal probiotic and prebiotic (synbiotic) treatment: randomized, double-blind, placebo-controlled trial. Pediatrics. 2008 Jul;122(1):8-12. Administering probiotics to newborns for 6 months is safe but does not reduce colic. The probiotics produced a decrease in antibiotic use and a decrease in 
respiratory infections in the 18 months following the course of administration, but both effects were small. (LOE = 1b) 
Conen Anna, Zimmerer Stefan, Frei Reno, Et al. A Pain in the Neck: Probiotics for Ulcerative Colitis. Ann Intern Med December 15, 2009 151:895-897. 
Tung JM, Dolovich LR, Lee CH. Prevention of Clostridium difficile infection with Saccharomyces boulardii: A systematic review. Can J Gastroenterol. 2009 Dec;23(12):817-21. 
iii Roden DM. Drug-induced prolongation of the QT interval. N Engl J Med. 2004 Mar 4;350(10):1013-22.  
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Extras 
Combos to Avoid: Early virologic failure: abacavir + lamivudine (or emtricitabine) + tenofovir ; didanosine + lamivudine (or emtricitabine) + tenofovir; didanosine + tenofovir + NNRTI;  emtricitabine(or 
lamivudine) + tenofovir + nevirapine68;  didanosine + emtricitabine(lamivudine) + atazanavir 
          ↑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)69 or indinavir (will maintain hormone levels) 
 

{Refractory large volume diarrhea, HIV related: octreotide (50-500mcg sc tid)$$$ }70,71 
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WEBSITES & Updates: 
Update: Influenza Activity --- United States, September 28--November 29, 2008 
During September 28--November 29, 2008, influenza activity remained low in the United States. Of the few influenza viruses characterized thus far this season, most are 
antigenically related to the strains included in the 2008--09 influenza vaccine. Oseltamivir-resistant influenza A (H1N1) viruses have been detected, but currently available data are 
insufficient to predict their prevalence for the 2008--09 season. This report summarizes U.S. influenza activity* since the last update (1) and reviews new influenza vaccine 
recommendations for the current season. During September 28--November 29, 2008, approximately 150 World Health Organization (WHO) and National Respiratory and Enteric 
Virus Surveillance System collaborating laboratories in the United States tested 24,657 respiratory specimens for influenza viruses; 365 (1.5%) were positive (Figure 1). Of these, 282 
(77.3%) were influenza A viruses, and 83 (22.7%) were influenza B viruses. One hundred twenty-eight (45.4%) of the 282 influenza A viruses were subtyped; 112 (87.5%) of these 
were influenza A (H1) viruses, and 16 (12.5%) were influenza A (H3) viruses. Influenza-positive tests have been reported from 26 states in eight of the nine surveillance regions since 
September 28.  
Enhanced surveillance for oseltamivir-resistant viruses is ongoing at CDC. Alternatives for antiviral treatment in the context of widely circulating oseltamivir-resistant viruses have 
been suggested. These treatment options, which might include preferential use of zanamivir or therapy with a combination of antivirals for certain patients, have been outlined in the 
ACIP 2008 influenza recommendations.†† Currently, the neuraminidase inhibitors oseltamivir and zanamivir remain the recommended medications for treatment and 
chemoprophylaxis of influenza.  Clinicians should remain alert for changes in recommendations that might occur as the 2008--09 influenza season progresses. Recommendations 



 
                                                                                                                                                                                                                                                                                                    
regarding the use of antiviral medications might be revised if surveillance data indicate a substantial and widespread increase in the prevalence of oseltamivir-resistant influenza 
viruses in the United States. http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5749a3.htm?s_cid=mm5749a3_e  

 
CDC Flu Update: 

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

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

Public Health Agency of Canada- FluWatch: 

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

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



©  www.RxFiles.ca – Malaria Prophylaxis Extras:  
 

Primaquine 26.3mg tab ( = 15mg base)  
 

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

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

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

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

 Prophylaxis: 0.5 mg(base)/kg/day  

 Terminal Prophylaxis: 0.5 mg/kg/day x14d 
Adult Dosing 
 Prophylaxis: 52.6 mg (30 mg base) 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 deficiency/favism, pregnancy, rh. arthritis, lupus 
SE: Well tolerated. GI upset; Take with food. 
Missed Dose: Take next dose ASAP. However, if it is 
almost time for your next dose, skip the missed dose & 
go back to your regular dosing schedule. Do not double 
doses. Take with food; not grapefruit juice 

 

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

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

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

Approximate malaria risk (1 month stay without chemoprophylaxis): (source: CCDR 2000 Malaria Recommendations, p.3) 
-  Oceania (Papua New Guinea, Irian Jaya, Solomon Islands, and Vanuatu)  1:30 or higher 
- Sub-Saharan Africa      1:50 
- Indian Subcontinent      1:250 
- Southeast Asia      1:1000 
- South America      1:2,500 
- Central America      1:10,000 
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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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DRUGS FOR URINARY TRACT INFECTIONS (UTI)             Prepared by: Loren Regier    ©  www.RxFiles.ca    Feb/06 
 
1. Highlights 

Acute uncomplicated cystitis in otherwise healthy  
• Short course - 3 day therapy – suitable for cotrimoxazole ($10), trimethoprim & fluoroquinolones (~$20) 
• Nitrofurantoin (e.g. Macrobid) –  a minimum of 5-7 days treatment is recommended. 

Fluoroquinolones have excellent activity against most urinary pathogens; however concern that overuse is leading to  
 increasing antimicrobial resistance.  Preserve them for those who really need them!  

Asymptomatic bacteriuria in the institutionalized elderly is common.  Antimicrobial treatment offers no benefit and  
                                                increases the prevalence of resistant bacteria.  Don’t culture asymptomatic residents. 

 
  2. Oral Antimicrobials for Urinary Tract Infections 
 

Trimethoprim/Sulfamethoxazole  or Cotrimoxazole (SMX/TMP)     {Alternately consider monotherapy with Trimethoprim} 
Coverage E. coli, P. mirabilis,. K. pneumonia, S. aureus 
Adverse effects diarrhea, rash, hematologic abnormalities (rare); (May use trimethoprim alone in sulpha allergic patients) 

    (other less common effects: blood dyscrasias, diarrhea, pancreatitis, nephrotoxicity, urolithiasis, hepatotoxicity, hypersensitivity reactions, skin  
    rash, toxic epidermal necrolysis & Stevens-Johnson syndrome. In patients with AIDS, cotrimoxazole produces an increased incidence of  
    toxicity including a syndrome of fever, malaise, nausea and headache. Cotrimoxazole is also associated with disulfiram-like reactions. ) 

Drug interactions 
 

cyclosporine ↑cyclosp levels & ↑nephrotoxicity, digoxin ↑dig levels, methotrexate ↑MTX toxicity, metronidazole disulfiram reaction,  
   phenytoin ↑phenytoin toxicity, sulfonylureas ↑hypoglycemic effect,  warfarin ↑warf effect 

Comments resistance is a problem especially in recurrent UTI; average reported resistance in SK is ~15%, however,  
  higher in some institutional situations.   Other antibiotics should be used when resistance ≥20%.   

maintain hydration 
  
Nitrofurantoin {Macrobid 100mg BID: well tolerated and convenient} 

Coverage E. coli. K. pneumonia, S. aureus, Enterococcus faecalis;   (not proteus, pseudomonas) 
Adverse effects rash, GI upset, increased LFTs; (other less common effects: pneumonitis and other pulmonary reactions, eosinophilia,  

   hemolytic anemia, leukopenia, agranulocytosis, methemoglobinemia, peripheral neuropathy, pseudotumor cerebri, pseudomembranous  
   colitis, nausea, vomiting, pancreatitis, parotitis, hepatitis, systemic lupus erythematosus and cutaneous and allergic reactions) 

Drug Interactions Mg++ antacids ↓absorption, norfloxacin ↓norfloxacin effect; Food ↑’s absorption 
Comments maintains excellent activity against E. coli, Enterococci, & Staph 

avoid in renal dysfunction (CrCl <50ml/min);  limited tissue penetration; not useful in complicated UTI 
  
Ciprofloxacin {Alternately, norfloxacin & levofloxacin; not moxifloxacin as lower concentration in urine} 

Coverage E. coli, P. mirabilis,. K. pneumonia, P. aeruginosa, +/- S. aureus  (very broad coverage & effective agent) 
Adverse effects headache, GI upset; (Other less common effects: CNS side effects, including seizures; increases in transaminases and in some 

   cases severe and fatal hepatitis have developed. Additionally, hematuria and anaphylactic reactions have been described) 
Drug Interactions 
 

antacids ↓absorption; may use a PPI / H2-antagonist; clozapine, glyburide↑hypoglycemia, iron↓ cipro absorption, metoprolol↑metop level, 
   phenytoin↑↓pheny levels, theophylline↑theoph toxicity, warfarin↑warf effect, zinc↓cipro absorption; 1A2 substrates inhibited by   
   ciprofloxacin & levofloxacin ∴ ↑ effect of olanzapine, haloperidol, imipramine, cyclobenzaprine, fluvoxamine, zolmitriptan… 

Comments other fluoroquinolones also effective; pseudomonal coverage with ciprofloxacin & norfloxacin. 
lower doses suitable for uncomplicated UTI; higher doses for complicated UTI & pyelonephritis 

  
Amoxicillin/Clavulinic Acid  (Amox/Clav) 

Coverage E. coli, P. mirabilis, K. pneumonia, S. aureus, Enterococcus faecalis 
Adverse effects rash, GI upset (diarrhea, more with q8h dosing~25% formulations than with q12h formulations ~10%) 

(Other less common effects: eosinophilia, leukopenia and thrombocytosis; superinfections resulting in candidal vaginitis and 
pseudomembranous colitis may occur. Caution in patients with a sensitivity to penicillin.) 

Drug Interactions oral contraceptives↓contraceptive effect, methotrexate↓MTX clearance & ↑toxicity; Lab: false +’ve Coomb’s test 
Comments good coverage for more resistant organisms including enterococcus. 
  

Fosfomycin - single dose 
Comments usually less effective than SMX/TMP , esp for S. saprophiticus; however E. Coli resistance uncommon 

Note: other beta-lactams (amoxicillin, 1st gen cephalosporins) are alternatives although generally less effective clinically than SMX/TMP. 
 

3. Urban Outpatient Susceptibility Patterns (SK) – local susceptibility variation should be considered 
C&S results reflect patients with recurrent/more complicated infections as these patients getting are cultured most frequently 
Frequency & susceptibility of pathogens found vary depending on inpatient vs outpatient and complicating factors 
Probable organisms: Acute Cystitis E. coli, S. saprophyticus;                   Complicated UTI  E. coli, Enterococci, Klebsiella, Proteus, P. aeruginosa 

                              Pyelonephritis E. coli, Klebsiella, Enterobacter, Proteus mirabillis;     Prostatitis  E. coli, Gm –ve bacilli, Staph, enterococcus 
E. coli (most common uropathogen): ≥83-87% S to SMX/TMP;   ≥99% S to NTF;   ≥94% S to Cipr; ≥82% S to Amox/Clav 
Enterococcus:  Resistant to SMX/TMP                       ≥99% S to NTF;   ≥74% S to Cipr;    ≥98% S to Amp    

References: 1. Anti-infective Review Panel. Anti-infective Guidelines for Community-acquired infections 2010, Toronto, ON (Canada).  1.  Sanford Guide to Antimicrobial Therapy 2009. 
3. Bugs and Drugs,  www.dobugsneeddrugs.org.  4. Micromedex 2008 drug database.   5. Walker S, et al. Why are antibiotics prescribed for asymtomatic bacteriuria in institutionalized elderly people? 
CMAJ 2000;163:273-7. 6. Nicolle L. Empirical treatment of acute cystitis in women. Int J Antimicrob Agents 2003;22:1-6.  7. Lummus W, Thompson I. Prostatitis. Emerg Med Clin N America 
2001;19:691-707. 8. Warren J, et al. Guidelines for antimicrobial therapy of uncomplicated acute bacterial cystitis and acute pyelonephritis in women.  Clin Infect Dis 1999;29:745-58.   9. Miller L, 
Treatment of Uncomplicated Urinary Tract Infections in an Era of Increasing antimicrobial Resistance.  Mayo Clin Proc 2004;79:1048-1054. 10. Sask. resistance data from 2004 Antibiograms – 
Saskatoon (SHR) & Regina (RQHR). 11. McConnell JD, et al. The Long-Term Effect of Doxazosin, Finasteride, and Combination Therapy on the Clinical Progression of Benign Prostatic Hyperplasia. 
N Engl J Med. 2003 Dec 18;349(25):2387-2398. 12. Vogel T, et al. Optimal duration of antibiotic therapy for uncomplicated urinary tract infection in older women: a double-blind randomized 
controlled trial. CMAJ. 2004 Feb 17;170(4):469-73. 



 

 

