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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 * 

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  
1. Drugs in Pregnancy and Lactation, 7th ed.  Briggs GE, Freeman RK, Yaffe SJ, editors.  Williams and Wilkins; Baltimore, MD: 2005.   
2. Drug Information Handbook, 13th ed.  Lacy CF, Armstrong LL, Goldman MP and Lance LL, editors. Lexi-Comp Inc; Hudson, Ohio: 2005-2006. 
3. Individual Drug Product Monographs.  4. Micromedex 2006    {NOTE: for additional Canadian information on drugs in pregnancy & lactation see http://www.motherisk.org/index.jsp } 
 

Common RxFiles ABREVIATIONS & SYMBOLS –most of our charts have footnotes to explain unique abbreviations.  
 

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

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

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

restrictions such as EDS or non formulary status 
 

BP =blood pressure           Bz  =benzodiazepine             CI  =contraindication DI   =drug interaction  g=generic avail.  M  =Monitoring      =a concern if given Pre-Op    SE  =side effects     Sz  =seizure 
ς     =indicates strength of tablet is scored               ☺        = tastes good            = CDN (We are Canadian)                        ⊗   =Avoid → soybean & peanut allergy     LFT=Liver Function tests 

 
 
 

  =↓ dose required for Renal dysfunction 1 if 1)  ≥ 75% renal excretion  
         2) toxic if accumulates 3) an active metabolite requiring dose adjustment. [CrCl <60ml/min shows impaired renal function] 
CrCl ml/min Male={(140-age) x ABW weight in Kg }  /  {serum creatinine in umol/l  x 0.814} 
                          Female= 0.85 x CrCl male 
           Adjusted body weight in kg  (ABW) = {Ideal body weight (IBW) + 0.4 (Actual body weight-IBW)} 
         IBW (Males)= 50kg + 0.906 (Height in cm - 152.4cm); IBW (Females)= 45kg + 0.906 (Height in cm - 152.4cm)  
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ACE INHIBITOR (ACEI) / ANGIOTENSIN II RECEPTOR BLOCKER (ARB): Comparison Chart 
1 Major Outcomes in High-Risk Hypertensive Patients Randomized to Angiotensin-Converting Enzyme Inhibitor or Calcium Channel Blocker vs Diuretic. The Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack 
Trial (ALLHAT).  The ALLHAT Officers and Coordinators for the ALLHAT Collaborative Research Group.  JAMA. 2002;288:2981-2997. 
2 2001 Canadian Hypertension Recommendations: What's New & What's Not so New but is Still Important. CJHP 2002;55:4651. 
3 FA McAlister, M Levine, KB Zarnke, et al. The 2000 recommendations for the management of hypertension. Can J Cardiol 2001; 17(5):543-559. 
4 1999 Canadian recommendations for the management of hypertension. CMAJ 1999;161(Suppl):S1-S16. 
5 1999 World Health Organization–International Society of Hypertension Guidelines:Management of Hypertension. J Hypertens 1999;17:151-183. 
6 6th Report-Joint National Committee on Prevention,Detection,Evaluation & Treatment of High Blood Pressure. Arch Intern Med 1997;157:2413-46. 
7 Drugs for hypertension. Med Lett Drugs Ther 2001;43:17-22. 
8 Drugs in Pregnancy & Lactation, 7th Ed. Briggs GE,et al.  Wilkins;Baltimore, MD.2005. 
9 Micromedex 2005 →//hcs.micromedex.com. 
10 Hansten & Horn's Drug Interactions: Analysis & Management-Facts & Comparisons 2005. 
11 Treatment Guidelines: Drugs for Hypertension from The Medical Letter Feb 2003 & repeated June 2005. 
12 The 2007 Canadian Hypertension Education Program Recommendations www.hypertension.ca  
13 ALLHAT Working Group. Major cardiovascular events in hypertensive patients randomized to doxazosin vs chlorthalidone: the antihypertensive and lipid-lowering treatment to prevent heart attack trial (ALLHAT). JAMA 2000;283:1967-75. 
14 Liu P, Arnold JM, Belenkie I, et al. The 2002/3 Canadian Cardiovascular Society consensus guideline update for the diagnosis and management of heart failure. Can J Cardiol. 2003 Mar 31;19(4):347-56. 
15 Treatment Guidelines: Drugs for Treatment of Heart Failure from The Medical Letter April 2003 & Jan 2006. 
16 Jessup M, Brozena S. Heart Failure. N Engl J Med 2003;348:2007-18. 
17 The Seventh Report of the Joint National Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (The JNC 7); JAMA. 2003 May;289(19):2560-72. 
18 Pfeffer Marc A, Swedberg Karl, Granger Christopher B. et al, Effects of candesartan on mortality and morbidity in patients with chronic heart failure: the CHARM-Overall programme. Lancet 2003 362: 759-66. (Granger  
    BB, Swedberg K, Ekman I, et al.; for the CHARM investigators. Adherence to candesartan and placebo and outcomes in chronic heart failure in the CHARM programme: double-blind, randomised, controlled clinical trial.  
    Lancet. 2005 Dec 10;366(9502):2005-2011.) (Hillege HL, et al. Candesartan in Heart Failure: Assessment of Reduction in Mortality and Morbidity (CHARM) Investigators. Renal function as a predictor of outcome in a  
    broad spectrum of patients with heart failure. Circulation. 2006 Feb 7;113(5):671-8. )( Ducharme A, et al. Prevention of atrial fibrillation in patients with symptomatic chronic heart failure by candesartan in the Candesartan  
    in Heart failure: assessment of Reduction in Mortality and morbidity (CHARM) program. Am Heart J. 2006 May;151(5):985-91.) 
19 The EURopean trial On reduction of cardiac events with Perindopril in stable coronary Artery disease Investigators. Efficacy of perindopril in reduction of cardiovascular events among patients with stable coronary artery 
disease: randomised, double-blind, placebo-controlled, multicentre trial (the EUROPA study). Lancet 2003; 362: 782-88.  
20 Pfeffer MA, McMurray JJ, Velazquez EJ, et al. Valsartan, Captopril, or Both in Myocardial Infarction Complicated by Heart Failure, Left Ventricular Dysfunction, or Both.(the VALIANT study). N Engl J Med. 2003 Nov 10  
    (McMurray J, et al. The effect of valsartan, captopril, or both on atherosclerotic events after acute myocardial infarction: an analysis of the Valsartan in Acute Myocardial Infarction Trial (VALIANT). J Am Coll Cardiol. 2006 Feb 21;47(4):726-33. Epub 2006 Jan 26. )  
21 Chobanian AV, Bakris GL, Black HR, et al.; Joint National Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure. National Heart, Lung, and Blood Institute; National High Blood Pressure 
Education Program Coordinating Committee. 7th report of the Joint National Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure. Hypertension. 2003 Dec;42(6):1206-52. Epub 2003 Dec 01.  
22 Strippoli GF, et al. Effects of angiotensin converting enzyme inhibitors and angiotensin II receptor antagonists on mortality and renal outcomes in diabetic nephropathy: systematic review. BMJ. 2004 Oct 9;329(7470):828.  
23 Scheen AJ. Renin-angiotensin system inhibition prevents type 2 diabetes mellitus. Part 1. A meta-analysis of randomised clinical trials. Diabetes Metab. 2004 Dec;30(6):487-96.  
24 Diagnosis and Management of Chronic Heart Failure in the Adult: ACC/AHA 2005 Guideline Update for the (J Am Coll Cardiol 2005) http://www.acc.org/clinical/guidelines/failure/index.pdf  
25 PROGRESS Collaborative Group. Randomised trial of perindopril-based blood-pressure-lowering regimen among 6,105 individuals with previous stroke or transient ischaemic attack.Lancet 2001 Sep29;358(9287):1033-41. 

(Arima H, et al.; for the PROGRESS Collaborative Group.  Lower target blood pressures are safe and effective for the prevention of recurrent stroke: the PROGRESS trial. J Hypertens. 2006 Jun;24(6):1201-1208.) 
26 Yusuf S, Sleight P, et al. The Heart Outcomes Prevention Evaluation (HOPE) Study Investigators, Effects of an Angiotensin-Converting-Enzyme Inhibitor, Ramipril, on Cardiovascular Events in High-Risk Patients. N Engl J 

Med 2000 342: 145-153. 
27 Palmer, B. Managing Hyperkalemia Caused by Inhibitors of the Renin-Angiotensin-Aldosterone System. N Engl J Med 2004;351:585-92. 
 