URINARY TRACT INFECTIONS (UTI), ADULT – TREATMENT OPTIONS 
Additional sources: 
13. Nicolle LE, Bradley S, Colgan R, Rice JC, et al.; Infectious Diseases Society of America; American Society of Nephrology; American Geriatric Society. Infectious  
                  Diseases Society of America guidelines for the diagnosis and treatment of asymptomatic bacteriuria in  
                  adults. Clin Infect Dis. 2005 Mar 1;40(5):643-54. Epub 2005 Feb 4. (Colgan R, et al. Asymptomatic bacteriuria in adults. Am Fam Physician.  
                                                      2006 Sep 15;74(6):985-90. Women who are pregnant should be screened for asymptomatic bacteriuria in the first trimester and treated, if positive. Treating asymptomatic bacteriuria in patients with  
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                  US Preventive Services Task Force. Screening for asymptomatic bacteriuria in adults: U.S. Preventive Services Task Force reaffirmation recommendation statement. Ann Intern Med. 2008 Jul  
                                                      1;149(1):43-7. Summary for patients in: Ann Intern Med. 2008 Jul 1;149(1):I37. Screen for asymptomatic bacteriuria with urine culture in pregnant women at 12 to 16 weeks' gestation or at the first  
                                                      prenatal visit, if later. (Grade A recommendation.) Do not screen for asymptomatic bacteriuria in men and nonpregnant women. (Grade D recommendation.). 
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Craig JC, Simpson JM, Williams GJ, et al. Prevention of Recurrent Urinary Tract Infection in Children with Vesicoureteric Reflux and Normal Renal Tracts (PRIVENT) Investigators.  
                  Antibiotic prophylaxis and recurrent urinary tract infection in children. N Engl J Med. 2009 Oct 29;361(18):1748-59. Antibiotic prophylaxis reduces the likelihood of subsequent urinary tract infection (UTI;  
                                 number needed to treat [NNT] = 16 for 1 year). However, subsequent infections are more likely to be caused by resistant organisms, and prophylaxis is not effective if the index infection was caused by a resistant organism. (LOE = 1b) 
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Grabe M, Bishop MC, Bjerklund-Johansen TE, et al. Sepsis syndrome in urology (urosepsis): Guidelines on urological infections. Arnhem, The Netherlands: European  
             Association of Urology (EAU); 2009 Mar. 
Grabe M, Bishop MC, Bjerklund-Johansen TE, et al. Urinary tract infections in children: Guidelines on urological infections. Arnhem, The Netherlands: European Association of  
             Urology (EAU); 2009 Mar. 
Grabe M, Bishop MC, Bjerklund-Johansen TE, et al. UTIs in renal insufficiency, transplant recipients, diabetes mellitus and immunosuppression: Guidelines on urological  
             infections. Arnhem, The Netherlands: European Association of Urology (EAU); 2009 Mar. 
Guay DR. Cranberry and urinary tract infections. Drugs. 2009;69(7):775-807. doi: 10.2165/00003495-200969070-00002. The findings of the Cochrane Collaboration support the potential use of cranberry products in the  
                   prophylaxis of recurrent UTIs in young and middle-aged women. However, in light of the heterogeneity of clinical study designs and the lack of consensus regarding the dosage regimen and formulation to use, cranberry products cannot be recommended for the prophylaxis of  
                  recurrent UTIs at this time. 
Gupta K, Hooton TM, Roberts PL, Stamm WE. Short-course nitrofurantoin for the treatment of acute uncomplicated cystitis in  women. Arch Intern Med. 2007 Nov 12;167(20):2207-12.  
                  A 5-day course of nitrofurantoin is equivalent clinically and microbiologically to a 3-day course of trimethoprim-sulfamethoxazole and should be considered an effective fluoroquinolone-sparing alternative for the treatment of acute cystitis in women. 
Hodson EM, et al. Antibiotics for acute pyelonephritis in children. Cochrane Database Syst Rev. 2007 Oct 17;(4):CD003772. These results suggest that children with acute pyelonephritis can be treated effectively with oral antibiotics  
                                 (cefixime, ceftibuten and amoxycillin/clavulanic acid) or with short courses (2 to 4 days) of IV therapy followed by oral therapy. If IV therapy is chosen, single daily dosing with aminoglycosides is safe and effective. 
Hooton TM, Bradley SF, Cardenas DD, et al. Diagnosis, prevention, and treatment of catheter-associated urinary tract infection in adults: 2009 International Clinical Practice  
                  Guidelines from the Infectious Diseases Society of America (IDSA). Clin Infect Dis. 2010 Mar 1;50(5):625-63. 
Jepson RG, Craig JC. Cranberries for preventing urinary tract infections. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD001321. There is some evidence that cranberry juice may decrease the number of  
                            symptomatic UTIs over a 12 month period, particularly for women with recurrent UTIs. It's effectiveness for other groups is less certain. The large number of dropouts/withdrawals indicates that cranberry juice may not be acceptable over long periods of time. It is not clear what is  
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HANDLING LOW BACK PAIN (LBP) - History                                                                              Prepared by P. Taillon MD; L. Regier BSP, BA  ©  www.RxFiles.ca                May 10 
1. Where is your pain the worst? (this is to differentiate back-dominant vs. leg-dominant pain)  *Leg pain below the knee is most helpful 
2. Is the pain intermittent (even for a few seconds) or constant?  
3. How do the symptoms limit you? Personal care, house, yard, recreation, work. 
 

Intermittent back-dominant pain is mechanical and benign and patient can be reassured 
About 90% of patients with acute low back problems spontaneously recover activity tolerance within 1 month.  Reassure patient regarding excellent prognosis in most cases of LBP. 
******************************************************************************************** 

 Red Flags for potentially serious conditions 
Possible fracture Possible tumor or infection Possible cauda equina 

syndrome 
Major trauma, such as MVA or 
fall from height 
 
Minor trauma or even strenuous 
lifting in potentially osteoporotic 
patient** 
 
**Major risks for osteoporosis: 

- elderly > 65 
- post menopausal 
- steroid use 
- alcohol 
- past OP # 

 
 

Age over 50 or under 20 
 

History of cancer. 
 

Constitutional symptoms such as 
recent fever or chills or 
unexplained weight loss. 
 

Recent factors for spinal 
infection; recent bacterial 
infection (e.g. urinary tract 
infection,TB); IV drug abuse; or 
immune suppression (steroids, 
transplant, or HIV). 
 

Pain at rest;  
pain that is worse when supine; 
severe nighttime pain. 

Saddle anesthesia/numbness 
 
Recent onset of bladder 
dysfunction, such as urinary 
retention, increased frequency or 
overflow incontinence  
 
Severe or progressive 
neurological deficit in the lower 
extremity.   
 (sudden bilateral leg weakness) 

Examination 

Investigations (if no red flags – not needed in first 4-6 weeks as almost never 
result in meaningful change in clinical management) 

Lumbar-sacral x-ray  CBC, ESR, CRP, U/A Immediate consultation 
Further imaging? (CT, MRI) Further imaging? (CT, Bone scan) Imaging  
 

Natural History of acute low back pain: 
• Most people will have improvement in 4-6 weeks 

and recurrence in 12 months.  {30-60% recover ≤1wk; 
60-90% within 6wks; 95% within 12wks; however ≤30% will 
go on to have recurrent or persistent symptoms.} 

Prevention is Important! 
• Encourage: home exercise program for back health, 

cardiovascular fitness (walking, etc.), optimize 
healthy weight, back care principles in lifting, 
ergonomic interventions for healthy posture. 

 

Advanced imaging studies - limit to: 
• Progressive neurological deficits 
• Minimal improvement despite 6wks of conservative tx 
• Uncontrolled pain 
• Cauda Equina Syndrome 

Associations with chronic pain syndrome (CPS): 
�Defined by the coexistence of multiple factors of 

psychosocial dysfunction e.g.:. 
- ↓ activity; kinesiophobia 
- depression 
- somatic focus 
- relationship problems 
- pain behaviors 
- medication abuse 
- low self esteem 
- may be issues of secondary gain in some cases; 

however, in most cases, pain is real 
List not exhaustive; consider psychosocial indicators 

 
�Consider CPS when pain history of > 6 months. 
 
�Evaluation by multidisciplinary team is useful (chronic pain 

specialist, physical therapist, psychologist, etc.) 
 
�Treatment: 

- Education on benign nature of non-specific LBP & 
helpful role of physical activity as tolerated 

- Physical therapy combined with psychological tx 
- Home or other exercise program 
Ö {consider option of a structured 12 wk program, such 

as a group program} 
- Suitable medication 
 

�Progress should be evaluated based function as well as 
overall pain reduction.  This often requires a paradigm shift 
where function is emphasized more than pain.   Acceptance 
that pain elimination may not be an achievable goal. 

 
�Assist client to focus on positive incremental gains that can 

be seen with a long-term plan! 



 
Treatment of Low Back Pain 21, 22 

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

Tx Guidelines: 
�symptomatic relief can be accomplished with OTC medication and/or spinal manipulation 
�during acute phase, bed rest >4 days may further debilitate the patient 
�low-stress aerobic activity & exercise OK in first 2 weeks; may delay trunk muscle exercises 
�recommend return to work/normal activities as soon as possible 
�if problems persist, reassessment required 
�address nonphysical factors (psych/socioeconomic ) 
 
Meds: acetaminophen 1st line; NSAIDs option if necessary & not contraindicated; strong opioids may be necessary for some but consider addiction risk, use treatment agreement and set appropriate boundaries; consider referral. 
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CHRONIC NON-MALIGNANT PAIN (CNMP) 

General Pharmacological Considerations – Supplement Tables 
 

The attached tables supplement the RxFiles newsletter – Opioids in Chronic Non-Malignant Pain Original-Oct-2005. 
 
Table 1: Pain Conditions – Specific Drug Therapy Options 
 This table lists specific pain related conditions and therapy options that are often included in CNMP.  Where possible it 

notes evidence from randomized controlled trials (RCTs) including numbers needed to treat (NNT) for one patient to 
benefit, and numbers needed to harm (NNH) for one person to withdraw from therapy due to an adverse event.  
Cochrane/systematic reviews or meta-analysis o have been included.  In some cases, evidence is very limited. 

 Dosages noted are those that were commonly studied or required to see a benefit.  This often varies for the conditions 
listed.  For example, the usual effective doses of amitriptyline in fibromyalgia are in the 10-50mg/day range; in post-
herpetic neuraglia, the average effective amitriptyline dose was 75mg/day. 

 Therapies that have conflicting evidence or have been ineffective are also noted as such. 
 Non-drug therapies are essential for the effective long-term management of CNMP.  

 
Table 2: Overview of Drugs Used in Treatment of Chronic Non-Malignant Pain (CNMP) 
 This chart notes some of the CNMP drug options, initial and usual doses, comparative cost, and comments related to 

various drugs used in pain management.  For more detail see also RxFiles Drug Comparison Chart book.     
 
Pearls that might change your Practice 
 Amitriptyline is one of the best studied TCAs used in various pain conditions, but nortriptyline in a dose of 25-≥50mg 

HS may often be effective and better tolerated (less sedation, less dry mouth, less weight gain, etc.). 
 Gabapentin doses with evidence for effectiveness in neuropathic pain are often in the 900-1800mg/day range (~1800mg 

commonly required in trials); some patients lack benefit due to subtherapeutic dose. 
 If you want a patient to have an adequate trial on a drug that often has side effects, start at a low dose, titrate up 

gradually, and counsel that side effects often diminish with 1-2 weeks. Initial and usual target doses are noted where 
applicable in Table 2.  A gradual tapering can also reduce withdrawal syndromes. 

 Choose a drug that may cover multiple complaints.  (e.g. a person with frequent headache/migraine and weight gain 
concerns may benefit from topiramate; however remember tolerability, cost and evidence lacking in CNMP) 

 Topical agents (capsaicin, NSAIDs, lidocaine 5%, morphine if painful open ulcer) may have a role in select conditions. 
 Sleep is a frequent concern.  If pain is a cause of poor sleep, consider a longer-acting analgesic to cover the nighttime 

period and/or agents that are helpful in sleep/pain disorders (amitriptyline 10-50mg HS, methotrimemprazine 5-25mg HS). 
 Other anecdotal pearls: 1) corticosteroid spray topically to decrease fentanyl patch irritation. 2) Haldol 0.5mg HS-BID PRN 

to reduce severe nausea but avoid sedation. 3) Favor gabapentin dosing towards bedtime (e.g. 300mg BID, 600mg HS) to 
reduce daytime side effects. 4) If fentanyl patch required but too potent, uncover only half of patch (or tape half) to decrease 
dose. 5) In some locales, generic hydromorphone has lower street value than Dilaudid.  6) 10% of Caucasians can not 
metabolizeCYP2D6 codeine or tramadol to active metabolites; thus considered opioid naïve.   

 

New Drugs Included in the Tables 
1. Pregabalin LYRICA    

 An anticonvulsant indicated for post-herpetic neuralgia and diabetic neuropathy (NNT: >3; NNH: 3.7-16 depending on dose). 
 It is similar to, but has not been directly compared to the alternative – gabapentin.  It is new – thus lacking long-

term safety data, and costs more than generic gabapentin or TCAs (see chart).  Side effects such as dizziness, 
somnolence, weight gain, edema and abnormal thinking are likely to be a concern at higher dosages. 

 The risk of peripheral edema increases with glitazones (e.g. ACTOS, AVANDIA) 
 {Systematic Review Oct 2007: drugs for neuropathic pain: http://www.ohsu.edu/drugeffectiveness/reports/documents/NP_Final%20Report_Original.pdf } 

2. Tramadol 
 Tramadol is a weak mu opioid agonist with actions on serotonin and noradrenaline.  A Cochrane review found it to 

be effective in neuropathic pain (n=338; doses of 100-400mg/day; NNT=3.8 CI=2.8-6.3); NNH=8.3CI=6-17).  It has been 
previously available in other countries but is relatively new to North America.  It carries an increased seizure risk 
and potential for a Addiction although risk is thought to be lower than comparative opioids. 
 Tramadol/Acetaminophen TRAMACET: is a short acting combo product for treatment of acute pain with a 

maximum of 5 days or for mod-severe pain in adults. Its use in CNMP will be limited by the need for frequent 
dosing, the acetaminophen component, and the relatively high cost compared to Tylenol #3 and other opioids.   

 Tramadol long-acting ZYTRAM, TRIDURAL,  RALIVIA: is available in Canada as of 2007.  These 
formulations are more suitable for the treatment of chronic pain / neuropathic pain.  

3. SATIVEX –information included in RxFiles Q&A - Cannabinoids an Overview at www.rxfiles.ca  
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Treatment Guidelines from the Medical Letter. Pharmaceutical Drug Overdose. Sept 2006. (Acetaminophen: N-acetylcysteine treatment. Aspirin: sodium bicarbonate treatment) 
Treatment guidelines from the Medical Letter. Drugs for Pain April 2007. 
Vergara M, Catalán M, Gisbert JP, Calvet X. Meta-analysis: role of Helicobacter pylori eradication in the prevention of peptic ulcer in NSAID users. Aliment Pharmacol Ther. 2005 Jun 15;21(12):1411-8.  
White WB, et al. Risk of cardiovascular events in patients receiving celecoxib: a meta-analysis of randomized clinical trials. Am J Cardiol. 2007 Jan 1;99(1):91-8. Epub 2006 Nov 10. These analyses failed to demonstrate an increased CV risk with celecoxib relative to placebo and  
          demonstrated a comparable rate of CV events with celecoxib treatment compared with nonselective NSAIDs. 
Wilcox CM, Allison J, Benzuly K, et al. Consensus development conference on the use of nonsteroidal anti-inflammatory agents, including cyclooxygenase-2 enzyme inhibitors and aspirin. Clin Gastroenterol Hepatol. 2006 Sep;4(9):1082-9. Epub 2006 Jul 31. 
Witt CM, et al. Acupuncture in patients with osteoarthritis of the knee or hip: A randomized, controlled trial with an additional nonrandomized arm. Arthritis Rheum. 2006 Oct 30;54(11):3485-3493. These results indicate that acupuncture plus routine care is associated with marked  
         clinical improvement in patients with chronic OA-associated pain of the knee or hip. 
Yelland MJ, Nikles CJ, McNairn N, Del Mar CB, Schluter PJ, Brown RM. Celecoxib compared with sustained-release paracetamol for osteoarthritis: a series of n-of-1 trials. Rheumatology (Oxford). 2007 Jan;46(1):135-40.   {InfoPOEMs – Feb07: In this short-term study emphasizing individual response, 

acetaminophen and celecoxib (Celebrex) are virtually indistinguishable in improving pain, stiffness, and function in patients with clinically diagnosed degenerative joint disease (DJD). Since acetaminophen is less expensive and has fewer safety concerns, it should be the drug of first choice. (LOE = 1b).} 
Zapata-Colindres JC,et al. The association of Helicobacter pylori infection and nonsteroidal anti-inflammatory drugs in peptic ulcer disease. Can J Gastroenterol. 2006  Apr;20(4):277-80. The development of PUD was observed earlier in the combined H pylori and NSAID group than  
        in patients with only NSAID use. This suggests a synergic effect between the two risks factors in the development of PUD. 



                                                                                                                                                                                                                                                                                                          
Zhang W, Doherty M, Arden N, et al. EULAR Standing Committee for International Clinical Studies Including Therapeutics (ESCISIT). EULAR evidence based recommendations for the management of hip osteoarthritis: report of a task force of the EULAR Standing Committee for  
        International Clinical Studies Including Therapeutics (ESCISIT). Ann Rheum Dis. 2005 May;64(5):669-81. Epub 2004 Oct 7 & ACP Journal Club . 
Zhang J, Ding EL, Song Y. Adverse Effects of Cyclooxygenase 2 Inhibitors on Renal and Arrhythmia Events: Meta-analysis of Randomized Trials. JAMA. 2006 Sep 12; [Epub ahead of print] In this comprehensive analysis of 114 randomized trials  
        with 116 094 participants, rofecoxib was associated with increased renal and arrhythmia risks. A COX-2 inhibitor class effect was not evident. 
-------------------------------- 
New coxib - Etoricoxib (ARCOXIA) - NOT approved by FDA (April, 2007) 
Lumiracoxib – hepatic toxicity – deregulation in Australia.  http://www.medadnews.com/News/index.cfm?articleid=467159  
 
 
 
 



                                                                                                                                                                                                                                                                                                      
OPIOID ANALGESIC: COMPARISON CHART 
 
Extras: 
o Oxymorphone (OPANA, OPANA ER): available in USA; IM, rectal, & recently oral; 3x more potent than oral morphine; avoid alcohol as ↑↑↑ peak concentrations. (IR tabs: 5,10mg; e.g 5mg q4-6h prn.  ER tabs: 5, 7.5, 10,15,20,30, 40mg; e.g. 10mg q12h). 
o Tapentadol  (NUCYNTA): available in USA; weak mu agonis; ↑noradrenalin;  may have ↓ GI effects but similar CNS effects to other opioids.  (50-75,100mg tabs e.g. 50mg q4-6h prn.)   
o Morphine + naltrexone (EMBEDA):  available in USA; naltrexone added to ↓ abuse risk. 
o hydrocodone + Ibuprofen (REPREXAIN, VICOPROFEN, others): available in USA.  (5/200, 7.5/200, 10/200 mg) 
o Oxycodone + Ibuprofen (COMBUNOX): available in USA.  (5 / 400 mg) 
o  
 
1 Ballantyne JC, Mao J. Opioid Therapy for Chronic Pain. N Engl J Med. 2003 Nov 13;349(20):1943-1953. 
2 Micromedex 2010 
3 Hansten, PD and Horn JR.  Drug Interactions Analysis and Management. Applied Therapeutics Incorporated.  Vancouver, WA.  2008. 
4 Drugs in Pregnancy & Lactation 8th edition, 2008. 
5 Morrison, R. Sean, Meier, Diane E., Palliative Care. N Engl J Med 2004 350: 2582-2590.  
6 Gilron I, Bailey JM, Tu D, et al. Morphine, gabapentin, or their combination for neuropathic pain. N Engl J Med. 2005 Mar 31;352(13):1324-34. (InfoPOEMs: The combination of gabapentin &  
   morphine provides a small but clinically unimportant benefit over either drug alone. Tricyclic antidepressants have been shown in other studies to be as effective as gabapentin & much less expensive, but were not studied in this trial. (LOE = 1b) )   
7 Health Canada Aug 2005 http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2005/2005_84_e.html (Long-Acting Opioids and a New Type of Alcohol Warning. Pharmacit's  
   Letter. Dec 2005). 
8  Other Opioid Conversion (e.g. tramadol): http://databaseinnovationsdraft.com/OpioidConversionChart2007.pdf 
 
Additional references: 
Agthe AG, Kim GR, Mathias KB, et al. Clonidine as an adjunct therapy to opioids for neonatal abstinence syndrome: a randomized, controlled trial. Pediatrics. 2009 May;123(5): 
         e849-56. Epub 2009 Apr 27.  
Amato L, Minozzi S, Davoli M, Vecchi S, Ferri MM, Mayet S. Psychosocial and pharmacological treatments versus pharmacological treatments for opioid detoxification. Cochrane  
         Database Syst Rev. 2008 Oct 8;(4):CD005031. Psychosocial treatments offered in addition to pharmacological detoxification treatments are effective in terms of completion of treatment, use of opiate, results at follow-up and compliance. Although a  
              treatment, like detoxification, that exclusively attenuates the severity of opiate withdrawal symptoms can be at best partially effective for a chronic relapsing disorder like opiate dependence, this type of treatment is an essential step prior to longer-term drug-free treatment and it is  
              desirable to develop adjunct psychosocial approaches that might make detoxification more effective. 
Analgesic options for patients with allergic-type opioid reactions. Pharmacist’s Letter/Prescriber’s Letter 2006;22(2):220201. 
Ansermot Nicolas; Albayrak Ozgur; Schlapfer Jurg; et al. Substitution of (R,S)-Methadone by (R)-Methadone: Impact on QTc Interval. Arch Intern Med. 2010;170(6):529-536.  
APS-Opioid Treatment Guidelines Clinical Guidelines for the Use of Chronic Opioid Therapy in Chronic Noncancer Pain Feb/09   
          http://download.journals.elsevierhealth.com/pdfs/journals/1526-5900/PIIS1526590008008316.pdf 
    (Chou R, Fanciullo GJ, Fine PG, et al. American Pain Society-American Academy of Pain Medicine Opioids Guidelines Panel. Clinical guidelines for the use of chronic  
          opioid therapy in chronic noncancer pain. J Pain. 2009 Feb;10(2):113-30.) 
Babb, Malaika, Koren, Gideon, Einarson, Adrienne. Treating pain during pregnancy. Can Fam Physician 2010 56: 25-27.  
Brands Bruna, Paglia-Boak Angela, Sproule Beth A., et al. Nonmedical use of opioid analgesics among Ontario students. Can Fam Physician 2010 56: 256 -262. 
Carise D, Dugosh KL, McLellan AT, et al. Prescription OxyContin Abuse Among Patients Entering Addiction Treatment. Am J Psychiatry. 2007 Nov;164(11):1750-6. 
Ciszkowski C, Madadi P, Phillips MS, Lauwers AE, Koren G. Codeine, ultrarapid-metabolism genotype, and postoperative death. N Engl J Med. 2009 Aug 20;361(8):827-8. 
Clary PL, Lawson P. Pharmacologic Pearls for End-of-Life Care. Am Fam Physician. 2009 Jun 15;79(12):1059-65.  
Dhalla, Irfan A., Mamdani, et al. Prescribing of opioid analgesics and related mortality before and after the introduction of long-acting oxycodone. CMAJ 2009 181: 891-896  
Dunn KM., Saunders KW., Rutter CM., et al. Opioid Prescriptions for Chronic Pain and Overdose: A Cohort Study. Ann Intern Med January 19, 2010 152:85-92. 
Eisenberg E, McNicol ED, Carr DB. Efficacy and safety of opioid agonists in the treatment of neuropathic pain of nonmalignant origin: systematic review and meta-analysis of  
        randomized controlled trials. JAMA. 2005 Jun 22;293(24):3043-52. CONCLUSIONS: Short-term studies provide only equivocal evidence regarding the efficacy of opioids in reducing the intensity of neuropathic pain. Intermediate-term studies  
            demonstrate significant efficacy of opioids over placebo for neuropathic pain, which is likely to be clinically important. Reported adverse events of opioids are common but not life-threatening. Further RCTs are needed to establish their long-term efficacy, safety (including addiction  
            potential), and effects on quality of life.  
Ehret GB, et al. Drug-Induced Long QT Syndrome in Injection Drug Users Receiving Methadone: High Frequency in Hospitalized Patients and Risk Factors. Arch Intern Med. 2006  
        Jun 26;166(12):1280-7.  
FDA July/09 notified healthcare professionals that it is taking several actions to reduce the risk of overdose in patients using pain medications that contain propoxyphene because of  
        data linking propoxyphene and fatal overdoses. The agency will require manufacturers of propoxyphene-containing products to strengthen the label, including the boxed warning, emphasizing the potential for overdose when using these products and to  
             provide a medication guide to patients stressing the importance of using the drugs as directed. 
Fiellin DA, et al. Counseling plus buprenorphine-naloxone maintenance therapy for opioid dependence. N Engl J Med. 2006 Jul 27;355(4):365-74. (InfoPOEMs: More intensive counseling and more  



                                                                                                                                                                                                                                                                                                      
            frequent medication dispensing does not improve outcomes for treatment of opioid dependence in the primary care setting. (LOE = 1b))   
Finkel JC, et al. Ketamine as an adjuvant for treatment of cancer pain in children and adolescents. J Pain. 2007 Jun;8(6):515-21. Epub 2007 Apr 16. In many children with advanced stages of cancer, pain  
            control remains inadequate. We used subanesthetic doses of ketamine to treat 11 children & adolescents who were on high doses of opioids and had uncontrolled cancer pain. In the majority of patients, ketamine appeared to improve pain control and to have an opioid-sparing effect. 
Fischer B, Rehm J. Deaths related to the use of prescription opioids. CMAJ. 2009 Dec 8;181(12):881-2. Epub 2009 Dec 7.  
Foral PA, Malesker MA, Huerta G, Hilleman DE. Nebulized opioids use in COPD. Chest. 2004 Feb;125(2):691-4. 
Friday JH, Kanegaye JT, McCaslin I, Zheng A, Harley JR. Ibuprofen provides analgesia equivalent to acetaminophen-codeine in the treatment of acute pain in children with extremity  
        injuries: a randomized clinical trial. Acad Emerg Med. 2009 Aug;16(8):711-6. Epub 2009 Jul 14.  Acute pain relief from ibuprofen is equivalent to that of acetaminophen-codeine for children presenting to the emergency  
             department with extremity injury. More than half the children in this study were consequently found to have fractures. (LOE = 1b) 
Fulda GJ, Giberson F, Fagraeus L. A prospective randomized trial of nebulized morphine compared with patient-controlled analgesia morphine in the management of acute thoracic  
       pain. J Trauma. 2005 Aug;59(2):383-8; discussion 389-90.  
Gana TJ, et al. The 023 Study Group.  Extended-release tramadol in the treatment of osteoarthritis: a multicenter, randomized, double-blind, placebo-controlled clinical trial. Curr Med  
       Res Opin. 2006 Jul;22(7):1391-401.  
Glatstein MM, Garcia-Bournissen F, Finkelstein Y, Koren G. Methadone exposure during lactation. Can Fam Physician. 2008 Dec;54(12):1689-90. 
Gowing L, et al.  Opioid antagonists under heavy sedation or anaesthesia for opioid withdrawal. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD002022. Heavy sedation compared to  
          light sedation does not confer additional benefits in terms of less severe withdrawal or increased rates of commencement on naltrexone maintenance treatment. Given that the adverse events are potentially life-threatening, the value of antagonist-induced withdrawal under heavy  
          sedation or anaesthesia is not supported. The high cost of anaesthesia-based approaches, both in monetary terms and use of scarce intensive care resources, suggest that this form of treatment should not be pursued. 
Gowing L, Farrell M, Ali R, et al. Alpha(2)-adrenergic agonists for the management of opioid withdrawal. Cochrane Database Syst Rev. 2009 Apr 15;(2):CD002024. Clonidine and lofexidine  
          are more effective than placebo for the management of withdrawal from heroin or methadone. No significant difference in efficacy was detected for treatment regimes based on clonidine or lofexidine, and those based on reducing doses of methadone over a period of around 10 days  
          but methadone is associated with fewer adverse effects than clonidine, and lofexidine has a better safety profile than clonidine. 
Gowing L, Ali R, White JM. Buprenorphine for the management of opioid withdrawal. Cochrane Database Syst Rev. 2009 Jul 8;(3):CD002025.  
Green R, Bulloch B, Kabani A, Hancock BJ, Tenenbein M. Early analgesia for children with acute abdominal pain. Pediatrics. 2005 Oct;116(4):978-83. (InfoPOEMs: The immediate administration of  
           morphine in children aged 5 years to 16 years with acute abdominal pain does not obscure the diagnosis of appendicitis and does not affect the surgeon's confidence in his or her diagnosis. It also causes a small decrease in pain. As with adults, pain relief should not be withheld in  
           children until the cause of the pain is determined. (LOE = 2b) )  
Hall AJ, Logan JE, Toblin RL, et al.  Patterns of abuse among unintentional pharmaceutical overdose fatalities. JAMA. 2008 Dec 10;300(22):2613-20. The majority of overdose  
       deaths in West Virginia in 2006 were associated with nonmedical use and diversion of pharmaceuticals, primarily opioid analgesics. 
Hawton Keith, Bergen Helen, Simkin Sue, et al. Effect of withdrawal of co-proxamol (dextropropoxyphene & acetaminophen) on prescribing and deaths from drug poisoning in  
       England and Wales: time series analysis. BMJ  2009;338:b2270, doi: 10.1136/bmj.b2270 (Published 18 June 2009)  
Holbrook TL et al. Morphine use after combat injury in Iraq and post-traumatic stress disorder. N Engl J Med 2010 Jan 14; 362:110. 
Jansson LM, Choo R, Velez ML, et al. et al. Methadone maintenance and breastfeeding in the neonatal period. Pediatrics. 2008 Jan;121(1):106-14. (n=8) Results contribute to the  
       recommendation of breastfeeding for methadone-maintained women. 
Kokki H, Lintula H, Vanamo K, et al. Oxycodone vs placebo in children with undifferentiated abdominal pain: a randomized, double-blind clinical trial of the effect of analgesia on  
        diagnostic accuracy. Arch Pediatr Adolesc Med 2005;159:320-25. (InfoPOEMs: Giving analgesics to children with abdominal pain does not obscure the surgical diagnosis. We don't need to make kids suffer while waiting  
           for a surgeon to evaluate their abdominal pain. (LOE = 2b) ) 
Koren G, Cairns J, Chitayat D, et al. Pharmacogenetics of morphine poisoning in a breastfed neonate of a codeine-prescribed mother. Lancet. 2006 Aug 19;368(9536):704. 
Krantz MJ, Martin J, et al. QTc Interval Screening in Methadone Treatment. Ann Intern Med. 2009 Jan 19. [Epub ahead of print] 
Madadi P, Koren G, et al. Safety of codeine during breastfeeding. Canadian Family Physician. Vol 53 Jan 2007 p33-35.. 
Lynch M. A review of the use of methadone for the treatment of noncancer pain.  Pain Res Manage 2005;10(3):133-44. 
Madadi P, Moretti M, Djokanovic N, Bozzo P, et al. Guidelines for maternal codeine use during breastfeeding. Can Fam Physician. 2009 Nov;55(11):1077-8.  
Manterola C, Astudillo P, Losada H, Pineda V, Sanhueza A, Vial M. Analgesia in patients with acute abdominal pain. In: Cochrane database of systematic reviews [database 
         online]. Malden (MA): Wiley Interscience; 2009. Issue 2. Avail: http://mrw.interscience.wiley.com/cochrane/clsysrev/articles/CD005660/pdf_fs.html  
Marsch LA, et al. Comparison of pharmacological treatments for opioid-dependent adolescents: a randomized controlled trial. Arch Gen Psychiatry. 2005 Oct;62(10):1157-64.  
Mattick RP, Kimber J, Breen C, Davoli M. Buprenorphine maintenance versus placebo or methadone maintenance for opioid dependence. Cochrane Database Syst Rev. 2008 Apr  
       16;(2):CD002207. Buprenorphine is an effective intervention for use in the maintenance treatment of heroin dependence, but it is less effective than methadone delivered at adequate dosages. 
McCowan C, Kidd B, Fahey T. Factors associated with mortality in Scottish patients receiving methadone in primary care: retrospective cohort study. BMJ  2009;338:b2225, doi:  
        10.1136/bmj.b2225 (Published 17 June 2009)  
Medical Letter: Treatment guidelines. Drugs for Pain April 2007. 
Medical Letter. A Morphine/Naltrexone Combination (Embeda) for pain. Mar 22, 2010.  
Methadone: a focus on safety. Pharmacist’s Letter Sept 2006. (FDA Nov/06 warning http://www.fda.gov/cder/drug/InfoSheets/HCP/methadoneHCP.htm ) 
Mora B, et al. Transcutaneous electrical nerve stimulation: an effective treatment for pain caused by renal colic in emergency care. J Urol. 2006 May;175(5):1737-