Additional references: 
Abuissa H, Jones PG, Marso SP, et al. ACE or ARB for prevention of type 2 diabetes a meta-analysis of randomized clinical trials. J Am Coll Cardiol. 2005 Sep 6;46(5):821-6. CONCLUSIONS: The use of an ACE inhibitor or ARB should be  
                 considered in patients with pre-diabetic conditions such as metabolic syndrome, hypertension, impaired fasting glucose, family history of diabetes, obesity, congestive heart failure, or coronary heart disease. 
Aguilar D, Solomon SD. ACE inhibitors and angiotensin receptor antagonists and the incidence of new-onset diabetes mellitus : an emerging theme. Drugs. 2006;66(9):1169-77.  
Ahimastos AA, et al. Brief communication: ramipril markedly improves walking ability in patients with peripheral arterial disease: a randomized trial. Ann Intern Med. 2006 May 2;144(9):660-4. 
Al-Mallah MH, et al. Angiotensin-converting enzyme inhibitors in coronary artery disease and preserved left ventricular systolic function: a systematic review and meta-analysis of randomized controlled trials. J Am Coll  
            Cardiol. 2006 Apr 18;47(8):1576-83. Epub 2006 Mar 29. Treatment of 100 patients for an average duration of 4.4 years prevents either of the adverse outcomes (one death, or one nonfatal myocardial infarction, or one cardiovascular death or one coronary revascularization procedure).  
                  CONCLUSIONS: The cumulative evidence provided by this meta-analysis shows a modest favorable effect of ACEIs on the outcome of patients with CAD and preserved LV systolic function. 
Andersen NH, et al. Long-term dual blockade with candesartan and lisinopril in hypertensive patients with diabetes: the CALM II study. Diabetes Care. 2005 Feb;28(2):273-7.  
Ambrosioni E, Borghi C, Magnani B. The effect of the angiotensin-converting-enzyme inhibitor zofenopril on mortality and morbidity after anterior myocardial infarction. The Survival of Myocardial Infarction Long-Term  
            Evaluation (SMILE) Study Investigators. N Engl J Med. 1995 Jan 12;332(2):80-5.  
Arnold JM, et al.; Canadian Cardiovascular Society.  Canadian Cardiovascular Society consensus conference recommendations on heart failure 2006: diagnosis and management. Can J Cardiol. 2006 Jan;22(1):23-45. Erratum  
             in: Can J Cardiol. 2006 Mar 1;22(3):271. http://www.ccs.ca/download/consensus_conference/consensus_conference_archives/Arnold_CCS_final.pdf  
Bhatia RS, et al. Outcome of heart failure with preserved ejection fraction in a population-based study. N Engl J Med. 2006 Jul 20;355(3):260-9.  
Baguet JP, et al. A placebo-controlled comparison of the efficacy and tolerability of candesartan cilexetil, 8 mg, and losartan, 50 mg, as monotherapy in patients with essential hypertension, using 36-h ambulatory blood  
           pressure monitoring.Int J Clin Pract. 2006 Apr;60(4):391-8.  
Barnett AH, Bain SC, Bouter P, ET AL. Angiotensin-Receptor Blockade versus Converting-Enzyme Inhibition in Type 2 Diabetes and Nephropathy (DETAIL). N Engl J Med. 2004 Oct 31 
Borghi C, et al. on behalf of the Survival of Myocardial Infarction Long-Term Evaluation (SMILE) Study.   Effects of early angiotensin-converting enzyme inhibition in patients with non-ST-elevation acute anterior myocardial  
            infarction. Am Heart J. 2006 Sep;152(3):470-7.  



 

 

                                                                                                                                                                                                                                                                                                  
 
Bosch J, Lonn E, Pogue J, Arnold JM, Dagenais GR, Yusuf S; HOPE/HOPE-TOO Study Investigators. Long-term effects of ramipril on cardiovascular events and on diabetes: results of the HOPE study extension.  
           Circulation. 2005 Aug 30;112(9):1339-46.  
Braunwald E, et al. Rosenberg YD, Rouleau JL; PEACE Trial Investigators.  Angiotensin-converting-enzyme inhibition in stable coronary artery disease. N Engl J Med. 2004 Nov 11;351(20):2058-68. Epub 2004 Nov 7. In  
                patients with stable coronary heart disease and preserved left ventricular function who are receiving "current standard" therapy and in whom the rate of cardiovascular events is lower than in previous trials of ACE inhibitors in patients with vascular disease, there is no evidence that the addition of an ACE inhibitor provides  
                further benefit in terms of death from cardiovascular causes, myocardial infarction, or coronary revascularization. (Solomon SD, et al; Prevention of Events with ACE inhibition (PEACE) Investigators. Renal function and effectiveness of angiotensin-converting enzyme inhibitor therapy in patients with chronic stable coronary  
                disease in the Prevention of Events with ACE inhibition (PEACE) trial. Circulation. 2006 Jul 4;114(1):26-31. Epub 2006 Jun 26.) 
Casas JP, et al. Effect of inhibitors of the renin-angiotensin system and other antihypertensive drugs on renal outcomes: systematic review and meta-analysis. Lancet. 2005 Dec 10;366(9502):2026-2033. INTERPRETATION: The  
                benefits of ACE inhibitors or ARBs on renal outcomes in placebo-controlled trials probably result from a blood-pressure-lowering effect. In patients with diabetes, additional renoprotective actions of these substances beyond lowering blood pressure remain unproven, and there is uncertainty about the greater renoprotection  
                seen in non-diabetic renal disease. 
Charles JA, et al. Prevention of migraine with olmesartan in patients with hypertension/prehypertension. Headache. 2006 Mar;46(3):503-7.  Tronvik E, et al. Prophylactic treatment of migraine with an angiotensin II receptor 
           blocker (candesartan): a randomized controlled trial. JAMA. 2003 Jan 1;289(1):65-9.  
Cheung BM, Cheung GT, Lauder IJ, Lau CP, Kumana CR. Meta-analysis of large outcome trials of angiotensin receptor blockers in hypertension. J Hum Hypertens. 2005 Aug 25; [Epub ahead of print] In conclusion, the reduction in  
               new-onset diabetes partly offsets any increase in the risk of myocardial infarction. Most hypertensive patients require more than one class of drugs. Small differences in treatment outcome should not over-ride the importance of good blood pressure control. 
Chrysostomou A, Pedagogos E, MacGregor L.. Double-blind, placebo-controlled study on the effect of the aldosterone receptor antagonist spironolactone in patients who have persistednt proteinuria and are on long-term  
            angiotension-converting enzyme inhibitor therapy, with or without an angiotensin II receptor blocker. Clin J Am Soc Nephrol. 2006 Jan 3;1:256-62. 
Cleland JG, et al. The perindopril 4mg od in elderly people ≥70yr with chronic heart failure (PEP-CHF) study. Eur Heart J. 2006 Oct;27(19):2338-45. Epub 2006 Sep 8.  
Cooper WO, et al. Major congenital malformations after first-trimester exposure to ACE inhibitors. N Engl J Med. 2006 Jun 8;354(23):2443-51. (see also Pharmacist’s Letter July 2006) 
Dagenais GR, et al. Angiotensin-converting-enzyme inhibitors in stable vascular disease without left ventricular systolic dysfunction or heart failure:a combined analysis of three trials. Lancet. 2006 Aug 12;368(9535):581-8.  
Dahlof B, et al. LIFE Study Group.  Cardiovascular morbidity and mortality in the Losartan Intervention For Endpoint reduction in hypertension study (LIFE): a randomised trial against atenolol. Lancet. 2002 Mar  
              23;359(9311):995-1003. (Lindholm LH, et al.; LIFE Study Group. Cardiovascular morbidity and mortality in patients with diabetes in the Losartan Intervention For Endpoint reduction in hypertension study (LIFE): a 
              randomised trial against atenolol. Lancet. 2002 Mar 23;359(9311):1004-10. )(Ibsen H, et al. Does albuminuria predict cardiovascular outcomes on treatment with losartan versus atenolol in patients with diabetes,  
              hypertension, and left ventricular hypertrophy? The LIFE study. Diabetes Care. 2006 Mar;29(3):595-600. ) 
Danchin N, et al. Angiotensin-Converting Enzyme Inhibitors in Patients With Coronary Artery Disease and Absence of Heart Failure or Left Ventricular Systolic Dysfunction: An Overview of Long-term Randomized  
            Controlled Trials. Arch Intern Med. 2006 Apr 10;166(7):787-96. Angiotensin-converting enzyme inhibitors reduce total mortality and major cardiovascular end points in patients who have CAD and no left ventricular  
             systolic dysfunction or heart failure. (InfoPOEMs: Angiotensin-converting enzyme (ACE) inhibitors decrease overall mortality, cardiovascular mortality, myocardial infarction risk, and stroke risk in patients with coronary artery disease (CAD) but without signs or  
                symptoms of heart failure. The benefit is not pronounced, with only 1 death prevented in more than 400 patients treated for 2 years. (LOE = 1a) ) 
Demers C, McMurray JJ, Swedberg K; CHARM Investigators. Impact of candesartan on nonfatal myocardial infarction and cardiovascular death in patients with heart failure. JAMA. 2005 Oct 12;294(14):1794-8.  
Dicpinigaitis PV.  Angiotensin-converting enzyme inhibitor-induced cough: ACCP evidence-based clinical practice guidelines. Chest. 2006 Jan;129(1 Suppl):169S-173S. 
Dufouil C, Chalmers J, Coskun O, et al. Effects of Blood Pressure Lowering on Cerebral White Matter Hyperintensities in Patients With Stroke. The PROGRESS (Perindopril Protection Against Recurrent Stroke Study)  
            Magnetic Resonance Imaging Substudy. Circulation. 2005 Sep 6; [Epub ahead of print]  
Effect of Ramipril on the Incidence of Diabetes. (DREAM) N Engl J Med. 2006 Sep 15; [Epub ahead of print]  
Evangelista A, Tornos P, Sambola A, et al.. Long-term vasodilator therapy in patients with severe aortic regurgitation. N Engl J Med. 2005 Sep 29;353(13):1342-9. (InfoPOEMs: This small study does not find that vasodilators such as nifedipine  
                (Procardia) or enalapril (Vasotec) delay the need for aortic valve replacement (AVR) in patients with asymptomatic but severe aortic regurgitation. The study was quite small, and although it is possible that a small but clinically important benefit was not detected, this seems  
                unlikely since the trends actually run against active treatment. (LOE = 1b-) ) 
Ferrari R; Perindopril and Remodeling in Elderly with Acute Myocardial Infarction Investigators. Effects of angiotensin-converting enzyme inhibition with perindopril on left ventricular remodeling and clinical outcome: results  
             of the randomized Perindopril and Remodeling in Elderly with Acute Myocardial Infarction (PREAMI) Study. Arch Intern Med. 2006 Mar 27;166(6):659-66.  
Gillespie EL, White CM, Kardas M, et al. The impact of ACE inhibitors or angiotensin II type 1 receptor blockers on the development of new-onset type 2 diabetes. Diabetes Care. 2005 Sep;28(9):2261-6. CONCLUSIONS: ACEIs or  
                ARBs may decrease patients' odds of developing new-onset type 2 diabetes but does not reduce the odds of mortality, cardiovascular, or cerebrovascular outcomes over the study follow-up periods among patients with hypertension. 
Goldenberg I, et al. Polymorphism in the angiotensinogen gene, hypertension, and ethnic differences in the risk of recurrent coronary events. Hypertension. 2006 Oct;48(4):693-9. Epub 2006 Aug 28.  
Hackam DG, Thiruchelvam D, Redelmeier DA.  Angiotensin-converting enzyme inhibitors and aortic rupture: a population-based case-control study. Lancet. 2006 Aug 19;368(9536):659-665.  
Heinze G, et al. Angiotensin-converting enzyme inhibitor or angiotensin II type 1 receptor antagonist therapy is associated with prolonged patient and graft survival after renal transplantation. J Am Soc Nephrol. 2006  
            Mar;17(3):889-99. Epub 2006 Feb 15.  
Heart Failure Society Of America.  HFSA 2006 Comprehensive Heart Failure Practice Guideline. J Card Fail. 2006 Feb;12(1):e1-2.  
Hippisley-Cox J., Coupland C.  Effect of combinations of drugs on all cause mortality in patients with ischaemic heart disease: nested case-control analysis. BMJ 2005;330:1059-1063 (7 May), doi:10.1136/bmj.330.7499.1059.   
           Conclusions: Combo of statins, aspirins, & beta-blockers improve survival in high risk pts with cardiovascular dx,  although the addition of an angiotensin converting enzyme inhibitor conferred no additional benefit despite the analysis being adjusted for congestive cardiac failure. 
Hou FF, Zhang X, Zhang GH, et al. Efficacy & safety of benazepril for advanced chronic renal  (CKD pts) insufficiency. N Engl J Med. 2006 Jan 12;354(2):131-40. (InfoPOEMs: In a group of nondiabetic patients with serum creatinine levels  
             between 3.0 & 5.0 mg/dL, benazepril slows the progression of renal disease. These pts were carefully monitored for any changes in renal function during the first 8 weeks, and were carefully screened & monitored to detect any early adverse effects on renal function. (LOE = 1b))  
Julius S, et al.; VALUE trial group.  Outcomes in hypertensive patients at high cardiovascular risk treated with regimens based on valsartan or amlodipine: the VALUE randomised trial. Lancet. 2004 Jun 19;363(9426):2022-31.  
          (Kjeldsen SE, et al.; for the VALUE Trial. Effects of valsartan compared to amlodipine on preventing type 2 diabetes in high-risk hypertensive patients: the VALUE trial. J Hypertens. 2006 Jul;24(7):1405-1412. )( Julius  
           S, et al. The Valsartan Antihypertensive Long-Term Use Evaluation (VALUE) trial: outcomes in patients receiving monotherapy. Hypertension. 2006 Sep;48(3):385-91. Epub 2006 Jul 24.) 
Julius S, et al.; Trial of Preventing Hypertension (TROPHY) Study. Feasibility of treating prehypertension with an ARB.(candesartan) N Engl J Med. 2006 Apr 20;354(16):1685-97. Epub 2006 Mar 14. (see also PharmLetter  
            May06.) (InfoPOEMs: This study tells us what we already know (that is, that blood pressure medications reduce blood pressure), but says nothing about what really matters: Does intervention in patients with prehypertension improve patient-oriented outcomes? The choice to  
               study such an expensive drug is also disappointing, but not surprising. Given that the number needed to treat [NNT] to prevent 1 stroke, heart attack, or death in patients with mild hypertension is 140 for 5 years (http://www.jr2.ox.ac.uk/bandolier/index.html), it is likely that the  
               actual clinical benefit of treating prehypertension is even smaller. (LOE = 1b) ) 
Kjeldsen SE, et al. VALUE Trial Investigators. Effects of valsartan compared to amlodipine on preventing type 2 diabetes in high-risk hypertensive patients: the VALUE trial. J Hypertens. 2006 Jul;24(7):1405-12.  
Kober L, Torp-Pedersen C, Carlsen JE, et al. A clinical trial of the angiotensin-converting-enzyme inhibitor trandolapril in patients with left ventricular dysfunction after myocardial infarction. Trandolapril Cardiac Evaluation  
            (TRACE) Study Group. N Engl J Med. 1995 Dec 21;333(25):1670-6. 
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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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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. 
Garner SE, Eady EA, Popescu C, Newton J, Li WA.  Minocycline for acne vulgaris: efficacy and safety.Cochrane Database Syst Rev. 2003;(1):CD002086. 
Medical Letter Nov 20/06. Extended release minocycline od (Solodyn) for acne 
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Useful websites: 
UK multicentre obesity management project www.counterweight.org 
Lifestyle changes week by week plan for patients taking sibutramine www.changeforlifeonline.com  
Rimonabant support site www.itswhatyougain.co.uk  
Cochrane reviews www.cochrane.org  
Obesity drug news www.obesity-news.com  