41; discussion 1741. (InfoPOEMs: Local transcutaneous electrical nerve stimulation (TENS) is a rapid and effective nondrug treatment for pain caused by renal colic. TENS may be most useful in the difficult circumstance of out-of-hospital rescue. (LOE = 1b) ) 
Nüesch E, Rutjes AW, Husni E, Welch V, Jüni P. Oral or transdermal opioids for osteoarthritis of the knee or hip. Cochrane Database Syst Rev. 2009 Oct 7;(4):CD003115. The small to  



                                                                                                                                                                                                                                                                                                      
               moderate beneficial effects of non-tramadol opioids are outweighed by large increases in the risk of adverse events. Non-tramadol opioids should therefore not be routinely used, even if osteoarthritic pain is severe. 
Nicholson B.  Morphine sulfate extended-release capsules (Kadian) for the treatment of chronic, moderate-to-severe pain. Expert Opin Pharmacother. 2008 Jun;9(9):1585-94. 
Nicholson AB. Methadone for cancer pain. Cochrane Database Syst Rev. 2007 Oct 17;(4):CD003971.  
Oviedo-Joekes, Eugenia, Brissette, Suzanne, Marsh, David C., et al. Diacetylmorphine versus Methadone for the Treatment of Opioid Addiction. N Engl J Med 2009 361: 777-786 
Pharmacist’s Letter Oct 2006. Alternative or Off-label Routes of Drug Administration. (Rectal administration of: Ms Contin, OxyContin; Sublingual administration of: methadone, 

fentanyl & buprenorphine; Inhalational use of morphine, hydromorphone & fentanyl) 
Pharmacist’s Letter Suboxone (buprenorphine / naloxone 2/0.5mg & 8/2mg sl tabs) Dec 2007. 
Patanwala AE, Duby J, Waters D, Erstad BL. Opioid conversions in acute care. Ann Pharmacother. 2007 Feb;41(2):255-66. Epub 2007 Feb 13. Review. Erratum in: Ann 
Pharmacother. 2007 Mar;41(3):531.  Access online at:  http://www.theannals.com/cgi/content/abstract/41/2/255  
Ranji SR, Goldman LE, Simel DL, Shojania KG. Do opiates affect the clinical evaluation of patients with acute abdominal pain? JAMA. 2006 Oct 11;296(14):1764-74.  
       (InfoPOEMs: Opiate analgesia for adults and children presenting with acute abdominal pain may alter the physical examination, but does not increase the risk of management errors. Since most patients prefer pain control, it makes sense to abandon the outdated and incorrect  
           practice of withholding opiate analgesia from patients with acute abdominal pain. (LOE = 1a) )  
Reid CM, et al. Oxycodone for cancer-related pain: meta-analysis of randomized controlled trials. Arch Intern Med. 2006 Apr 24;166(8):837-43.  
Safdar B, et al. Intravenous morphine plus ketorolac is superior to either drug alone for treatment of acute renal colic. Ann Emerg Med. 2006 Aug;48(2):173-81, 181.e1.  
       (InfoPOEMs: Intravenous morphine 5 mg combined with ketorolac (Toradol) 15 mg provided greater pain relief than either drug alone. The combination did not increase the likelihood of nausea or vomiting. (LOE = 1b))  
Schwartz RP, Highfield DA, Jaffe JH, et al. A randomized controlled trial of interim methadone maintenance. Arch Gen Psychiatry. 2006 Jan;63(1):102-9.  
See also RxFiles Newsletter – Fall, 2005 - Opioids in Chronic Non-Malignant Pain Troubleshooting Drug Therapy Issues www.RxFiles.ca  
Sharek PJ, McClead RE Jr, Taketomo C, et al. An intervention to decrease narcotic-related adverse drug events in children's hospitals. Pediatrics. 2008 Oct;122(4):e861-6. 
Shiran MR, Lennard MS, Iqbal MZ, et al.et al.  Contribution of the activities of CYP3A, CYP2D6, CYP1A2 and other potential covariates to the disposition of methadone in patients  
         undergoing methadone maintenance treatment. Br J Clin Pharmacol. 2009 Jan;67(1):29-37. CYP3A activity has a modest influence on methadone disposition. Inhibitors and  
         inducers of this enzyme should be monitored in patients taking methadone. 
Shirk MB, Donahue KR, Shirvani J. Unlabeled uses of nebulized medications. Am J Health Syst Pharm. 2006 Sep 15;63(18):1704-16.  
Sinha M, et al. Evaluation of nonpharmacologic methods of pain and anxiety management for laceration repair in the pediatric emergency department. Pediatrics. 2006  
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Taddio A, et al. Intravenous morphine and topical tetracaine for treatment of pain in preterm neonates undergoing central line placement.JAMA. 2006 Feb 15;295(7):793-800.  
Tapentadol-Nucynta-A New Analgesic. Medical Letter Aug 10, 2009. 
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.  
Whitley H, Lindsey W. Sex-based differences in drug activity. Am Fam Physician. 2009 Dec 1;80(11):1254-8.  
Wilson JF. Strategies to stop abuse of prescribed opioid drugs. Ann Intern Med. 2007 Jun 19;146(12):897-900. 
Woody GE, Poole SA, Subramaniam G, et al. Extended vs short-term buprenorphine-naloxone for treatment of opioid-addicted youth: a randomized trial. JAMA. 2008 Nov  
          5;300(17):2003-11. Continuing treatment with buprenorphine-naloxone improved outcome compared with short-term detoxification. Further research is necessary to assess the  
          efficacy and safety of longer-term treatment with buprenorphine for young individuals with opioid dependence. 
 
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 

 
Additional References & Links:  
Health Canada – Company – Dosage Conversion Guidelines for Fentanyl; Revised Mar 2010: http://www.hc-sc.gc.ca/dhp-mps/alt_formats/pdf/medeff/advisories-
avis/prof/2010/fentanyl_2_hpc-cps-eng.pdf   
 
Treatment Agreements: 
 Medscape discussion  on use in primary care.  http://www.medscape.com/viewarticle/711659?src=mp&spon=30&uac=93517FV  
 RxFiles sample: http://www.rxfiles.ca/rxfiles/uploads/documents/Pain-CNMP-Opioid-TreatmentAGREEMENT.doc  



 

 

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

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

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

 
 

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

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

effective in 10-20min. 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 pain in very young children non-verbal; suitable for cognitively impaired 
Face No particular 

expression or smile 
Occasional grimace or frown, 
withdrawn, disinterested 

Frequent to constant 
quivering chin, clenched jaw 

Legs Normal position or 
relaxed 

Uneasy, restless, tense Kicking, or legs drawn up 
 

Activity Lying quietly, normal 
position, moves easily 

Squirming, shifting back and forth, 
tense 

Arched, rigid or jerking 

Cry No cry (awake or 
asleep) 

Moans or whimpers; occasional 
complaint 

Crying steadily, screams or 
sobs, frequent complaints 

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

Difficult to console or 
comfort 

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

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

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

This is a thumbnail image. The full-size FPS-R with instructions is available on page 3 at 
http://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  
BMJ Clinical Review:  Pain Management and Sedation for Children in the Emergency Setting: http://www.bmj.com/cgi/content/full/339/oct30_1/b4234  

Health Canada Advisory, March 2009: Caution regarding serious adverse events, including fatalities, with excessive application of topical anesthetics in adults & peds! 
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Extras               Table: Ten-year absolute fracture risk for women 9  

Low Risk 
< 10% 

Moderate Risk 
10% - 20% 

High Risk 
> 20% 

 
Age (years) 

 LOWEST T-SCORE 
Lumbar spine, total hip, femoral neck, trochanter  

50 > - 2.3 - 2.3 to - 3.9 <- 3.9 
55 > - 1.9 - 1.9 to - 3.4 < - 3.4 
60 > - 1.4 - 1.4 to - 3.0 < - 3.0 
65 > - 1.0 - 1.0 to – 2.6 < - 2.6 
70 > - 0.8 - 0.8 to – 2.2 < - 2.2 
75 > - 0.7 - 0.7 to – 2.1 < - 2.1 
80 > - 0.6 - 0.6 to – 2.0 < - 2.0 
85 > - 0.7 - 0.7 to – 2.2 < - 2.2 

 

                        Table 3: Ten-year absolute fracture risk for men 9  
Low Risk 

< 10% 
Moderate Risk 

10% - 20% 
High Riska 

> 20% 
 

Age (years) 
 LOWEST T-SCORE 

Lumbar spine, total hip, femoral neck, trochanter  
50 >-3.4 <=-3.4 --- 
55 >-3.1 <=-3.1 --- 
60 >-3.0 <=-3.0 --- 
65 >-2.7 <=-2.7 --- 
70 >-2.1 -2.1 to -3.9 <-3.9 
75 >-1.5 -1.5 to -3.2 <-3.2 
80 >-1.2 -1.2 to -3.0 <-3.0 
85 >-1.3 -1.3 to -3.3 <-3.3 

 

These tables were published in Can Assoc Radiol J 56, Siminoski K et al, Recommendations for Bone Mineral Density Testing in Canada, page 178-188, Copyright Canadian Association of Radiologists 2005 
a Blank spaces appear because men are not considered to be at high risk until age 70.     

 

• Using the 10-year fracture risk estimate to determine treatment decisions has some limitations: 
• It is based on epidemiological data25  from a cohort of Swedish men & women that   

• Counted all fractures (not just osteoporotic fractures) of hip, forearm, proximal humerus, and vertebra, and    
• Correlated them to the femoral neck bone mineral density. 

• Osteoporosis Canada recommends using the lowest T-score at lumbar spine, total hip or trochanter as well as the femoral neck to predict combined fracture risk despite the 
fact the data25  is derived from the femoral neck BMD only.  

• There is currently no data to link the BMD from the other sites to long-term fracture risk.  

• However there is evidence that the approach is valid.  
• A recent retrospective cohort study of Manitoba women compared the 10-year risk estimates with development of hip, clinical vertebral, forearm, and humerus fractures. 

It also looked at the effect of previous fractures and systemic corticosteroid use on development of fractures.  See Table 4 for results.26  
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Management of Behavioral & Psychological Symptoms of DEMENTIA (BPSD) 124 May/10 
-very common (up to 90% during course of dementia), a major cause of  distress to patients, families & caregivers; risk to self plus  
  others, & huge cost in terms of institutionalization. 
-not just agitation but non-agitated Sx (apathy, withdrawal, daytime somnolence {circadian rhythm disturbances}, depression, disinhibition  etc.) 
 

Diagnosis: (Evaluate behavior→ABC’s Antecedents (causes:Physical Intellectual Emotional Cultural Environmental Social), Behaviors & Consequences) 
�History Down’s Sx, physical exam, cognitive tests Feldman CMAJ’08 & nurse observations; collateral family info essential!  �Lab Tests-Recommended: CBC, 
  electrolytes, calcium, B12, serum glucose & TSH; Optional: BUN & SCr, magnesium, LFTs, arterial blood gases, ECG, CT/MRI if  
  suggestion of structural lesion eg. renal failure, brain tumor, normal pressure hydrocephalus, subdural hemorrhage �Eliminate delirium source Young BMJ’07 – eg. meds eg. opiates, benzos, anticholinergics  

    /withdrawal reactions /DI’s, dehydration & infections (if indicated: urinalysis/C&S, chest x-ray, lumbar puncture if suspicion of meningitis)  
 

Tx: (attempt taper/withdraw of meds after a 3 month behavioral stability period) {Tx comorbitity 
eg. infection, pain, constipation, depression, psychosis} 

�Appropriate environmental, exercise & behavioral measures should be explored!  Reserve drug therapy for situations where  
  non-pharmacological interventions have been fully explored & implemented or in cases of significant dangerous risk. Specify problem 
  behavior (eg. "agitation" is less useful than "screaming", "hitting when bathed"). Identify what brings it on & what makes it go away. Identify  
  whom the behavior is bothering (pt, caregiver/staff or other pts). Human interactions eg. activiy, adequate staff eg. nursing home & proper environment most critical. 
�If drug treatment (ie. Sx have no physical cause, are unrelated to other medications or unresponsive to non-pharmacological  
  interventions), generally start with 1/3 to 1/2 of usual adult dose & titrate up slowly individualizing dosages for each pt 
�If receiving treatment, reevaluate drug regimen & non-pharmacologic strategies at regular intervals (ie.  3-6 months)  

DEPRESSION:  PSYCHOSIS/AGITATION:  ANXIETY: 
(anxiety often coexists thus 
use antidepressants with 
anxiolytic properties) 
 
- ↓ mood, apathy may worsen &  
   amotivation 
 
Mild→ non pharmacologic 
 
Moderate to severe→  
 ANTIDEPRESSANT Tx  
 

SSRI/venlafaxine →1st line 
 

In general →may be good 
for depression, depression 
assoc. agitation, 
emotionality & irritability 
Allow >6 week for adequate 
trial at an adequate dose 

 Psychosis: 
1) Positive Sx   -delusions & hallucinations or paranoia 
2) Negative Sx -poverty of thought, apathy & social 

withdrawal 
BPSD: 
Agitation -pacing, chanting, psychomotor, agitation etc.
Aggression 

ANTIPSYCHOTIC Tx  
-first designate target Sx (not wandering or mild Sx) 
-try to minimize sedation,↑confusion,hypotension & EPS 
-target Sx (hallucinations, delusions, hostility, aggression, 
                  agitation, & violent/high risk behavior ) 

haloperidol 0.25-2mg/day 
risperidone 0.25-2mg/day            monitor for SE 
quetiapine  12.5-150mg/day        & may attempt med 
olanzapine  1.25-10mg/day    tapering q6month 

�Newer agents as effective but generally better tolerated.
  Monitor for SE:sedation, hypotension, falls125, EPS (drooling,  
   rigidity & akinesia), anticholinergic SE dry mouth, delirium, constipation,      
   ↑weight/lipids/diabetes , ? ↑stroke/death & tardive dyskinesia. 
�Pts with Lewy bodies (15% of dementias)  have  
  ↑sensitivity to neuroleptic meds (quetiapine an option) 

 

    
SSRIs: SE: nausea, vomiting, restlessness, falls, insomnia, ↓weight, agitation initially & hyponatremia 
   Citalopram 10-30mg/d, sertraline 25-100mg/d, fluvoxamine 25-150mg/d, paroxetine 10-30mg/d etc.  
Venlafaxine: 37.5-225mg XR od {Similar SE as SSRI, but has high GI SE & may ↑ blood pressure)
 

Bupropion  100-150mg bid or 150-300mg XL   to activate pt with withdrawal or psychomotor retardation
 

TCA's: Avoid anticholinergics →less with nortriptyline 10-75mg hs & desipramine 25-150mg/d;  
            SE: hypotension, blurred vision, urinary hesitancy, cardiac conduction changes 
 

Mirtazapine: consider if anorexia/anxiety/sleep problem; RD form if difficulty swallowing; ≤7.5-45mg/d
Moclobemide: role in anxiety & mood dx but may ↑ stimulation; 100mg od-300mg bid  
Trazodone: low doses used for sedation & some anxiolytic effect;  
     monitor for hypotension, serotonin syndrome & rare priapism in k 
 

Consider ECT in management of treatment resistant or severe depression  

 

 

-use  non-pharmacological intervention 
-minimize provocation  
 
-consider antidepressant therapy if 
anxiety is secondary to depression or 
very chronic in nature 

  
-consider 
 ANTIANXIETY Medication  
 

lorazepam 0.5-2mg/day 
oxazepam 5-30mg/day 
buspirone 10-30mg/day 
trazodone 25-100mg/day 
alprazolam 0.125-2mg/day 
clonazepam 0.125-3mg/day 
                  (caution long-acting) 
 

Benzodiazepines-caution!  
  SE: sedation, ataxia, altered sleep 
architecture, motor & cognitive impairment 
& propensity to cause withdrawal Sx when 
D/C. Paradoxical excitation, disinhibition & 
falls may occur. An intermediate acting such 
as temazepam/oxazepam/lorazepam can be 
best used for short term, if possible 
sleep/anxiety states or before planned 
anxiety provoking situations 

 

Buspirone:  
low sedation, ↓DI’s, ↓ withdrawal &  
↓ impairment of motor fx; option→ chronic 
anxiety but onset ~3wk  delay 

 

APATHY 
Tx with external activity & environmental 
measures. Possible options with concerns: 
methylphenidate & dopamine agonists. 