                                                                                                                                                                                                                                                                    
WEIGHT LOSS – “HERBAL / NATURAL” PRODUCTS  
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2004;38:812-6. 
6 Heymsfield S, Allison D, Vasselli J, et al. Garcinia cambogia (hydroxycitric acid) as a potential antiobesity agent: a randomized controlled trial. JAMA 

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

that any commonly used alternative products are effective for reducing weight in moderately overweight individuals.  None of the products have been studied for longer than 3 months.} 
11 Dwyer J, Allison D, Coates P.  Dietary Supplements in Weight Reduction.  J Am Diet Assoc 2005;105:S80-S86. 
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Additional references: 
 
Pharmacist’s Letter: Health Benefits of Drinking Green Tea. Nov 2006. 



 
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 (in process): 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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                  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) ) 
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©  www.RxFiles.ca – Malaria Prophylaxis Extras:  
 

Primaquine 26.3mg tab ( = 15mg base)  
 

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

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

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

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

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

 

Comments 
 

Second-line for chloroquine resistant areas  
 85- 95% effective against P. falciparum & P. vivax  
 Only therapy to prevent relapse from P. 
vivax & P.ovale due to dormant hypnozoites in liver 
(relapse may occur within 5 years of exposure) 

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

 

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

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

Second-line: chloroquine sensitive malaria       C   
   - Only in chloroquine-sensitive P. falciparum malaria prevention 
{Monitor: opthamological & neurological exam 
every 3 to 6 months if used >6months}.  

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

• Adult: 400 mg weekly 
 

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

19 

• Caution: pts with hepatic failure, G6PD deficiency, pre-
existing auditory damage; psoriasis, prophyria  
{Pregnancy: considered safe} 

• 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 
 

36 Juckett G.  Malaria prevention in travelers. Am Fam Physician. 1999 May 1;59(9):2523-30, 2535-6. Review. Erratum in: Am Fam Physician 2000 Jan 1;61(1):50, 52.  
Additional Reference:  
Chen LH, Wilson ME, Schulagenhauf P. Prevention of malaria in long-term travelers. JAMA 2006;296(18),2234-44. 

C  

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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URINARY TRACT INFECTIONS (UTI), ADULT – TREATMENT OPTIONS 
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                  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  
                                                      diabetes, older persons, patients with or without indwelling catheters, or patients with spinal cord injuries has not been found to improve outcomes.) 
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                                gastrointestinal adverse effects (number needed to treat (NNT) = 60 - 80) is likely to be heavily promoted, and must be balanced against the higher cost of this formulation. As we are given more such options, it is important to remember the key elements in choosing a drug: its safety, tolerability, efficacy, price, and simplicity.  
                  Although extended-release ciprofloxacin is simpler, it is no more effective and will almost certainly cost more. (LOE = 1b) )  
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Sha SH, Qiu JH, Schacht J.  Aspirin to prevent gentamicin-induced hearing loss. N Engl J Med. 2006 Apr 27;354(17):1856-7. 
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Treatment of Low Back Pain 21, 22 

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

Tx Guidelines: 
�symptomatic relief can be accomplished with OTC medication and/or spinal manipulation 
�during acute phase, bed rest >4 days may further debilitate the patient 
�low-stress aerobic activity & exercise OK in first 2 weeks; may delay trunk muscle exercises 
�recommend return to work/normal activities as soon as possible 
�if problems persist, reassessment required 
�address nonphysical factors (psych/socioeconomic )- 
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1 Hasgen KB, Hilde G, Jamtvedt G. Winnem M. Bed rest for acute low back pain and sciatica (Cochrane Review). The Cochrane Library 2001;Issue 3. 
2 Tulder MW van, Malmivaara A, Esmail R, Koes BW. Exercise therapy for low back pain (Cochrane Review). The Cochrane Library 2001;Issue 3. 
3 Staal JB, Hlobil H, Twisk JWR, et al. Graded activity for low back pain in occupational health care. Ann Intern Med 2004; 140:77-84. 
4 Frost H, Lamb SE, Doll HA, et al. Randomised controlled trial of physiotherapy compared with advice for low back pain. BMJ. 2004 Sep 25;329(7468):708.  
5 Hay EM, Mullis R, Lewis M, et al. Comparison of physical treatments versus a brief pain-management programme for back pain in primary care: a randomised clinical trial in  
  physiotherapy practice. Lancet. 2005 Jun 28;365(9476):2024-30. (Kaapa EH, et al. Multidisciplinary group rehabilitation versus individual physiotherapy for chronic nonspecific  
  low back pain: a randomized trial. Spine. 2006 Feb 15;31(4):371-6.)  
6 Childs JD, Fritz JM, et al. A clinical prediction rule to identify patients with low back pain most likely to benefit from spinal manipulation: a validation study. Ann Intern Med 2004; 141:920-28.  
7 Keos BW, Assendelft W, Van der Heijden G, et al. Spinal manipulation for low back pain: an updated systematic review of randomized clinical trials. Spine 1996;21:2860-71. 
8 Cherkin D, Sherman K, et al. A Review of the Evidence for the effectiveness, safety & cost of acupuncture, message thereapy and spinal manipulation for back pain. Ann Intern Med 2003;138:898-906. 
9 Guzman J, Esmail R, Karjalainen, et al. Multidisciplinary rehabilitation for chronic low back pain: systematic review. BMJ 2001;322:1511-1516 
10 Karjalainene K, Malmivaara A, et al. Multidisciplinary biopsychosocial rehabilitation for subacute low back pain among working age adults (Cochrane Review). The Cochrane Library 2001;Issue 4. 
11 Van Tulder MW, Jellema P, van Poppel MNM,et al.  Lumbar supports for prevention and treatment of low back pain (Cochrane Review). The Cochrane Library 2001;Issue 3. 
12 Cherkin D, Sherman K, et al. A Review of the Evidence for the effectiveness, safety & cost of acupuncture, message thereapy & spinal manipulation for back pain. Ann Intern Med 2003;138:898-906. 
13 Manheimer E, White A, et al. Meta-analysis: Acupuncture for low back pain. Ann Intern Med 2005; 142:651-63.  (InfoPOEMs: Acupuncture is an effective treatment for  
    decreasing pain in pts with chronic low back pain. It doesn't seem to be a placebo effect; acupuncture produces a significantly greater effect on pain than sham acupuncture. There  
    is not enough research to allow a conclusion for the treatment of acute low back pain. (LOE = 1a)). Thomas KJ, et al. Randomised controlled trial of a short course of traditional  
    acupuncture compared with usual care for persistent non-specific low back pain. BMJ. 2006 Sep 15; [Epub ahead of print]  Weak evidence was found of an effect of acupuncture  
    on persistent non-specific low back pain at 12 months, but stronger evidence of a small benefit at 24 months. Referral to a qualified traditional acupuncturist for a short course of  
    treatment seems safe and acceptable to patients with low back pain. 
14 Van Tulder MW, Scholten RJ, Koes BW, Deyo RA. Non-steroidal anti-inflammatory drugs for low back pain (Cochrane Review). The Cochrane Library 2001;Issue 3. 
15 University of York, Royal Society of Medicine. Acute and chronic low back pain in Effective Health Care 2000;6(5):1-8. 
16 Browning R, Jackson JL, O’Mallery PG. Cyclobenzaprine and back pain; a meta-analysis. Arch Intern Med 2001;161:1613-1620. 
17 Staiger TO, Gaster B, Sullivan MD, Deyo RA. Systematic review of antidepressants in the treatment of chronic low back pain. Spine 2003; 28:2540-45. 
18 University of York, Royal Society of Medicine. Acute and chronic low back pain in Effective Health Care 2000;6(5):1-8. 
19 Fishbain D. Evidence-based data on pain relief with antidepressants. Ann Med 2000;32:305-316. 
20 Atkinson JH, Slater MA, Williams RA, Zisook S, Patterson TL.  A placebo-controlled randomized clinical trial of nortriptyline for chronic low back pain. Pain 1998;76:287-96. 
21 Di Iroio D, Henley E, Doughty A. A survey of Primary Care Physician Practice Patterns and Adherence to Acute Low Back Problem Guidelines. Arch Fam Med 2000;9:1015-1021 
22 Car J, Sheikh A. Acute low back pain. BMJ 2003:327-541. 
 
Additional references: 
Allan L, et al. Transdermal fentanyl versus sustained release oral morphine in strong-opioid naive patients with chronic low back pain. Spine. 2005 Nov 15;30(22):2484-90.  



 
                                                                                                                                                                                                                                                                                                   
Brox JI, et al. Lumbar instrumented fusion compared with cognitive intervention and exercises in patients with chronic back pain after previous surgery for disc herniation: A 
                 prospective randomized controlled study. Pain. 2006 May;122(1-2):145-55. Epub 2006 Mar 20.  
Carragee EJ. Clinical practice. Persistent low back pain. N Engl J Med. 2005 May 5;352(18):1891-8.  
Clarke J, van Tulder M, Blomberg S, et al. Traction for low-back pain with or without sciatica. Cochrane Database Syst Rev. 2005 Oct 19;4:CD003010. AUTHORS' CONCLUSIONS: The evidence  
                           suggests that traction is probably not effective.Neither continuous nor intermittent traction by itself was more effective in improving pain, disability or work absence than placebo, sham or other treatments for patients with a mixed duration of LBP, with or without sciatica.  
                          Although trials studying patients with sciatica had methodological limitations and inconsistent results, there was moderate evidence that autotraction was more effective than mechanical traction for global improvement in this population. 
Dionne CE, Bourbonnais R, Fremont P, et al. A clinical return-to-work rule for patients with back pain. CMAJ. 2005 Jun 7;172(12):1559-67& ACP Journal Club. (InfoPOEMs: A clinical  
                          decision rule can provide guidance regarding a patient's likelihood of successfully returning to work. Patients at high risk for failure may benefit from more intensive follow-up and therapy. Further study is required. (LOE = 1a) )  
European Evidence Based Guidelines: 2005 http://www.backpaineurope.org/web/files/WG2_Guidelines.pdf  
Fairbank J, Frost H, et al. Randomised controlled trial to compare surgical stabilisation of the lumbar spine with an intensive rehabilitation programme for patients with chronic low  
                   back pain: the MRC spine stabilisation trial. BMJ. 2005 May 23; [Epub ahead of print] (InfoPOEMs: Intensive rehabilitation results in a reduction of disability due to chronic low back pain, although it  
                          was slightly less effective than spinal fusion surgery. Rehabilitation is more cost-effective and results in fewer complications than surgery. (LOE = 1b-) )  
French SD, et al. Superficial heat or cold for low back pain. Cochrane Database Syst Rev. 2006 Jan 25;(1):CD004750. 
Gibson J, Waddell G, Gibson JA. Surgery for degenerative lumbar spondylosis. Cochrane Database Syst Rev. 2005 Oct 19;(4):CD001352.  
Hagen KB, Jamtvedt G, Hilde G, Winnem MF. The updated Cochrane Review of bed rest for low back pain and sciatica. Spine 2005; 30:542-46. (InfoPOEMs: When they are studied for 3 months,  
                          rest in bed for patients with uncomplicated low back pain causes more pain and slows return to function. Similarly, patients with sciatica experience, at best, no benefit with bed rest. (LOE = 1a) ) 
Hsieh LL, et al. Treatment of low back pain by acupressure and physical therapy: randomized controlled trial. BMJ. 2006 Feb 17; [Epub ahead of  
                  print] (InfoPOEMs: Acupressure was significantly more effective than standard physical therapy modalities and exercise at decreasing disability scores and pain in patients with chronic low back pain. (LOE = 1b) ) 
Khadilkar A, et al. Transcutaneous electrical nerve stimulation for the treatment of chronic low back pain: a systematic review. Spine. 2005 Dec 1;30(23):2657-66. (InfoPOEMs: These  
                          authors only found 2 randomized trials of transcutaneous electrical nerve stimulation (TENS) for managing chronic low back pain. The divergent quality and findings suggest that we cannot draw any reliable conclusions about its  
                          efficacy. (LOE = 1a-) )  
Korhonen T, Karppinen J, Paimela L, et al. The treatment of disc herniation-induced sciatica with infliximab: one-year follow-up results of FIRST II, a randomized controlled trial.  
                  Spine. 2006 Nov 15;31(24):2759-66. Although the long-term results of this randomized trial do not support the use of infliximab compared with placebo for lumbar radicular pain in patients with disc herniation-induced  
                        sciatica, further study in a subgroup of patients with L4-L5 or L3-L4 herniations, especially in the presence of Modic changes, appears to be warranted. 
Larson AM, et al, and the Acute Liver Failure Study Group. Acetaminophen-Induced Acute Liver Failure: Results of a US Muticenter, Prospective Study. Hepatology; Dec 2005. (Of  
                         662 consecutive acute liver failure pts over 6yrs: 42% from acetaminophen liver injury; 48% were unintentional overdoses; only 65% of pts survived)  
Ney JP, Difazio et al. Treatment of chronic low back pain with successive injections of botulinum toxin a over 6 months: a prospective trial of 60 patients. Clin J Pain. 2006  
                  May;22(4):363-9.  
Santilli V, Beghi E, Finucci S. Chiropractic manipulation in the treatment of acute back pain and sciatica with disc protrusion: a randomized double-blind clinical trial of active and 
                  simulated spinal manipulations. Spine J. 2006 Mar-Apr;6(2):131-7. Epub 2006 Feb 3.  
Sherman KJ, et al. Comparing yoga, exercise, and a self-care book for chronic low back pain: a randomized, controlled trial. Ann Intern Med. 2005 Dec 20;143(12):849-56. (InfoPOEMs:  
                          A yoga program specifically aimed at patients with chronic low back pain is more effective than either exercise treatment or self-care in decreasing functional disability in patients with chronic low back pain. The style of yoga is called  
                          viniyoga and was adapted for use in patients with low back pain. (LOE = 1b) )  
van Wijk RM, Geurts JW, Wynne HJ, et al. Radiofrequency denervation of lumbar facet joints in the treatment of chronic low back pain: a randomized, double-blind, sham lesion- 
                   controlled trial. Clin J Pain. 2005 Jul-Aug;21(4):335-44.  
Weinstein JN, et al. Surgical vs Nonoperative Treatment for Lumbar Disk Herniation: The Spine Patient Outcomes Research Trial (SPORT) Observational Cohort. JAMA. 2006 Nov  
                   22;296(20):2451-2459.  
 