 

 

MOOD STABILIZERS: some use in agitation, aggression, hostility, sleep-wake disturbance cycle & mania 
   � divalproex 125-750mg/day         -fewer SE: sedation, diarrhea, tremor, nausea, weight gain, hair loss & ↑ liver tests & fewer DI's, but less evidence for use.  
  � carbamazepine 100-600mg/day  -more SE: sedation, ataxia, falls, skin rash, headache, leukopenia & ↑ liver tests & multiple DI's 
 

BETA BLOCKER-propranolol 10-80mg/d; possible ↓ aggression; SE:↓ heart rate & hypotension CI: asthma, PVD & possibly depression Hx 
 

CHOLINESTERASE INHIBITORS -modest cognitive,  functional & behavioral benefits; may help apathy, hallucinations & delusions  
     (not better than placebo for agitation Howard NEJM/07), may help Lewy Body dementia to ↓ visual sx’s . 
     Consider cholinesterase inhibitors in Alzheimer’s (donepezil, galantamine, rivastigmine)  ; SE: n/v, fatigue, anorexia, ↓ heart rate 

Memantine ⊗ is a recently approved NMDA receptor antagonist which may have a role similar to cholinesterase inhibitors. 
CI contraindication DI drug interaction Dx disorder fx function HR heart rate Hx history  n/v nausea/vomiting Pt patient PVD peripheral vascular disease SE side effect 
Sx symptom  Tx treatment   Exception Drug Status Sask. non-formulary in Sask. ⊗not covered by NIHB covered by NIHB prior approval NIHB 

Start Low,
Go Slow!

Start Low, 
Go Slow!

Start Low, Go 
Slow, But go! 
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Essential Tremor (ET) & Restless Legs Syndrome (RLS) - Treatment Options 
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Approach to Migraine: Considerations 

 ACUTE: may consider metoclopramide or domperidone 1st; NSAID and/or triptan also recommended first line; in very severe attacks, SC sumatriptan likely to be most effective & rapid; consider need for rapid onset vs recurrence, GI tolerance of po form, etc. 
 PROPHYLAXIS: 1st line: beta-blockers (propranolol, metoprolol), TCAs, valproic acid, topiramate.  
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Guidelines AAN 2006: 
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               Academy of Neurology. Neurology. 2006 Apr 11;66(7):996-1002. http://www.neurology.org/cgi/reprint/66/7/996 Screening tools are available for depression and dementia in patients with PD, but more specific validated tools are needed. There are no widely used, validated tools for psychosis  
               screening in Parkinson disease (PD). Clozapine successfully treats psychosis in PD. Cholinesterase inhibitors are effective treatments for dementia in PD, but improvement is modest and motor side effects may occur. 
 
Pahwa R, et al.; Quality Standards Subcommittee of the American Academy of Neurology.  Practice Parameter: treatment of Parkinson disease with motor fluctuations and dyskinesia (an evidence-based review): report of the Quality Standards Subcommittee of the American Academy of Neurology. 
              Neurology. 2006 Apr 11;66(7):983-95. http://www.neurology.org/cgi/reprint/66/7/983 1. Entacapone and rasagiline should be offered to reduce off time (Level A). Pergolide, pramipexole, ropinirole, and tolcapone should be considered to reduce off time (Level B). Apomorphine, cabergoline,  
              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.  
              Amantadine may be considered to reduce dyskinesia (Level C). 4. Deep brain stimulation of the STN may be considered to improve motor function and reduce off time, dyskinesia, and medication usage (Level C). There is insufficient evidence to support or refute the efficacy of DBS of the GPi  
              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). 
 
Suchowersky O, et al.; Quality Standards Subcommittee of the American Academy of Neurology.   Practice Parameter: neuroprotective strategies and alternative therapies for Parkinson disease (an evidence-based review): report of the Quality Standards Subcommittee of the American Academy of  

 



 
              Neurology. Neurology. 2006 Apr 11;66(7):976-82. http://www.neurology.org/cgi/reprint/66/7/976 1. Levodopa does not appear to accelerate disease progression. 2. No treatment has been shown to be neuroprotective. 3. There is no evidence that vitamin or food additives can improve motor  
              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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              Neurology. 2006 Apr 11;66(7):968-75. http://www.neurology.org/cgi/reprint/66/7/968 1. Early falls, poor response to levodopa, symmetry of motor manifestations, lack of tremor, and early autonomic dysfunction are probably useful in distinguishing other parkinsonian syndromes from  
              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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      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) ) 
22. McElhaney JE, Gravenstein S, Cole SK, Davidson E, O'neill D, Petitjean S,  Rumble B, Shan JJ.  A placebo-controlled trial of a proprietary extract of North American ginseng (CVT-E002) to prevent acute respiratory illness in institutionalized older 
       adults. J Am Geriatr Soc. 2004 Jan;52(1):13-9. Erratum in: J Am Geriatr Soc. 2004 May;52(5):following 856. n=198 
23.  Pharmacist’s Letter. Supplements for Prevention and Treatment of Colds and Influenza. Nov 2009. 
 
 



HERBAL DRUG INTERACTION CHART     
Additonal references: 
Adawi R, Walsh L. Bradycardia & edema in a patient receiving herbal therapy for fertility. Ann Intern Med. 2005 Nov 15;143(10):763. Although the specific ingredient responsible for the bradycardia and edema was not  
                                                             identified, a literature search identified some possibilities. There is a known association between Aconitum napellus and various arrhythmias, including severe bradycardia and left bundle-branch block pattern (1).  
                                                            Licorice contains glycyrrhizic acid, which inhibits renal 11[beta]-hydroxysteroid dehydrogenase and causes a state of mineralocorticoid excess by impeding inactivation of cortisol.  
Agha-Hosseini M, Kashani L, et al. Crocus sativus L. (saffron) in the treatment of premenstrual syndrome: a double-blind, randomised and placebo-controlled trial. BJOG. 2008 Mar;115(4):515-9.  
                                               Saffron was an effective treatment for PMS in this well-designed but small & short-term study. Consider recommending saffron, if cost is not an obstacle. Larger & longer studies are needed to confirm this result. (LOE = 1b) 
Amsterdam JD, Li Y, Soeller I, et al. A randomized, double-blind, placebo-controlled trial of oral Matricaria recutita (chamomile) extract therapy for generalized anxiety disorder. J Clin  
                                                Psychopharmacol. 2009 Aug;29(4):378-82. n=61 over 8 weeks. This is the first controlled clinical trial of chamomile extract for GAD. The results suggest that chamomile may have modest anxiolytic  
                                                             activity in patients with mild to moderate GAD 
Ang-Lee MK, Moss J, Yuan CS. Herbal medicines and perioperative care. JAMA 2001;286:208-16. 
Arnold J, Ouwehand WH, Smith GA, Cohen H. A young woman with petechiae.Lancet. 1998 Aug 22;352(9128):618. (tahini (pulped sesame seeds)) 
Aviner S, Berkovitch M, Dalkian H, et al. Use of a homeopathic preparation (Gali-col Baby) for "infantile colic" and an apparent life-threatening event. Pediatrics. 2010 Feb;125(2):e318-23. 
Azuno Y, Yaga K, Sasayama T, Kimoto K. Thrombocytopenia induced by Jui, a traditional Chinese herbal medicine. Lancet. 1999 Jul 24;354(9175):304-5. 
Bandolier. Avocado/soybean unsaponifiables for OA. April 2004;122-23. Web site: http://www.jr2.ox.ac.uk/bandolier/band122/b122-3.html.  The limited data to date support the safety and possible efficacy  
                                                   of ASU for osteoarthritis of the knee. More and longer studies are needed before we can recommend this to our patients without hesitation. (LOE = 1b-)  
Barnes J. Pharmacovigilance of herbal medicines : a UK perspective. Drug Saf. 2003. 26(12): 829–51. 
Bayles Bryan, Usatine Richard. Evening primrose oil . Am Fam Physician. 2009;80(12):1405–1408. 
Benjamin J, Muir T, Briggs K, Pentland B. A case of cerebral haemorrhage-can Ginkgo biloba be implicated? Postgrad Med J. 2001 Feb;77(904):112-3. 
Bent S, et al. Saw palmetto 160mg bid x1 yr for benign prostatic hyperplasia. N Engl J Med. 2006 Feb 9;354(6):557-66. n=255 (InfoPOEMs: The authors of this rigorously designed trial found that saw  
                                                   palmetto produces no improvement in symptoms for men with moderate to severe benign prostatic hyperplasia (BPH), a finding that differs from the bulk of the previous literature. (LOE = 1b) ) 
 