 
 



REFERENCES - Pain-Chronic Non-malignant Chart (CNMP): www.RxFiles.ca 
                                                           
1 Micromedex 2006 – Drug Evaluations. 
2 Pringsheim T, Howse D. In-patient treatment of chronic daily headache using dihydroergotamine: a long-term follow-up study. Can J Neurol Sci. 1998 May;25(2):146-50.  
3 Raskin NH. Repetitive intravenous dihydroergotamine as therapy for intractable migraine. Neurology. 1986 Jul;36(7):995-7.  
4 Wiffen P, McQuay H, Moore R. Carbamazepine for acute and chronic pain. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005451. 
5 Turk U, Ilhan S, Alp R, Sur H. Botulinum Toxin and Intractable Trigeminal Neuralgia. Clin Neuropharmacol. 2005 July/August;28(4):161-162.  
6 This record should be cited as: He L, Wu B, Zhou M. Non-antiepileptic drugs for trigeminal neuralgia. Cochrane Database of Systematic Reviews 2006, Issue 3. Art. No.: CD004029. DOI: 10.1002/14651858.CD004029.pub2. 
7 Boulton AJ, Vinik AI, Arezzo JC, et al; American Diabetes Association. Diabetic neuropathies: a statement by the American Diabetes Association. Diabetes Care. 2005 Apr;28(4):956-62.  (see also Diabetes peripheral neuropathic pain treatment. Pharmacist’s Letter Aug 2006.) 
8 Saarto T, Wiffen PJ. Antidepressants for neuropathic pain. The Cochrane Database of Systematic Reviews 2005, Issue 3. Art. No.: CD005454. DOI: 10.1002/14651858.CD005454. 
9 Rowbotham MC, Goli V, Kunz NR, Lei D. Venlafaxine extended release in the treatment of painful diabetic neuropathy: a double-blind, placebo-controlled study. Pain. 2004 Aug;110(3):697-706. Erratum in: Pain. 2005 Jan;113(1-2):248.  
10 Kochar DK, Rawat N, Agrawal RP, Vyas A, Beniwal R, Kochar SK, Garg P. Sodium valproate for painful diabetic neuropathy: a randomized double-blind placebo-controlled study. QJM. 2004 Jan;97(1):33-8.  
11 Eisenberg E, Lurie Y, Braker C, Daoud D, Ishay A. Lamotrigine reduces painful diabetic neuropathy: a randomized, controlled study. Neurology. 2001 Aug 14;57(3):505-9.  
12 Watson CP, Moulin D, Watt-Watson J, et al. Controlled-release oxycodone relieves neuropathic pain: a randomized controlled trial in painful diabetic neuropathy. Pain. 2003 Sep;105(1-2):71-8.  
13 Raskin J, Pritchett YL, Wang F, et al. A double-blind, randomized multicenter trial comparing duloxetine with placebo in the management of diabetic peripheral neuropathic pain. Pain Med. 2005 Sep-Oct;6(5):346-56.  
   (Arnold LM, et al. A randomized, double-blind, placebo-controlled trial of duloxetine in the treatment of women with fibromyalgia with or without major depressive disorder. Pain. 2005 Dec;119(1-3):5-15. Epub 2005 Nov 17. (InfoPOEMs: Duloxetine (Cymbalta, Xeristar, Yentreve) is effective in some women with fibromyalgia, whether or not they are depressed. The average decrease in pain score as  
    compared with placebo is small -- 1.31 to 1.44 of a possible 10 -- and many women will discontinue treatment (35% - 39% in this study). However, a significant proportion of women will experience a 50% or greater drop in average pain scores. The number needed to treat is 6 for 3 months. (LOE = 1b-) )  
14 Wernicke JF; Pritchett YL; D'Souza DN; Waninger A; Tran P; Iyengar S; Raskin J. A randomized controlled trial of duloxetine in diabetic peripheral neuropathic pain.  Neurology.  2006; 67(8):1411-20.   {InfoPOEMs Jan07:  In this study, duloxetine (Cymbalta) 60 mg daily was more effective than placebo in reducing pain from neuropathy in patients with diabetes. Higher doses of duloxetine didn't 
provide much additional benefit. The biases in this study favor treatment, so it is likely that the real benefit is less than what these investigators observed. Finally, we don't know if duloxetine is any more effective than other treatments used for painful diabetic neuropathy. (LOE = 2b-).} 
15 Dubinsky RM, Kabbani H, El-Chami Z, Boutwell C, Ali H; Quality Standards Subcommittee of the American Academy of Neurology. Practice parameter: treatment of postherpetic neuralgia: an evidence-based report of the Quality Standards Subcommittee of the American Academy of Neurology. Neurology. 2004 Sep 28;63(6):959-65.  
16 Hempenstall K, Nurmikko TJ, Johnson RW, A'Hern RP, Rice AS. Analgesic therapy in postherpetic neuralgia: a quantitative systematic review. PLoS Med. 2005 Jul;2(7):e164. Epub 2005 Jul 26. http://www.pubmedcentral.gov/articlerender.fcgi?tool=pubmed&pubmedid=16013891  
17 Mounsey A, Matthew L, Slawson D. Herpes Zoster and Postherpetic Neuralgia: Prevention and Management. American Family Physician 2005;72:1075-79. 
18 Raja SN, Haythornthwaite JA, Pappagallo M, et al. Opioids versus antidepressants in postherpetic neuralgia: a randomized, placebo-controlled trial. Neurology. 2002 Oct 8;59(7):1015-21.  (Oxman MN, Levin MJ, Johnson GR, et al.; Shingles Prevention Study Group. A vaccine to prevent herpes zoster and postherpetic neuralgia in older adults. N Engl J Med. 2005 Jun 2;352(22):2271-84. ) 
    (Chandra K, et al. Gabapentin versus nortriptyline in post-herpetic neuralgia patients: a randomized, double-blind clinical trial--the GONIP Trial. Int J Clin Pharmacol Ther. 2006 Aug;44(8):358-63. Gabapentin was shown to be equally efficacious but was better tolerated compared to nortriptyline and can be considered a suitable alternative for the treatment of PHN.) 
19 Leijon G, Boivie J. Central post-stroke pain--a controlled trial of amitriptyline and carbamazepine. Pain. 1989 Jan;36(1):27-36.  
20 Vestergaard K, Andersen G, Gottrup H, Kristensen BT, Jensen TS. Lamotrigine for central poststroke pain: a randomized controlled trial. Neurology. 2001 Jan 23;56(2):184-90.  
21 Levendoglu F, Ogun CO, Ozerbil O, Ogun TC, Ugurlu H. Gabapentin is a first line drug for the treatment of neuropathic pain in spinal cord injury. Spine. 2004 Apr 16;29(7):743-51. 
22 Tai Q, Kirshblum S, Chen B, Millis S, et al. Gabapentin in the treatment of neuropathic pain after spinal cord injury: a prospective, randomized, double-blind, crossover trial. J Spinal Cord Med. 2002 Summer;25(2):100-5.  
23 Finnerup NB, Sindrup SH, Bach FW, Johannesen IL, Jensen TS. Lamotrigine in spinal cord injury pain: a randomized controlled trial. Pain. 2002 Apr;96(3):375-83.  
24 Kvarnstrom A, Karlsten R, Quiding H, Gordh T. The analgesic effect of intravenous ketamine and lidocaine on pain after spinal cord injury. Acta Anaesthesiol Scand. 2004 Apr;48(4):498-506.  
25 Boviatsis EJ, Kouyialis AT, Korfias S, Sakas DE. Functional outcome of intrathecal baclofen administration for severe spasticity. Clin Neurol Neurosurg. 2005 Jun;107(4):289-95. 
26 Cardenas DD, Warms CA, Turner JA, Marshall H, Brooke MM, Loeser JD. Efficacy of amitriptyline for relief of pain in spinal cord injury: results of a randomized controlled trial. Pain. 2002 Apr;96(3):365-73.  
27 Drewes AM, Andreasen A, Poulsen LH. Valproate for treatment of chronic central pain after spinal cord injury. A double-blind cross-over study. Paraplegia. 1994 Aug;32(8):565-9.  
28 Siddall PJ, et al. Pregabalin (150-600mg/d)in central neuropathic pain associated with spinal cord injury: a placebo-controlled trial. Neurology. 2006 Nov 28;67(10):1792-800. 12wek n=137 
29 Dini D, Bertelli G, Gozza A, Forno GG. Treatment of the post-mastectomy pain syndrome with topical capsaicin. Pain. 1993 Aug;54(2):223-6.  
30 Watson CP, Evans RJ, Watt VR. The post-mastectomy pain syndrome and the effect of topical capsaicin. Pain. 1989 Aug;38(2):177-86.  
31 Harden RN. Pharmacotherapy of complex regional pain syndrome. Am J Phys Med Rehabil. 2005 Mar;84(3 Suppl):S17-28. (Kalita J, Vajpayee A, Misra UK.  Comparison of prednisolone with piroxicam in complex regional pain syndrome following stroke: a randomized controlled trial. QJM. 2006 Feb;99(2):89-95. Epub 2006 Jan 20. (InfoPOEMs: Prednisolone provides short-term relief of pain in  
      patients with complex regional pain syndrome (CRPS). Longer studies are needed to assess the persistence of this benefit and to better define its risks. (LOE = 1b) ) ) 
32 Ribbers GM, Geurts AC, Stam HJ, Mulder T. Pharmacologic treatment of complex regional pain syndrome I: a conceptual framework. Arch Phys Med Rehabil. 2003 Jan;84(1):141-6.  
33 Manicourt DH, Brasseur JP, Boutsen Y, et al. Role of alendronate in therapy for posttraumatic complex regional pain syndrome type I of the lower extremity. Arthritis Rheum. 2004 Nov;50(11):3690-7.  
34 Quisel A, Gill JM, Witherell P. Complex regional pain syndrome: which treatments show promise? J Fam Pract. 2005 Jul;54(7):599-603. 
35 van de Vusse AC, Stomp-van den Berg SG, Kessels AH, Weber WE. Randomised controlled trial of gabapentin in Complex Regional Pain Syndrome type 1. BMC Neurol. 2004 Sep 29;4(1):13.  
36 Towheed TE, Judd MJ, Hochberg MC, Wells G. Acetaminophen for osteoarthritis. Cochrane Database Syst Rev. 2003;(2):CD004257.  (Watkins PB, et al.  Aminotransferase elevations in healthy adults  
      receiving 4 grams of acetaminophen daily: a randomized controlled trial. JAMA. 2006 Jul 5;296(1):87-93.)) 
37 Towheed TE, Maxwell L, Anastassiades TP, Shea B, Houpt J, Robinson V, Hochberg MC, Wells G. Glucosamine therapy for treating osteoarthritis. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD002946. (Clegg 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.  InfoPOEMs: 03May2006. 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)) 
38 Bellamy N, Campbell J, Robinson V, Gee T, Bourne R, Wells G. Intraarticular corticosteroid for treatment of osteoarthritis of the knee. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD005328. 
39Arrich J, Piribauer F, Mad P, et al. Intra-articular hyaluronic acid for the treatment of osteoarthritis of the knee: systematic review and meta-analysis. CMAJ 2005; 172:1039-43. InfoPOEMs-The evidence that intra-articular hyaluronic acid helps patients with knee osteoarthritis is of poor quality. Improvements in pain at rest and pain during exercise is seen in a minority of studies, and those studies were  