Biggee BA, et al. Effects of oral glucosamine sulphate on serum glucose & insulin during an oral glucose tolerance test of subjects with osteoarthritis. Ann Rheum Dis. 2006 Jul3; [Epub ahead of print]  
                                                The results suggest that glucosamine ingestion may affect glucose levels and consequent glucose uptake in individuals who have untreated diabetes or glucose intolerance. 
Birks J, Grimley EV, Van Dongen M. Ginkgo biloba for cognitive impairment and dementia. Cochrane Database Syst Rev. 2002;(4):CD003120. CONCLUSIONS: Ginkgo biloba appears to be safe in use  
                                                    with no excess side effects compared with placebo. Many of the early trials used unsatisfactory methods, were small, and we cannot exclude publication bias. Overall there is promising  
                                                    evidence of improvement in cognition and function associated with Ginkgo. However, the three more modern trials show inconsistent results. Our view is that there is need for a large  
                                                    trial using modern methodology and permitting an intention-to-treat analysis to provide robust estimates of the size and mechanism of any treatment effects. 
Birdee GS, Phillips RS, Davis RB, Gardiner P. Factors associated with pediatric use of complementary and alternative medicine. Pediatrics. 2010 Feb;125(2):249-56. Epub 2010 Jan 25.  
Birks J, Grimley Evans J. Ginkgo biloba for cognitive impairment and dementia. Cochrane Database Syst Rev. 2009 Jan 21;(1):CD003120. Ginkgo biloba appears to be safe in use with no excess side effects  
                                                    compared with placebo. Many of the early trials used unsatisfactory methods, were small, and publication bias cannot be excluded. The evidence that Ginkgo biloba has predictable and  
                                                    clinically significant benefit for people with dementia or cognitive impairment is inconsistent and unreliable. 
Black C, Clar C, Henderson R, et al. The clinical effectiveness of glucosamine and chondroitin supplements in slowing or arresting progression of osteoarthritis of the knee: a systematic review and  
                                                economic evaluation. Health Technol Assess. 2009 Nov;13(52):1-148.  
Bonakdar RA, Guarneri E. Coenzyme Q10. Am Fam Physician. 2005 Sep 15;72(6):1065-70.  
Bonkovsky HL. Hepatotoxicity associated with supplements containing Chinese green tea (Camellia sinensis). Ann Intern Med. 2006 Jan 3;144(1):68-71. (Gloro R, Hourmand-Ollivier I, et al.  
                                                Fulminant hepatitis during self-medication with hydroalcoholic extract of green tea. Eur J Gastroenterol Hepatol. 2005 Oct;17(10):1135-7.) 
Borrelli F, Capasso R, Aviello G, Pittler MH, Izzo AA. Effectiveness and safety of ginger in the treatment of pregnancy-induced nausea and vomiting. Obstet Gynecol. 2005 Apr;105(4):849-56.  
Broussard CS, Louik C, Honein MA, Mitchell AA; National Birth Defects Prevention Study. Herbal use before and during pregnancy. Am J Obstet Gynecol. 2009 Dec 23. [Epub ahead of print]  
Bruyere O, et al. Glucosamine sulfate reduces osteoarthritis progression in postmenopausal women with knee osteoarthritis: evidence from two 3-year studies. Menopause. 2004 Mar-Apr;11(2):138-43.  
Buettner C, Yeh GY, Phillips RS, Mittleman MA, Kaptchuk TJ. Systematic review of the effects of ginseng on cardiovascular risk factors. Ann Pharmacother. 2006 Jan;40(1):83-95. Epub 2005 Dec 6.  
Carney RM.; et al. Omega-3 Augmentation of Sertraline in Treatment of Depression in Patients With Coronary Heart Disease: A Randomized Controlled Trial. JAMA. 2009;302(15):1651-1657.  
Chaiyakunapruk N, Kitikannakorn N, Nathisuwan S, et al. The efficacy of ginger for the prevention of postoperative nausea and vomiting: a meta-analysis. Am J Obstet Gynecol. 2006 Jan;194(1):95-9.  
Cheong JL. Retinal vein thrombosis associated with a herbal phytoestrogen preparation (black cohosh, dong quai, red clover & wold Mexican yam) in a susceptible patient. Postgrad Med J. 2005 Apr;81(954):266-7.  
Chen XY, Wu TX, Liu GJ, et al. Chinese medicinal herbs for influenza. Cochrane Database Syst Rev. 2007 Oct 17;(4):CD004559. The present evidence is too weak to support or reject the use of  
                                                  Chinese medicinal herbs for preventing and treating influenza. 
Chow T, Browne V, et al. Ginkgo biloba & acetazolamide prophylaxis for acute mountain sickness: a randomized, placebo-controlled trial. Arch Intern Med. 2005 Feb 14;165(3):296-301.  
Chuchalin AG, Berman B, Lehmacher W. Treatment of acute bronchitis in adults with a pelargonium sidoides preparation (EPS 7630): a randomized, double-blind, placebo-controlled trial. Explore  
                                                 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) ) Sawitzke AD, Shi H, Finco MF, Dunlop DD, Bingham CO 3rd, Harris CL, Singer NG, Bradley JD, Silver D,  
                          Jackson CG, Lane NE, Oddis CV, Wolfe F, Lisse J, Furst DE,Reda DJ, Moskowitz RW, Williams HJ, Clegg DO. The effect of glucosamine and/or  
                          chondroitin sulfate on the progression of knee osteoarthritis: A report from the glucosamine/chondroitin arthritis intervention  
                          trial. (GAIT) Arthritis Rheum. 2008 Sep 29;58(10):3183-3191. [Epub ahead of print] At 2 years, no treatment achieved a predefined threshold of  
                          clinically important difference in JSW loss as compared with placebo. However, knees with K/L grade 2 radiographic OA appeared to have the  
                           greatest potential for modification by these treatments. 
Cohen PA. American roulette--contaminated dietary supplements. N Engl J Med. 2009 Oct 15;361(16):1523-5. Epub 2009 Oct 7. 
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. 
                                                              http://assets.aarp.org/rgcenter/health/cam_2007.pdf  
Connor KM, Payne V, Davidson JR. Kava in generalized anxiety disorder: three placebo-controlled trials. Int Clin Psychopharmacol. 2006 Sep;21(5):249-53. No evidence of hepatotoxicity was found  
                                                 with kava, and all of the treatments were well tolerated. Findings from these three controlled trials do not support the use of kava in DSM-IV generalized anxiety disorder. 
Cox MC, et al. Influence of garlic (Allium sativum) on the pharmacokinetics of docetaxel. Clin Cancer Res. 2006 Aug 1;12(15):4636-40. This study indicates that garlic does not significantly affect the  
                                                 disposition of docetaxel. However, it cannot be excluded that garlic decreases the clearance of docetaxel in patients carrying a CYP3A5*1A allele. 
Cvijovic K, Boon H, Barnes J et at. A tool for rapid idenfification of potential herbal medicine –drug interactions. Can Pharm J 2009;142:224-227. (September-October 2009)   
                                                                http://www.cpjournal.ca/archive/1913-701X/142/5/pdf/i1913-701X-142-5-e1.pdf  
Dahmer S, Schiller RM. Glucosamine. Am Fam Physician. 2008 Aug 15;78(4):471-6. 
Dahmer S, Scott E. Health effects of hawthorn. Am Fam Physician. 2010 Feb 15;81(4):465-8. 
Dekosky ST, Williamson JD, Fitzpatrick AL, et al.; for the Ginkgo Evaluation of Memory (GEM) Study Investigators. Ginkgo biloba for Prevention of Dementia: A Randomized Controlled Trial.  
                                                 JAMA. 2008 Nov 19;300(19):2253-2262. (n=3,069 6.1yrs) In this study, G biloba at 120 mg twice a day was not effective in reducing either the overall incidence rate of  
                                                dementia or AD incidence in elderly individuals with normal cognition or those with MCI. 
De Smet PA. Herbal remedies. N Engl J Med. 2002 Dec 19;347(25):2046-56.  
Dhesi Pavittarpaul; Ng Rita; Shehata Michael M.; Shah Prediman K.. Ventricular Tachycardia After Ingestion of Ayurveda Herbal Antidiarrheal Medication Containing Aconitum. Arch Intern Med.  
                                                 2010;170(3):303-305.  
Dhiman RK, Chawla YK. Herbal medicines for liver diseases. Dig Dis Sci. 2005 Oct;50(10):1807-12. (InfoPOEMs: There is insufficient evidence to recommend most commonly used herbal medicines for  
                                                       the treatment of liver disease. Of the 4 products evaluated in this review -- Phyllanthus, Silybum marianum (milk thistle), glycyrrhizin (licorice root extract), and Liv 52 (a  mixture of  
                                                       herbs) -- available evidence supports only the use of the licorice root extract in the treatment of subacute liver failure and the prevention of hepatocellular carcinoma in patients with  
                                                       chronic hepatitis C. (LOE = 2a) )  
Dodge HH, Zitzelberger T, Oken BS, et al. A randomized placebo-controlled trial of ginkgo biloba for the prevention of cognitive decline. Neurology. 2008 Feb 27; [Epub ahead of print] n=118 42 month In unadjusted  
                                                      analyses, ginkgo biloba extract (GBE) neither altered the risk of progression from normal to Clinical Dementia Rating (CDR) = 0.5, nor protected against a decline in memory function.  
                                                      Secondary analysis taking into account medication adherence showed a protective effect of GBE on the progression to CDR = 0.5 and memory decline. 
Draves AH, Walker SE. Analysis of the hypericin and pseudohypericin content of commercially available St John's Wort preparations. Can J Clin Pharmacol. 2003 Fall;10(3):114-8.  
Draves AH, Walker SE. Parthenolide content of Canadian commercial feverfew preparations (Label claims are misleading in most cases). CPJ Dec 2003/Jan 2004, Vol. 136, No. 10,  p23-30. 
Effect of Gamma-Linolenic Acid on the Transcriptional activity of the Her- 2/neu (erbB-2) oncogene. Journal of the National Cancer Institute, Vol. 97, No. 21, November 2, 2005, p. 1611-1615. 
Elderberry extract has long been used as a folk remedy for cold and influenza symptoms. A recent randomized trial provides evidence for its efficacy (level 2 [mid-level] evidence). During the spring  
                                                     2009 influenza season in China, 64 patients with ≥ 3 influenza-like symptoms (fever, headache, myalgias, coughing, nasal mucus discharge, nasal congestion) were randomized within 24  



                                                     hours of symptom onset to elderberry extract lozenge (175 mg) vs. placebo orally 4 times daily for 2 days. After 48 hours, the rate of complete symptom relief was higher in the  
                                                     elderberry group (28% vs. 0%, no p value reported), with at least some symptom relief (only 0-2 mild symptoms remaining) reported in 88% vs. 16% for placebo (no p value reported).  
                                                     Elderberry extract was associated with significantly improved symptom severity scores for headache, nasal congestion, muscle aches, and fever at 24 hours (p < 0.001) and for all  
                                                     symptoms at 48 hours (p < 0.001). The elderberry group had higher symptom scores at baseline, however, suggesting that the groups may have been at different stages in their overall  
                                                     illness course despite randomization within 24 hours (Online J Pharmacol Pharmacokin 2009;5:32). 
Ernst E. Cardiovascular adverse effects of herbal medicines: a systematic review of the recent literature. Can J Cardiol. 2003;19:818-27.  
Fava M, Alpert J, et al. A Double-blind, Randomized Trial of St John's Wort, Fluoxetine, and Placebo in Major Depressive Disorder. J Clin Psychopharmacol. 2005 Oct;25(5):441-447.  
FDA May 2007 FDA chemical analysis revealed that Energy Max contains thione analog of sildenafil, a substance with a structure similar to sildenafil, the active ingredient in Viagra, an FDA- 
                                                    approved drug for ED.Substances like this are called analogs because they have a structure similar to another drug and may cause similar side effects and drug  
                                                    interactions. True Man contains a thione analog of sildenafil or piperadino vardenafil, an analog of vardenafil, the active ingredient in Levitra, another FDA-approved  
                                                    prescription drug for ED. Neither the thione analog of sildenafil nor piperadino vardenafil are components of approved drug products.  
FDA Feb/08 Palo Alto Labs and FDA notified consumers and healthcare professionals of a voluntary nationwide recall of two dietary supplements, Aspire36 and Aspire Lite. The products were  
                                                    recalled because they were found to contain Aildenafil in trace amounts and Dimethyl sildenafil thione, an analog of Sildenafil, a drug used to treat erectile dysfunction.  
FDA Mar/08 The U.S. Food and Drug Administration is advising consumers not to purchase or use "Blue Steel" or "Hero" products, marketed nationally as dietary supplements, because these products  
                                                    contain undeclared ingredients similar to sildenafil. 
FDA April/08 Herbal Science International, Inc. and FDA informed consumers and healthcare professionals of a nationwide recall of twelve dietary supplements that contain ephedra, aristolochic  
                                                    acid or human placenta because they may present a serious health hazard to consumers. FDA has long regarded dietary supplements containing ephedra, a botanical that  
                                                    contains ephedrine alkaloids, as a potential health hazards because the alkaloid raises blood pressure and otherwise stress the circulatory system. 
FDA May/08 is requesting that the manufacturer of Xiadafil — an "all natural" dietary supplement sold to treat erectile dysfunction — recall all its stock from natural food stores & discontinue  
                                                    marketing it on the Web since it contains an analog of sildenafil. 
FDA May/08 notified consumers and healthcare professionals that supplement products sold under the brand name of Viril-ity Power (VIP) Tablets is being recalled because one lot was found to  
                                                    contain a potentially harmful undeclared ingredient, hydroxyhomosildenafil, an analog of sildenafil. 
FDA May/08 The US Food and Drug Administration advised consumers not to use the products Total Body Formula in Tropical Orange and Peach Nectar flavours, and Total Body Mega Formula in  
                                                     Orange/Tangerine flavour, because they contain high doses of selenium and chromium. 
FDA July/08 Jack Distribution, LLC issued a voluntary nationwide recall of selected lots of Rize 2 The Occasion Capsules and Rose 4 Her Capsules, marketed as dietary supplements. The products  
                                                    were recalled because certain lots contained thiomethisosildenafil, an undeclared analog of sildenafil, a FDA-approved drug used for Erectile Dysfunction. 
FDA July/08 not to buy or use Viapro 375mg Capsules because one lot of the product was found to contain a potentially harmful undeclared ingredient, thio-methisosildenafil, an analog of sildenafil. 
FDA Nov/08 Balanced Health Products, Inc. announced a recall of STARCAPS due to the presence of an undeclared drug ingredient, Bumetanide. Bumetanide is a diuretic indicated for the treatment  
                                                     of edema associated with congestive heart failure, hepatic and renal disease including nephrotic syndrome. 
FDA Nov/08 Fashion Sanctuary announced a recall of Zhen De Shou Fat Loss Capsules because FDA analysis found the product to contain undeclared sibutramine, an FDA approved drug used as an  
                                                     appetite suppressant for weight loss. 
FDA Dec/08 alerted consumers not to purchase or consume more than 25 different products marketed for weight loss because they contain undeclared, active pharmaceutical ingredients that  
                                                     may put consumers' health at risk. The undeclared active pharmaceutical ingredients in some of these products include sibutramine (a controlled substance), rimonabant  
                                                    ( a drug not approved for marketing in the USA), phenytoin ( an anti-seizure medication), and phenolphthalein (a solution used in chemical experiments and a  
                                                    suspected cancer causing agent). The weight loss products, some of which are marked as "dietary supplements," are promoted and sold on various web sites and in some  
                                                    retail stores.  FDA advises consumers who use the products to stop taking them and consult their healthcare professional immediately as the health risks posed by these  
                                                    products can be serious (for example, high blood pressure, seizures, tachycardia, palpitations, heart attack or stroke). FDA also encourages consumers to seek guidance  
                                                   from healthcare professional before purchasing weight loss products. See the FDA News Release for a listing of the names of the 25 referenced products.  Read the  
                                                   MedWatch 2008 safety summary, including links to the News Release and Questions and Answers, at: http://www.fda.gov/medwatch/safety/2008/safety08.htm#Weight  
FDA Jan/09 notified consumers not to take Venom HYPERDRIVE 3.0, a product sold as a dietary supplement but containing sibutramine. 
FDA Apr/09: ABC Beauty Supply & FDA notified consumers and healthcare professionals of a recall of 34 dietary supplement products. FDA lab analyses identified undeclared sibutramine, an  
                                                    FDA- approved drug, used as an appetite suppressant for weight loss. http://www.fda.gov/oc/po/firmrecalls/universalabc04_09.html  
FDA Apr/09 Nature & Health Co. and FDA notified healthcare professionals of a recall of a supplement product, Libimax. FDA analysis found the product contains tadalafil 
FDA May/09 warned consumers to immediately stop using Hydroxycut products by Iovate Health Sciences, Inc. Hydroxycut products are associated with a number of serious  
                                              liver injuries. Hydroxycut products are dietary supplements that are marketed for weight-loss, as fat burners, as energy-enhancers, as low carb diet  
                                              aids, and for water loss under the Iovate and MuscleTech brand names. FDA has received 23 reports of serious health problems ranging from  
                                              jaundice and elevated liver enzymes, an indicator of potential liver injury, to liver damage requiring liver transplant. One death due to liver failure  
                                              has been reported to FDA. Other health problems reported include seizures; cardiovascular disorders; and rhabdomyolysis, a type of muscle damage  
                                              that can lead to other serious health problems such as kidney failure.  
FDA June/09 notified consumers and healthcare professionals to discontinue use of three Zicam Nasal Gel/Nasal Swab products sold over-the-counter as cold remedies because  
                                              they are associated with the loss of sense of smell that may be long-lasting or permanent.  
FDA July/09 and  Haloteco notified healthcare professionals and consumers of a nationwide voluntary recall of Libipower Plus. Lab analysis of Libipower Plus samples were  
                                              found to contain undeclared Tadalalafil. 
FDA July/09 notified healthcare professionals that four weight loss dietary supplements sold and marketed by the firm (Slimbionic, One Weight Loss Pill, SlimDemand  
                                              Capsules, Botanical Weight Loss) contain sibutramine. 
FDA Aug/09  not to use body-building products marketed as containing steroids or steroid-like substances. The affected products are TREN-Xtreme, MASS Xtreme, ESTRO  
                                               Xtreme, AH-89-Xtreme, HMG Xtreme, MMA-3 Xtreme, VNS-9 Xtreme, and TT-40-Xtreme.. 
FDA Nov/09 notified consumers that Stiff Nights, a product sold as a dietary supplement, contains sulfoaildenafil, a chemical similar to sildenafil (Viagra). 
FDA Nov/09 & GMP Herbal Products notified consumers and healthcare professionals of a recall of Pai You Guo, a weight loss dietary supplement, due to the presence  
                                               sibutramine & phenolphthalein. 
FDA Nov/09  & RockHard Laboratories notified consumers that RockHard Weekend, a product sold as a dietary supplement, contains sulfoaildenafil, an analogue of sildenafil. 
FDA Nov/09 & IDS Sports notified consumers that five of the IDS's dietary supplement products (Bromodrol, Dual Action Grow Tabs, Grow Tabs, Mass Tabs, and Ripped  
                                              Tabs TR) contain the following undeclared substances, which FDA considers to be steroids: “Madol,” “Turinabol,” “Superdrol,” &/or  
                                               “Androstenedione.” 
FDA Dec/09 for S-DROL: a voluntary recall by the manufacturer of one lot (lot# 810481, expiry date 01/2012) of S-DROL after FDA testing found it to contain undeclared  
                                               desoxymethyltestosterone. 
FDA Dec/09 warned consumers to stop using bodybuilding products manufactured by American Cellular Labs after they were found to contain unauthorized synthetic steroids in  
                               TREN-Xtreme, MASS Xtreme, ESTRO Xtreme, AH-89-Xtreme, HMG Xtreme, MMA-3 Xtreme, VNS-9 Xtreme, TT-40-Xtreme. 
FDA Dec/09 warned that Atlas Operations, Inc. notified consumers of a nationwide recall of the company's dietary supplements for sexual enhancement. These products are  
                                                sold as dietary supplements throughout the USA. FDA lab analyses found that the products tested from certain batches contain Sulfoaildenafil. 
FDA Dec/09 The Texas Department of State Health Services and FDA notified healthcare professionals and consumers, especially pregnant or breastfeeding women, to avoid  
                                                 consuming a product called “Nzu”, taken as a traditional remedy for morning sickness,because of the potential health risks from high levels of lead  
                                                 and arsenic, noted on laboratory analysis by Texas DSHS. Nzu, which is sold at African specialty stores is also called Calabash clay, Calabar  
                                                 stone, Mabele, Argile and La Craie. It generally resembles balls of clay or mud and is usually sold in small plastic bags with a handwritten label  
                                                 identifying it as “Nzu” or “Salted Nzu.” 
FDA Jan/10 & MuscleMaster(dot)com, Inc. notified consumers and healthcare professionals of the voluntary nationwide recall of all lots and expiration dates of the seventeen  
                                                 dietary supplements listed in the firm press release, sold between June 1, 2009 and November 17, 2009. FDA informed MuscleMaster(dot)com that  
                                                 it believes that the recalled products contain ingredients that are steroids. 
FDA Jan/10 notified consumers and healthcare professionals about a counterfeit and potentially harmful version of Alli 60 mg capsules (120 count refill kit). The counterfeit  
                                                 version contained the controlled substance sibutramine and did not contain orlistat, the active ingredient.  
FDA Mar/10 & Natural Wellness notified consumers that MasXtreme, a product sold as a dietary supplement contains aildenafil close in structure to sildenafil and is expected  
                                                  to possess a similar pharmacological and adverse event profile as well as the drug phentolamine which is an alpha-adrenergic blocker. 
FDA Apr/10 & Kanec USA notified healthcare professionals of a nationwide recall of Stud Capsule For Men [Lot #060607-01/060108-01, Exp 6-2013], after being informed  
                                                  by FDA that laboratory analysis of a sample found the product to be adulterated with sildenafil, an FDA approved drug.   