    of lower quality than those showing no benefit. There is no evidence of functional improvement. Injections like this have a potentially powerful placebo effect, so any benefit seen in unblinded studies without concealed allocation is likely represent the placebo effect rather than any effect of the drug. (LOE = 1a-) 
40 Dagenais S. Intra-articular hyaluronic acid (viscosupplementation) for knee osteoarthritis.  [Issues in emerging health technologies issue 94]. Ottawa: Canadian Agency for Drugs and Technologies in Health; 2006.  Accessed 16Jan07 at:: http://www.cadth.ca/media/pdf/E0010_viscosupplementation_cetap_e.pdf  
41 Bellamy N, Campbell J, Robinson V, Gee T, Bourne R, Wells G. Viscosupplementation for the treatment of osteoarthritis of the knee. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD005321. 
42 Little CV, Parsons T. Herbal therapy for treating osteoarthritis. Cochrane Database Syst Rev. 2001;(1):CD002947.  
43 Ernst E. Avocado-soybean unsaponifiables (ASU) for osteoarthritis - a systematic review. Clin Rheumatol. 2003 Oct;22(4-5):285-8.  
44 Bandolier. Avocado/soybean unsaponifiables for osteoarthritis, 2005.  Accessed 17Aug05 @ http://www.jr2.ox.ac.uk/bandolier/band122/b122-3.html  
45 Leo R. Chronic Pain and Comorbid Depression.  Current Treatment Options in Neurology 2005;7:403-12. 
46 Maizels M. The Patient with Daily Headaches.  American Family Physician 2004;70:2299-306, 2313-4. 
47 Dodick DW.  Clinical practice. Chronic daily headache. N Engl J Med. 2006 Jan 12;354(2):158-65. Erratum in: N Engl J Med. 2006 Feb 23;354(8):884 
48 Bone M, Critchley P, Buggy DJ. Gabapentin in postamputation phantom limb pain: a randomized, double-blind, placebo-controlled, cross-over study. Reg Anesth Pain Med. 2002 Sep-Oct;27(5):481-6.  
49 Robinson LR, Czerniecki JM, Ehde DM, et al. Trial of amitriptyline for relief of pain in amputees: results of a randomized controlled study. Arch Phys Med Rehabil. 2004 Jan;85(1):1-6.  
50 Mease P. Fibromyalgia syndrome: review of clinical presentation, pathogenesis, outcome measures, and treatment. J Rheumatol Suppl. 2005 Aug;75:6-21.  
51 Fibromyalgia Treatment Guideline.  University of Texas, School of Nursing, Family Nurse Practitioner Program. Fibromyalgia treatment guideline. Austin (TX): University of Texas, School of Nursing; 2005 May. 13 http://www.guideline.gov/summary/summary.aspx?view_id=1&doc_id=7352#s23  
52 American Pain Society. Guideline for the Management of Fibromyalgia Syndrome Pain in Adults and Children. 2005 
53 Edinger JD, Wohlgemuth WK, Krystal AD, Rice JR. Behavioral insomnia therapy for fibromyalgia patients: a randomized clinical trial. Arch Intern Med. 2005 Nov 28;165(21):2527-35. (Martin DP, Sletten CD, Williams BA, Berger IH.  Improvement in fibromyalgia symptoms with acupuncture: results of a randomized controlled trial. Mayo Clin Proc. 2006 Jun;81(6):749-57.  
     (InfoPOEMs: A 6-session acupuncture treatment significantly improves fibromyalgia symptoms in women, at least in the short term. Overall fibromyalgia scores were significantly improved 1 month after treatment ended, but not 7 months after treatment ended. (LOE = 1b)) ) 
54 O'Malley PG, Balden E, Tomkins G, Santoro J, Kroenke K, Jackson JL. Treatment of fibromyalgia with antidepressants: a meta-analysis. J Gen Intern Med. 2000 Sep;15(9):659-66.  
55 Tofferi JK, Jackson JL, O'Malley PG. Treatment of fibromyalgia with cyclobenzaprine: A meta-analysis. Arthritis Rheum. 2004 Feb 15;51(1):9-13.  
56 Goldenberg D, Mayskiy M, Mossey C, et al. A randomized, double-blind crossover trial of fluoxetine and amitriptyline in the treatment of fibromyalgia. Arthritis Rheum. 1996 Nov;39(11):1852-9.  
57 Crofford LJ, Rowbotham MC, Mease PJ,et al; Pregabalin 1008-105 Study Group. Pregabalin for the treatment of fibromyalgia syndrome: results of a randomized, double-blind, placebo-controlled trial. Arthritis Rheum. 2005 Apr;52(4):1264-73.  
58 Sindrup SH, Jensen TS. Efficacy of pharmacological treatments of neuropathic pain: an update and effect related to mechanism of drug action. Pain. 1999 Dec;83(3):389-400. 
59 Larson AM, et al, and the Acute Liver Failure Study Group. Acetaminophen-Induced Acute Liver Failure: Results of a US Muticenter, Prospective Study. Hepatology; Dec 2005. (Of 662 consecutive acute liver failure pts over 6yrs: 42% from acetaminophen liver injury; 48% were unintentional overdoses; only 65% of pts survived)  
60 Nussmeier NA, Whelton AA, Brown MT, et al. Complications of the COX-2 Inhibitors Parecoxib and Valdecoxib after Cardiac Surgery. N Engl J Med. 2005 Feb 15; [Epub ahead of print]  
61 Bresalier RS, Sandler RS, Quan H, et al. Cardiovascular Events Associated with Rofecoxib in a Colorectal Adenoma Chemoprevention Trial. N Engl J Med 2005; 352:1092-102. (InfoPOEMs: For every 62 patients who take rofecoxib instead of placebo for 3 years, 1 additional patient will experience a serious cardiovascular event. Remember, there is no greater symptomatic relief with COX-2 inhibitors  
    than with older drugs; acetaminophen is a very safe alternative. The decrease in risk of serious gastrointestinal complications is marginal with COX-2 inhibitors and the cost is high. (LOE = 1b) ) 
62 Solomon SD, McMurray JJ, Pfeffer MA, et al. Cardiovascular Risk Associated with Celecoxib in a Clinical Trial for Colorectal Adenoma Prevention. N Engl J Med 2005; 352:1071-80. (InfoPOEMs: One additional cardiovascular event or cardiovascular death occurs for every 126 patients treated for 1 year with celecoxib. There appears to be a dose response relationship. It is difficult to justify continued  
    use of this and other coxibs, except in the most exceptional circumstances. (LOE = 1b) ) 
63 Lynch M. A review of the use of methadone for the treatment of noncancer pain.  Pain Res Manage 2005;10(3):133-44. 
64 Eisenberg E, McNicol E, Carr DB. Opioids for neuropathic pain. Cochrane Database of Systematic Reviews 2006, Issue 3. Art. No.: CD006146. DOI: 10.1002/14651858.CD006146. 
65 RM Dühmke, DD Cornblath, JRF Hollingshead. Tramadol for neuropathic pain. The Cochrane Database of Systematic Reviews 2005 Issue 3; Copyright © 2005 The Cochrane Collaboration. 
66 Sindrup SH, Otto M, Finnerup NB, Jensen TS. Antidepressants in the treatment of neuropathic pain. Basic Clin Pharmacol Toxicol. 2005 Jun;96(6):399-409.  
67 Bandolier. Antidepressants in neuropathic pain.  Accessed online 10Aug05 @ http://www.jr2.ox.ac.uk/bandolier/booth/painpag/Chronrev/antidc/CP072.html  
68 Barkin RL, Barkin S. The Role of Venlafaxine and Duloxetine in the Treatment of Depression with Decremental Changes in Somatic Symptoms of Pain, Chronic Pain, and the Pharmacokinetics and Clinical Considerations of Duloxetine Pharmacotherapy. Am J Ther. 2005 September/October;12(5):431-438.  
69 (Duplicate) Sindrup SH, Otto M, Finnerup NB, Jensen TS. Antidepressants in the treatment of neuropathic pain. Basic Clin Pharmacol Toxicol. 2005 Jun;96(6):399-409.  
70 Wiffen P, Collins S, McQuay H, Carroll D, Jadad A, Moore A. Anticonvulsant drugs for acute and chronic pain. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD001133.  
71 Medical Letter: Gabapentin (Neurontin for Chronic Pain). The Medical Letter 2004;46:29-31. (Ho KY, Gan TJ, Habib AS.  Gabapentin and postoperative pain - a systematic review of randomized controlled trials. Pain. 2006 Jul 15; [Epub ahead of print] ) 
72 Wiffen P, McQuay H, Edwards J, Moore R. Gabapentin for acute and chronic pain. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005452.  
73 (Duplicate) Wiffen P, McQuay H, Moore R. Carbamazepine for acute and chronic pain. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005451.  
74 Hadj Tahar A. Pregabalin for peripheral neuropathic pain [Issues in emerging health technologies issue 67]. Ottawa CCOHTA; 2005. Accessed online 16Aug05  http://www.ccohta.ca/entry_e.html.   
75 Frampton JE, Foster RH. Pregabalin: in the treatment of postherpetic neuralgia. Drugs. 2005;65(1):111-8; discussion 119-20. 
76 Frampton JE, Scott LJ. Pregabalin: in the treatment of painful diabetic peripheral neuropathy. Drugs. 2004;64(24):2813-20; discussion 2821. 
77 (Duplicate) Hadj Tahar A. Pregabalin for peripheral neuropathic pain [Issues in emerging health technologies issue 67]. Ottawa CCOHTA; 2005. Accessed online 16Aug05  http://www.ccohta.ca/entry_e.html. 
78 Dworkin RH, Corbin AE, Young JP Jr, et al. Pregabalin for the treatment of postherpetic neuralgia: a randomized, placebo-controlled trial. Neurology. 2003 Apr 22;60(8):1274-83.  
79 Richy F, Bruyere O, Ethgen O et al: Structural and symptomatic efficacy of glucosamine and chondroitin in knee osteoarthritis. Arch Intern Med 2003; 163(13):1514-1522.  
80 McAlindon TE, LaValley MP, Gulin JP et al: Glucosamine and chondroitin for treatment of osteoarthritis; a systematic quality assessment and meta-analysis. JAMA 2000; 238(11):1469-1475.  
81 Towheed TE, Maxwell L, Anastassiades TP et al. Glucosamine therapy for treating osteoarthritis. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD002946. Review.  
82 Galer BS, Jensen MP, Ma T, et al. The lidocaine patch 5% effectively treats all neuropathic pain qualities: results of a randomized, double-blind, vehicle-controlled, 3-week efficacy study with use of the neuropathic pain scale. Clin J Pain. 2002;18:297-301.  
83 Mason L, Moore RA, Derry S, Edwards JE, McQuay HJ. Systematic review of topical capsaicin for the treatment of chronic pain. BMJ. 2004 Apr 24;328(7446):991. Epub 2004 Mar 19.  
84 Bandolier Extra Mar 2005. Topical Analgesics: a review of reviews and a bit of perspective. Accessed online 11Aug05@ http://www.jr2.ox.ac.uk/bandolier/Extraforbando/Topextra3.pdf  



                                                                                                                                                                                                                                                                                                     
85 Bandolier Extra Mar 2005. Topical Analgesics: a review of reviews and a bit of perspective. Accessed online 11Aug05@ http://www.jr2.ox.ac.uk/bandolier/Extraforbando/Topextra3.pdf  
86 Lynch ME, Clark AJ, Sawynok J. A pilot study examining topical amitriptyline, ketamine, and a combination of both in the treatment of neuropathic pain. Clin J Pain. 2003 Sep-Oct;19(5):323-8.  
87 Epstein JB, Grushka M, Le N. Topical clonidine for orofacial pain: a pilot study. J Orofac Pain. 1997 Fall;11(4):346-52.                           79 Formula mentioned is: Morphine 10mg in 8 grams of intrasite gel. Applied to open ulcers once daily (not active through intact skin); may provide analgesia for up to 24 hours. 
 

 
 
 
 

Additonal articles: 
Arnold LM, Rosen A, et al.  A randomized, double-blind, placebo-controlled trial of duloxetine in the treatment of women with fibromyalgia with or without major depressive disorder. Pain. 2005 Dec 15;119(1-3):5-15. Epub 2005 Nov 17. InfoPOEMs: 26Apr2006.  Duloxetine (Cymbalta, Xeristar,  
           Yentreve) is effective in some women with fibromyalgia, whether or not they are depressed. The average decrease in pain score as compared with placebo is small -- 1.31 to 1.44 of a possible 10 -- and many women will discontinue treatment (35% - 39% in this study). However, a significant  
           proportion of women will experience a 50% or greater drop in average pain scores. The number needed to treat is 6 for 3 months. (LOE = 1b-) 
Bandolier: InfoPOEMs: 03May2006. Avocado/soybean unsaponifiables reduce pain, NSAID use in knee OA. 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-)  
Chandra K, et al. Gabapentin versus nortriptyline in post-herpetic neuralgia patients: a randomized, double-blind clinical trial--the GONIP Trial. Int J Clin Pharmacol Ther. 2006 Aug;44(8):358-63. Gabapentin was shown to be equally efficacious but was better tolerated  
           compared to nortriptyline and can be considered a suitable alternative for the treatment of PHN. 
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.  InfoPOEMs: 03May2006. 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)  
Gilron I, et al. Neuropathic pain: a practical guide for the clinician. CMAJ. 2006 Aug 1;175(3):265-75. 
Hollingshead J, Duhmke RM, Cornblath DR.  Tramadol for neuropathic pain. Cochrane Database Syst Rev. 2006 Jul 19;3:CD003726. The number needed to treat with tramadol compared to placebo to reach at least 50% pain relief was 3.8 (95% confidence interval 2.8 to 6.3) & the  number needed to  
          harm was 8.3 (95% confidence interval 5.6 to 17. 
Irvine G. Contemporary assessment and management of neuropathic pain. Nuerology 2005;64(Suppl 3): S21-S27. 
Kalita J, Vajpayee A, Misra UK.  Comparison of prednisolone with piroxicam in complex regional pain syndrome following stroke: a randomized controlled trial. QJM. 2006 Feb;99(2):89-95. Epub 2006 Jan 20.  InfoPOEMS: 06July2006. Prednisolone effective short-term for complex  
          regional pain syndrome. Clinical Question: Which is more effective for complex regional pain syndrome following stroke: prednisolone or piroxicam? Prednisolone provides short-term relief of pain in patients with complex regional pain syndrome (CRPS). Longer studies are needed to assess the  
          persistence of this benefit and to better define its risks. (LOE = 1b)  
Lynch ME, Watson CP.  The pharmacotherapy of chronic pain: A review. Pain Res Manag. 2006 Spring;11(1):11-38.  
Rossi P, et al. Advice alone vs. structured detoxification programmes for medication overuse headache: a prospective, randomized, open-label trial in transformed migraine patients with low medical needs. Cephalalgia. 2006 Sep;26(9):1097-105. In patients with migraine plus MOH and low  
          medical needs, effective drug withdrawal may be obtained through the imparting of advice alone. 
Siddall PJ, et al. Pregabalin (150-600mg/d)in central neuropathic pain associated with spinal cord injury: a placebo-controlled trial. Neurology. 2006 Nov 28;67(10):1792-800. 12wek n=137 
Trescot AM, Boswell MV, Atluri SL, Hansen NC, Deer TR, Abdi S, Jasper JF, Singh V, Jordan AE,et al  Opioid guidelines in the management of chronic non-cancer pain. Pain Phys 2006;9(1):1-39. 
van Seventer R, et al. Efficacy and tolerability of twice-daily pregabalin for treating pain and related sleep interference in postherpetic neuralgia: a 13-week, randomized trial. Curr Med Res Opin. 2006 Feb;22(2):375-84.  
Ziconotide (Prialt) For Chronic Pain. Med Letter Dec 2005;47:103-104. (Lynch SS, et al.  Intrathecal ziconotide for refractory chronic pain. Ann Pharmacother. 2006 Jul;40(7):1293-300. Epub 2006 Jul 18.) 
 