Fish Oil Testing: Independent test for contaminants Nutrasource Diagnostics at the University of Guelp  www.nutrasource.ca/ifos_new 
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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. 
Health Canada Sep/08 is advising consumers not to use 3 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned  
                                      consumers not to buy or  use Lover Liquid Nutriment Herbal Supplement and Onyo because they  were found to contain undeclared pharmaceutical  
                                      ingredients. Lover  Liquid Nutriment Herbal Supplement was found to contain sildenafil while Onyo was found to contain sildenafil, as well as  
                                      unapproved substances with structures similar to sildenafil and vardenafil. The U.S. Food and Drug Administration warned consumers not to use the  
                                      product Rose 4 Her because it was found to contain an undeclared ingredient similar to the prescription drug sildenafil. 
Health Canada Sep/08 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned  
                                        consumers not to buy or use Dr. Life or Chong Cao Ju Wang because they were found to contain undeclared pharmaceutical ingredients.  Dr. Life contains  
                                        an unauthorised substance similar in structure to tadalafil while Chong Cao Ju Wang contains sildenafil. The Hong Kong Department of Health warned  
                                        against the use of Hanguo shoushen yihao (meiti xing) because it was found to contain the undeclared pharmaceutical ingredient sibutramine. The U.S.  
                                        Food and Drug Administration alerted consumers to a voluntary recall of 32-ounce plastic bottles of Liquimax Complete Nutrition Multivitamin Formula  
                                        (UPC codes 7497052290, 7497023607 or 7497023696) because the product may contain undeclared fish (not shellfish), tree nuts (almonds, pecans,  
                                       and/or walnuts), and wheat. People with sensitivities to fish, tree nuts and/or wheat may risk serious or life-threatening allergic reactions if they consume  
                                       these products. The Hong Kong Department of Health warned against the use of ARMA - Sin Gang San and New ARMA - Sin Gang San because they were  
                                       found to contain the undeclared pharmaceutical ingredients sibutramine and fenfluramine. 
Health Canada Oct/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Swissmedic warned consumers not to buy or use  
                                       the product Powertabs because it contains an unauthorised substance similar in structure to sildenafil. The Hong Kong Department of Health warned  
                                       consumers not to buy or use Sweet Energizer Vitality Candy because it was found to contain an unauthorised substance similar in structure to tadalafil. 
Health Canada Nov/08 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned  
                                       consumers not to buy or use Lu Quan because it contains undeclared glibenclamide and sildenafil. The Hong Kong Department of Health warned  
                                       consumers not to buy or use Fat Killer, Carbohydrate Cut and Sugar-Carbohydrate Cut because they contain sibutramine and an unauthorised  
                                       substance similar in structure to sibutramine, and Zhuang Yao Gu Shen Capsule because it contains sildenafil. 
Health Canada Nov/08 is advising consumers not to use 13 foreign health products due to concerns about possible side-effects: The U.S. FDA warned consumers not to buy or  
                                        use Viapro because it contains an unauthorised substance similar in structure to sildenafil. Sildenafil is a prescription drug used in the treatment of  
                                        erectile dysfunction and should only be used under the supervision of a health care practitioner.  
                                        The U.S. Food and Drug Administration informed consumers of a voluntary manufacturer recall of these 12 products because they contain human  
                                        placenta, aristolochic acid and/or ephedra, and may pose serious health risks. All 12 products are manufactured by Jen-On Herbal Science 
                                        International Inc. (also known as Herbal Science International Inc.). Consumers who had purchased these products were advised to discontinue their  
                                        use immediately and return them to the place of purchase for a full refund.  
Health Canada Nov/08 is warning consumers not to use Firm Dose and Granite Rooster, two products promoted to enhance male sexual performance, as these products may  
                                        pose serious health risks. Firm Dose was found to contain similar to sildenafil, while Granite Rooster was found to contain similar to tadalafil. 
Health Canada Nov/08 is advising consumers not to use the unauthorized product, Kwan Loong Medicated Oil, as it contains chloroform. Foreign Product Alerts: Seng Jong Tzu  
                                        Tong Tan,Tou Tong San (Headache Formula),Du Huo Ji Sheng ,Tang (Du Huo Joint Relief), Wu Yao Shun Qi San, Qing Bi Tang (Nasal  
                                        Cleanser), Zhong Fong Huo Luo Wan (Stroke Revito Formula), Xiao Qing Long Tang (Little Green Dragon), Ding Chuan Tang (Breathe Smooth), Xiao  
                                        Xu Ming Tang, Feng Shi Zhi Tong Wan (Joint Relief),,Guo Min Bi Yan Wan, Fang Feng Tong Sheng San. 
Health Canada Jan 2009 is advising consumers not to use 4 foreign products: Zhuang Tjar Gere because it contains the undeclared prescription drugs sildenafil & tadalafil,  
                                        Zhixhue Capsules manufactured by Vital Pharmaceutical Holdings Ltd. due to concerns of serious side- effects including liver dysfunction,  
                                       Tonik Warisan Banjar because it contains undeclared dexamethasone & Healthily Slim because it contains sibutramine. 
Health Canada Mar/09 Foreign Product Alerts:  68 Weight Loss Products; Best-life Fat Burning Capsules; Bevidan;Huiji Yin Chiao Chieh Tu Pien; Relacore 
                                       -plus Lami, Linglongquxian, Menergy M-Essence, Nyal Day & Night Cold & Flu Fighter (AUST L 146264), Nyal Cold & Flu Fighter (AUST L  
                                        146263), 999 Radix Notoginseng, Batch no. 0807021, Slim Pure, Carbohydrate, Kalomee, K Carbohydrate, K Tighten Slim, & K Slimming Pills. 
                                        http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_fpa-ape_2009/index-eng.php  
Health Canada June/09 Foreign Product Alerts: Fangocur Mineral Drink (undeclared arsenic); Jia Yi Jian (undeclared sibutramine & tadalafil);Fortodol, which is also sold  
                                       under the names (undeclared nimesulide with liver concern) of Donsbach Miradin, Lepicol Miradin, Leppin Miradin, & Miradin; Shan Dian Qiang Xiao  
                                       Shou (undeclared sibutramine & phenolphthalein); Zencore Plus (undeclared benzamidenafil) & Zhong Guo Shen Fang (undeclared med like sildenafil). 
Health Canada June/09 is warning consumers not to use the unauthorized product Slim Magic Herbal, which is promoted as a weight-loss product, as it was found to contain an  
                                       undeclared pharmaceutical ingredient similar to the prescription drug sibutramine. 
Health Canada is warning consumers not to use the unauthorized product Nutural Slim, which is promoted as a weight-loss product, as it was found to contain the undeclared  
                                        pharmaceutical ingredient sibutramine and also an undeclared pharmaceutical ingredient similar to sibutramine. 
Health Canada June/09 warns of foreign Product Alerts: Herbal Xenicol because it contains undeclared cetilistat. BioEmagrecim, which the FDA had previously warned  
                                         contained sibutramine, was also found to contain fluoxetine, furosemide and fenproporex. Products: Slimbionic, Xsvelten, 999 Fitness Essence, 24"  
                                         ince, Light Some, Paiyouji, Pearl White Slimming, & Reducing Weight Easily contain undeclared pharmaceutical ingredients (sibutramine and/or  
                                         phenolphthalein) and/or excessive levels of lead, and may cause serious health effects.. 
Health Canada July/09 is warning consumers not to use the unauthorized health product labelled as Specific-Formula Arthro-Ace as it was found to contain undeclared  
                                        dexamethasone and may cause serious health effects. 
Health Canada July/09 is warning that the Singapore Health Sciences Authority (HSA) warned consumers to not buy or use Air Ikan Haruan after it was found to contain  
                                        undeclared dexamethasone. The Hong Kong Department of Health warned consumers not to buy or use the product Neovidan after it was found to  
                                       contain undeclared prednisolone and mefenamic acid. Plus the Singapore Health Sciences Authority (HSA) warned consumers to not buy or use  
                                       XP Tongkat Ali Supreme after it was found to contain undeclared tadalafil. 
Health Canada Aug/09 is advising via Singapore Health Sciences Authority (HSA) warned that Delima Raja Urat contains undeclared dexamethasone, chlorpheniramine,  
                                       pheniramine and sibutramine, while Cao Gen Bai Lin Wan contains undeclared dexamethasone and chlorpheniramine. 
Health Canada Oct/09: Bao Ling- The Singapore Health Sciences Authority advised consumers not to buy or use since contained undeclared betamethasone,  
                                      hydrochlorothiazide & chlorpheniramine. Dynasty Worldwide Jinglida So Young Formula- The Singapore Health Sciences Authority (HSA) warned  
                                      consumers to not buy or use since contained undeclared aminotadalafil. STEAM lot#80214, 90260 -The U.S. FDA informed consumers of a voluntary  
                                      manufacturer recall of two lots of STEAM after FDA testing found these lots to contain undeclared sulfoaildenafil (lot# 80214) & undeclared tadalafil  
                                      (lot# 90260).  Syntrax Fyre (contained Yohimbine), Texiao Fengshi Gutong Ling (contained indomethacin), Kam Yuen Brand Wan Ying Yang  
                                      Gan Wan (contained sildenafil) - The Hong Kong Department of Health warned consumers not to buy or use these three products after they were found  
                                      to contain undeclared pharmaceutical substances. 
Health Canada Nov/09 is advising Canadians not to consume Chaotic Beverages sold under the brand names Mind Strike, Fearocity, Elixir of Tenacity and Power Pulse because  
                                      they are unauthorized products marketed to a vulnerable population (children) with ingredients that may pose a health risk. Mind Strike: Contains an  
                                      unknown amount of caffeine despite advertising that it is not an energy drink and contains several herbs which are not included in Health Canada's list of  
                                      botanicals with a history of safe use in children. Fearocity: Contains an unknown amount of caffeine, several herbs not included in Health Canada's list  



                                      of botanicals with a history of safe use in children, taurine at an unacceptable level for children, and niacin at a level three times higher than that  
                                      recommended for children aged 1 to 13 years.  Elixir of Tenacity: Contains green tea extract, which is not included in Health Canada's list of botanicals  
                                      with a history of safe use in children, and vitamin A at a level unacceptable for children aged 1 to 8 years. Power Pulse: Contains chromium picolinate at  
                                      levels of possible concern in a product taken by children.  
Health Canada Nov/09 is warning consumers not to use Herblex “Once More”since it was found to contain sildenafil. 
Health Canada Dec/09 is advising Canadians not to use certain Acai Berry products after a large number of shipments of adulterated products were stopped at the border.  The  
                                      product names include:  Anti-Aging Acai Berry, Guarana Blast, Brazillian Pure, Anti-aging Vital Rez V, Weight Loss VitalAcai, Dietary  
                                      Supplement Acai Power Blast and Muscle Mass. These products advertised for anti-aging and weight loss were found to contain undeclared sildenafil. 
Health Canada Dec/09 is warning consumers not to use "RevolutionDS Weight Loss", an unauthorized health product promoted for weight loss, because it contains  
                                      benzylpiperazine (BZP), and may pose serious health risks. 
Health Canada Dec/09 is advising consumers not to use the following foreign health products: 1. Power-Plus P: The Singapore Health Sciences Authority issued a recall notice  
                                      for Power-Plus P (expiry date 03/03/2011) after it was found to contain undeclared tadalafil. 2. Show Party: The Hong Kong Department of Health  
                                      warned consumers not to buy or consume Show Party [shou-shen pai] after it was found to contain undeclared sibutramine and phenolphthalein.  
                                      3. Zeng Da Yan Shi Wan: The Hong Kong Department of Health warned consumers not to buy or use after it was found to contain undeclared sildenafil. 
Health Canada Jan/10 informs that Finish Food Safety Authority: Full Contact Max Potency contains thio-sildenafil and thio-homosildenafil; Singapore Health Sciences  
                                       Authority: M-Action contains desmethylacetildenafil and acetilacid. U.S. FDA: RockHard Weekend contains sulfoaildenafil; & Pai You Guo contains  
                                       sibutramine and phenolphthalein. Hong Kong Department of Health: Ku Xiu Ba Xiang Jian Fei Wan contains sibutramine and an unauthorized  
                                       substance similar to sibutramine; Super Slim (Yani)  contains sibutramine and phenolphthalein;  SHoufsy contains sibutramine & MIGAC (sic) FAT  
                                        BURMING (sic) FACTOR contains sibutramine. 
Health Canada Jan/10  is advising consumers not to use the unauthorized product “Stiff Nights” after the U.S Food and Drug Administration (FDA) found that this product  
                                        contains an undeclared substance similar to the prescription drug sildenafil. 
Health Canada Jan/10 is warning consumers not to use the unauthorized product “The Slimming Coffee,” which was previously sold as “Lose Weight Coffee,” because it was  
                                        found to contain sibutramine. 
Health Canada Jan/10 is advising consumers not to use any unauthorized health products sold under the brand names Natural Choice Vitamin B-17, Natural Choice Kava  
                                        Kava and Natural Choice Lithium Orotate. The unauthorized Natural Choice Vitamin B-17, according to what is listed on the product label, contains  
                                        amygdalin which is a compound derived from bitter apricot kernels that has the potential to release cyanide when ingested by humans. The unauthorized  
                                        Natural Choice Kava Kava, according to what is listed on the product label, contains kava lactones & agencies have received reports associating the use  
                                       of kava with serious liver dysfunction. 
Health Canada Jan/10 is advising Canadians that natural health products containing the ingredient glucomannan in tablet, capsule or powder form, which are currently on the  
                                       Canadian market, have a potential for harm if taken without at least 8 ounces of water or other fluid.  
Health Canada Feb/10 is advising consumers that the unauthorized product "Complete 7-Day Cleanse" is being recalled because it contains a number of active ingredients with  
                                       a combined effect that may pose serious health risks. "Complete 7-Day Cleanse" is a multi-ingredient natural health product promoted for "cleansing" or  
                                       removing toxins from the body. According to package labelling, the product contains over 30 active ingredients, some having a diuretic (water pill) or  
                                       laxative (stimulant, and bulk-forming) effect.  
Health Canada Feb/10: 2H & 2D- Hong Kong Department of Health (HKDH) warned consumers not to buy or use 2H & 2Dafter it was found to contain undeclared tadalafil.  
                                       Products distributed by Atlas Operations Inc. The FDA informed consumers of a voluntary recall by Atlas Operations Inc. of certain lots of some  
                                       products that were found to contain undeclared sulfoaildenafil, which is an unauthorized substance similar to sildenafil. Products distributed by  
                                       Bodybuilding.com The FDA informed consumers of a voluntary recall of 65 bodybuilding products as these products may contain the following  
                                       anabolic steroids: "Superdrol," "Madol," "Tren," "Androstenedione," and/or "Turinabol." STRO Emperor Capsules The Irish Medicines Board warned  
                                       consumers not to buy or use STRO Emperor Capsules after it was found to contain undeclared tadalafil. Tian Yang Xu Huo Oral Ulcer Capsule   
                                       Singapore Health Sciences Authority issued a recall notice for one batch (batch number 0812003, expiry date 11.2011) of Tian Yang Xu Huo Oral Ulcer  
                                       Capsuleafter it was found to contain undeclared aristolochic acid. 
Health Canada Mar/10 is warning Canadians that an unapproved health product, POWER-MAX that contains sildenafil. 
Health Canada Mar/10 is warning Canadians that an unauthorized health product, “Herbal Diet Natural” has been found on the Canadian market and contains an undeclared  
                                        pharmaceutical ingredient similar to the prescription drug sibutramine. 
Health Canada is warning Canadians that an unauthorized health product, “West Pharm Therma Lean Fat Burner Energizer” was found on the Canadian market. West Pharm  
                                        Therma Lean Fat Burner Energizer contains Ephedrine and caffeine, which combined together, may cause serious and possibly fatal adverse effects.  
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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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• Assess the patient's status regularly, beginning within 2 weeks after starting therapy.  
• Modify treatment if there's no response within 2 months.  
• Successful treatments of first episodes of major depression should continue for about 6 months; patients with a history of two or more episodes should undergo treatment for much longer periods. 
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                   Although there are limited data to firmly conclude that provision of an action plan is superior to none, there is clear evidence suggesting that symptom-based plans are superior to peak flow-based plans in children and adolescents. 
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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. 35 

12. Other references of interest: 36,37,38,39,40,41,42,43,44,45,46; Tools to assess dependence. E.g. Fagerstrom Tolerance Scale 47

 

 

  
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  



 
Extras:  Rimonabant ACOMPLIA –(not in Canada) cannabinoid receptor 1 blocker; 36% complete smoking cessation in final 4 wks of a 10 wk trial   Dose: 20mg/d   SE: nausea, depression, anxiety & ↓ weight.  xlviii,xlix,l ??Clonidine use  

Piper ME, Smith SS, Schlam TR, et al. A randomized placebo-controlled clinical trial of 5 smoking cessation pharmacotherapies. Arch Gen Psychiatry. 2009 Nov;66(11):1253-62.  {Nicotine lozenge, bupropion, and 
bupropion plus lozenge produced effects that were comparable with those reported in previous research, the nicotine patch plus lozenge produced the greatest benefit relative to placebo for smoking cessation.} 
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Modified Fagerström Test for Nicotine Dependence  

 



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

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

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

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

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

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

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

FIGURE 1. Modified Fagerström test for evaluating intensity of physical dependence on nicotine. 
Adapted with permission from Heatherton TF, Kozlowski LT, Frecker RC, Fagerström KO. The Fagerström test for nicotine dependence: a revision of the Fagerström Tolerance Questionnaire. Br J Addict 1991;86:1119-27. 
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Substance Abuse Chart Extras: www.RxFiles.ca  
Management Of Substance Abuse In Emergency 
 

Aim: ↓ morbidity & mortality; ↓ risk of relapse;  
  consider plan short & long term 
Management issues: 
- Infections: soft tissue; other (endocarditis, HIV, hepatitis, etc.) 
- Overdose vs Intoxication vs Withdrawal 
- Consider detailed assessment if: 

o Acknowledgment of drug use 
o Physical signs such as track marks, nasal septrum 

atrophy 
o Urine drug screen +ve {Note: emergency drug screen is 

unlikely to significantly affect impact upon management in the ER.}50 

- Approach for engagement 
o Accept patient autonomy 
o Non-judgemental approach 
o Collaborative approach with patient 
o Confidentiality 
o Proactive discussion on medications and 

behaviours 
- Managing Potentially Violent Patient51: 

o Maintain autonomy & dignity of users, intervene 
early, approach patients with caution, don’t startle, 
avoid provocation, be aware of your own 

demeanour, use calm language, don’t make 
promises, provide options and choice, remove 
dangerous objects from your person, know exits, 
don’t turn back on patient, role for distraction, be 
firm & compassionate,  depersonalize issue; avoid 
confronting, but if necessary maintain distance, 
avoid corners, explain intension, ask for facts & 
encourage reasoning, ask for weapons to be put 
down not handed over, know how to call for help. 

 

 
Intoxication: Common Presentations – Possible Causes 52,53 
• Unresponsive: hypoglycemics, narcotics, alcohol, cyanide, carbon monoxide, tranquilizers, hydrocarbons, barbiturates 
• Seizures: hypoglycemics, amphetamines, cocaine, hallucinogens, anticonvulsants, TCAs, PCP, mescaline 
• Hyperthermia: salicylates, Ecstasy, atropine, amphotericin B, phenytoin 
• Hypothermia: ethanol, narcotics, sedatives/hypnotics, TCAs, barbiturates, carbon monoxide. 
 

 

 Intoxication Management  
 [Primary assessment ABCs: airway, breathing, circulation] 

Opioids Intoxication {coma, lethargy, stupor; constipation, N&V; flushing, pruritis; hypotension; miosis; resp 
depression} 

 supportive tx; regular assessment of cardio/respiratory safety 
airway protection; correction of hypoxia 
 naloxone option: short term duration; balance reversal of resp depression with opioid withdrawal 

    (naloxone can be considered if opioid toxicity suspected).  
consider type of opioid for duration of risk & naloxone effect 
consider N-acetyl-para-aminophenol level if overdose cause is unknown (r/o acetaminophen as 

possible agent) 
Stimulant Supportive tx {agitation, diaphoresis, hypertension, hyperthermia, mydriasis, psychosis, seizures, ↑HR} 

- oral diazepam for agitation & hypertension e.g cocaine inuced 
- IV diazepam or midazolam short acting if severe agitation/anxiety 
- Optional: sedating antipsychotic 
- Monitor: hyperthermia, hypothermia, cardiac, electrolytes 
- HTN: benzodiazepines; alternatively nitroprusside, NTG 
- α-blockers.  {avoid β-blockers as will result in unopposed α constriction 

Alcohol Supportive tx {most immediate life-threatening complications in kids are hypoglycaemia & respiratory 
depression} 

airway; IV access (fluid management); correct hypoglycaemia with dextrose soln & electrolytes; thiamine 
* Hemodialysis may be an option in life threatening intoxication.  Hemodialysis may be useful to remove barbiturates, sedatives, 
hypnotics, anticonvulsants, alcohols, analgesics, solvents, etc. 
 
 

Extras (RxFiles - Substance Abuse) 
o if using cocaine/other stimulants then detox is the only option.  Rapid detox is not recommended during pregnancy.  
o Patients should only be “nodding” (falling asleep on methadone) if the dose is too high, they are a new start, or if they 

using BZD’s at the same time – may consider a tox screen to assess if patient is also using any other drugs 
o In Saskatoon methadone doses goes up by 10mg increments and down by 5mg increments for dose adjustments with 

some physicians.   
o Using both oral LA morphine (Kadian) in addition to methadone when starting patients is sometime done to prevent 

acute withdrawal & allow for methadone titration ( e.g. a few weeks of dual treatment); controversial. 
o IV drug abusers: considerations see reference 54 
o Other substances of abuse: volatile inhalants, Listerine mouthwash 
 
 

Acute Alcohol Intoxication55,56 
- Blood Alcohol Levels (BAL): <50mg/dl (< 10.9mmol/l): impairment in skills, ↑ talkativeness, relax;  >100 mg/dl = impaired 

judgement, ↓ coordination & reactions, mood/personality change; > 200 mg/dl: amnesia, diplopia, N&V;  >300-500 mg/dl 
= ↑ risk of respiratory depression, coma & death 

- DSM-IV: A) recent EtOH, B) clinically significant behavioural/psychological change e.g. aggression, mood, impairment C) one or more 
of [1. slurred speech, 2. ↓coordination, 3. unsteady gait, 4. nystagmus, 5. ↓ attention/memory, 6. stuper/coma, other.] 

- Other effects & associations: Respiratory, GI, alcoholic hepatitis.  ↑ risk of injury, ↑ risk of life years lost, ↑ violent crimes.   
- Tx: 1) Stabilize patient: [airway, resp fx, prevent aspiration, mechanical ventilation prn, IV access & correction of 

hypoglycaemia, electrolytes (dextrose, Mg, folate, thiamine, multivitamins); 2) Sedate patient (droperidol, haloperidol); 3) 
evaluate for chronic EtOH abuse;  Ref: Ostacher MJ et al. Impact of substance use disorders on recovery from episodes 
of depression in bipolar disorder patients: Prospective data from the Systematic Treatment Enhancement Program for 
Bipolar Disorder (STEP-BD). Am J Psychiatry 2009 Dec 15; [e-pub ahead of print]. 

 
Management of Cocaine Body Packers57: 
Hx: # & type of packets; other agents; GI symptoms;  Investigations: ECG, CBC/SCr, etc., chest & abdom x-rays; 

Management if asymptomatic: admit, 4 hr observations of vitals, oral gastric lavage till all packets passed, light/normal 
diet, IV access, daily evaluation for intox/bowel obstruction. 

 

Lifespan Spectrum of Complications: Pregnancy - obstetrical complications, fetal distress, stillbirth, low birth weight; adolescent & young adult – self inflicted injuries, homicides, premature morbidity; Later life - ↑ decline.   
 {Associate health problems: non-fatal overdose, ↑ infections IV and NIDU (HCV; Hepatitis A, B); liver fibrosis cannabis, periodontis cannabis; psychiatric (psychosis, anxiety, depression) various, cannabis; long-term ↓ cognitive performance.}58 
 
 

Substance Abuse in Older Adults59: 2005 USA data on treatment programs: Alcohol only (48%), alcohol + 2nd illicit substance (52%); 2nd substance cocaine 40%, marijuana 29%, opiates 16%, stimulants 5%, other 10%.   
 Signs: headache, ↓ cognitive/memory ability;  Unique features in elderly: tendency to drink smaller quantities more often, DI with ↑ metabolism of other drugs,  in sleep patterns.   Clues:  recent losses, psych hx, family hx of abuse. 

 
ALDH=alcohol dyhydrongenase  5HT=serotonin  fx=function  HCV= hepatitis C virus  HX=history  NIDU= non-injecting drug users  Qt=qt interval  RR=respiratory rate   
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Antipsychotics are not 1st line for substance abuse withdrawal.  If in a controlled 
setting, temporary use of a long acting benzodiazepine may be preferred. 
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Organ Transplant Facts:  
Canada: There were 2083 solid organ transplants in Canada, as compared with 2188 in 2007, according to Canadian Organ Replacement Register statistics  
(http://cihi.ca /cihiweb/dispPage.jsp?cw_page=AR3230_E&cw_topic=3230). The total number of organ donors also decreased, to 1038 from 1046 in 2007.  
Roughly 4380 Canadians were on waiting lists for transplants as of Dec. 31, 2008. — Sabrina Doyle, Ottawa, Ont. 
http://secure.cihi.ca/cihiweb/dispPage.jsp?cw_page=media_20091222_e 
 
Organ Donor Activity in Canada, 1999 to 2008   http://secure.cihi.ca/cihiweb/products/CORR_AiB_EN_20091222_rev20100106.pdf   
During the past decade, the number of organ donors in Canada increased from 812 to 1,038 per year; living donors accounted for 69% of this increase. While there were increases in organ donation during the past decade, 
the demand for organs also grew. For example, in the case of kidneys, the incidence rate of end-stage renal disease increased from 149 to 168 per million population. The availability of donated organs in Canada rose by 
more than one-quarter (28%) over the past decade, but this increase is not keeping pace with demand. More than 1,000 Canadians donated organs in 2008, up from 812 in 1999, according to a new study released today by 
the Canadian Institute for Health Information (CIHI). With an increase in the number of Canadians with organ failure, combined with medical advancements that are keeping these patients alive longer, the results show an 
increase in the demand for organs. Last year, about 215 Canadians died while waiting for an organ transplant. A national paired exchange program has been launched for donor and recipient pairs who do not match as an 
initiatives to maximize the number of live-donor organs available at http://www.ccdt.ca/english/ldpe/index.htm called the Living Donor Paired Exchange Registry (LDPE). 
According to the Canadian Organ Replacement Registry's 2008 annual report, there were an estimated 33,832 people with end-stage renal disease in Canada at the end of 2006, an increase of 69.7% since 1997. Of these, 
20,465 were on dialysis and 13,367 were living with a functioning kidney transplant. 
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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 * Weight risk vs benefit esp. in some diseases eg. diabetes, asthma, hypertension, psychiatry. 
                             Benefit of treatment in these conditions, may outweight the risks of not treating. 

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 Info:Pregnancy Exposure Registries http://www.fda.gov/womens/registries/default.htm  LactMed Lactation http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen?LACT 
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 2010    {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 
 

BID=twice daily  BP  =blood pressure Bz =benzodiazepine  CI =contraindication  CV  =cardiovascular   DI  =drug interaction   Dx  =diagnosis/disease   g =generic avail.  GI =Gastrointestinal   HA  =headache    
HF =heart failure   HR =Heart rate      HSR =Hypersensitivity reaction      LFT =Liver Function tests M  =Monitoring  OD=daily     =a concern if given Pre-Op   QID=four times daily 
SE  =side effect    SJS  =Stevens Johnson Sx  Sx  =syndrome/symptom  Sz =seizure   TID=three times daily   Tx =treatment  Units= uses SI but can convert  (cholesterol x 38.6=mg/dL;  glucose x 18=mg/dL) 
ς     =indicates strength of tablet is scored              ☺        = tastes good            = CDN (We are Canadian)   ⊗   =Avoid → soybean & peanut allergy      =male    =women 

 
 
 

  =↓ dose required for Renal dysfunction 1 if 1)  ≥ 75% renal excretion    =↓ dose required for Liver dysfunction 
         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)= accurate, but need PDA with MedCalc to do the calculation. CKD-EPI eGFR= new accurate for CKD 

  

   Newsletters, Charts & References are available online at  www.RxFiles.ca  
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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 
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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 
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