 
 
 
 
 
 
 
 
 

New: The RxFiles Drug Comparison Charts – 6th Edition 
 

The RxFiles Drug Comparison Charts – 6th Edition contains 60+ objective drug comparison charts – updated Feb 2007.   
Charts have been originally published as part of the RxFiles newsletter or in conjunction with a continuing medical education session.   
Standard Edition Chart Updates book is 8½ x 11 inches, 98 pages in length, full color print, tabbed and indexed.   
Pocket Edition (color but no tabs) is also available – but – it has smaller print.    See order form at www.RxFiles.ca  
Also – Binder Index of RxFiles Newsletters, Q&A’s and Comparison Charts – are updated and posted on website! 



                                                                                                                                                                                                                                                                                                          
NSAIDS, COXIBs & OTHER ANALGESICS: Comparison Chart 
1 Micromedex 2007 
2 Silverstein F, Faich G, Goldstein J, et al.  Gastrointestinal toxicity with celecoxib versus non-steroidal anti-inflammatory drugs for osteoarthritis and rheumatoid arthritis: the CLASS study: A randomized controlled trial. Celecoxib  
  Long-term Arthritis Safety Study.  JAMA 2000;284:1247-55. 
3 Bombardier C, Laine L, Reicin A, et al.  Comparison of upper gastrointestinal toxicity of rofecoxib and naproxen in patients with rheumatoid arthritis. VIGOR study group.  N Engl J  
  Med 2000;343:1520-8. (Curfman GD, Morrissey S, Drazen JM. Expression of Concern: Bombardier et al., "Comparison of Upper Gastrointestinal Toxicity of Rofecoxib and  
  Naproxen in Patients with Rheumatoid Arthritis," N Engl J Med 2000;343:1520-8. N Engl J Med. 2005 Dec 8; [Epub ahead of print] ) 
4 Detailed study results for CLASS; FDA Feb 2001 - http://www.fda.gov/ohrms/dockets/ac/01/briefing/3677b1_01_searle.pdf & http://www.fda.gov/ohrms/dockets/ac/01/briefing/3677b1_03_med.pdf  Access verified, May 6, 2002. 
5 Detailed study results for VIGOR; FDA Feb, 2001 - http://www.fda.gov/ohrms/dockets/ac/01/briefing/3677b2_01_merck.pdf  Access verified, May 6, 2002. 
6 Singh G, Ramey D, Triadafilopoulos G. Early experience with selective COX-2 inhibitors: safety profile in over 340,000 patient years of use [Abstract]. Arthritis Rheum 1999;42(Suppl 9):S296. 
7 Mukherjee D, Nissen SE, Topol EJ. Risk of cardiovascular events associated with selective COX-2 inhibitors. JAMA. 2001;286:954-9. 
8 Singh G, Ramey D.  NSAID-induced gastrointestinal complications: the ARAMIS perspective-1997.  J Rheumatol 1998;25(suppl 51):8-16. 
9 Wolfe M, Lichtenstein D, Singh G.  Gastrointestinal toxicity of non-steroidal anti-inflammatory drugs.  N Engl J. Med 1999; 340:1888-99. 
10 Guidelines for the management of rheumatoid arthritis: 2002 Update. Arthritis Rheum. 2002 Feb;46(2):328-46. 
11 Treatment Guidelines: Drugs for Rheumatoid Arthritis. The Medical Letter: January, 2003; (5) pp. 25-32 & Dec 2005. 
12 Hawkey C, Kahan A, Steinbruck K, et al.  Gastrointestinal tolerability of meloxicam compared to diclofenac in osteoarthritis patients.  International MELISSA Study Group. Br J Rheumatol 1998;37:937-45. 
13 Dequeker J, Hawkey C, Kahan A, et al. Improvement in gastrointestinal tolerbility of the selective cyclogenase (COX)-2 inhibitor meloxicam, compared with piroxicam: Results of the Safety and Efficacy Large-scale Evaluation  
   of COX-inhibiting Therapies (SELECT) trial in osteoarthritis. Br J Rheumatol 1998;37:946-51. 
14 http://www.oregonrx.org/OrgrxPDF/NSAIDS%20review/NSAID%20Update%20Report/5-12-03%20NSAID%20update.pdf 
15 http://www.oregonrx.org/OrgrxPDF/NSAID%20Review.htm 
16 Hunt RH, Barkun AN, Baron D, et al. Recommendations for the appropriate use of anti-inflammatory drugs in the era of the coxibs: defining the role of gastroprotective agents. Can J Gastroenterol. 2002 Apr;16(4):231-40.  
17 Nussmeier NA, Whelton AA, Brown MT, et al. Complications of the COX-2 Inhibitors Parecoxib and Valdecoxib after Cardiac Surgery. N Engl J Med. 2005 Feb 15; [Epub ahead of print]  
18 Bresalier RS, et al. Cardiovascular Events Associated with Rofecoxib in a Colorectal Adenoma Chemoprevention Trial (APPROVe). N Engl J Med 2005; 352:1092-102. (InfoPOEMs: For every 62 patients who take rofecoxib instead of placebo  
    for 3 years, 1 additional patient will experience a serious cardiovascular event. Remember, there is no greater symptomatic relief with COX-2 inhibitors than with older drugs; acetaminophen is a very safe alternative. The decrease in risk of serious gastrointestinal complications is marginal  
    with COX-2 inhibitors and the cost is high. (LOE = 1b) ) 
19 Solomon SD, McMurray JJ, Pfeffer MA, et al. Cardiovascular Risk Associated with Celecoxib in a Clinical Trial for Colorectal Adenoma Prevention. (APC trial) N Engl J Med 2005; 352:1071-80. (InfoPOEMs: One additional  
     cardiovascular event or cardiovascular death occurs for every 126 patients treated for 1 year with celecoxib. There appears to be a dose response relationship. It is difficult to justify continued use of this and other coxibs, except in the most exceptional circumstances. (LOE = 1b) )  
    (Bertagnolli MM, Eagle CJ, Zauber AG, et al. Celecoxib for the prevention of sporadic colorectal adenomas. (APC study) N Engl J Med 2006; 355:873-884. Follow-up colonoscopies were completed at year 1 in 89.5 percent of randomized patients, and at year 3 in 75.7 percent. The  
     estimated cumulative incidence of the detection of one or more adenomas by year 3 was 60.7 percent for patients receiving placebo, as compared with 43.2 percent for those receiving 200 mg of celecoxib twice a day (risk ratio, 0.67; 95 percent confidence interval, 0.59 to 0.77;  
     P<0.001) and 37.5 percent for those receiving 400 mg of celecoxib twice a day (risk ratio, 0.55; 95 percent confidence interval, 0.48 to 0.64; P<0.001). Serious adverse events occurred in 18.8 percent of patients in the placebo group, as compared with 20.4 percent of those in the low- 
     dose celecoxib group (risk ratio, 1.1; 95 percent confidence interval, 0.9 to 1.3; P=0.5) and 23.0 percent of those in the high-dose group (risk ratio, 1.2; 95 percent confidence interval, 1.0 to 1.5; P=0.06). As compared with placebo, celecoxib was associated with an increased risk of  
     cardiovascular events (risk ratio for the low dose, 2.6; 95 percent confidence interval, 1.1 to 6.1; and risk ratio for the high dose, 3.4; 95 percent confidence interval, 1.5 to 7.9). ) (Arber N, Eagle CJ, Spicak J, et al. Celecoxib for the prevention of colorectal adenomatous polyps. (PreSAP  
     trial) N Engl J Med 2006; 355:885-895.  Colonoscopies were performed at year 1 on 88.7 percent of the subjects who had undergone randomization and at year 3 on 79.2 percent. Of the 557 subjects in the placebo group and the 840 subjects in the celecoxib 400mg od group who were  
     included in the efficacy analysis, 264 and 270, respectively, were found to have at least one adenoma at year 1, at year 3, or both. The cumulative rate of adenomas detected through year 3 was 33.6 percent in the celecoxib group and 49.3 percent in the placebo group (relative risk, 0.64;  
     95 percent confidence interval, 0.56 to 0.75; P<0.001). The cumulative rate of advanced adenomas detected through year 3 was 5.3 percent in the celecoxib group and 10.4 percent in the placebo group (relative risk, 0.49; 95 percent confidence interval, 0.33 to 0.73; P<0.001). Adjudicated  
     serious cardiovascular events occurred in 2.5 percent of subjects in the celecoxib group and 1.9 percent of those in the placebo group (relative risk, 1.30; 95 percent confidence interval, 0.65 to 2.62). 
20 Farkouh ME, Kirshner H., Harrington RA. Comparison of lumiracoxib with naproxen and ibuprofen in the Therapeutic Arthritis Research and Gastrointestinal Event Trial (TARGET), cardiovascular outcomes: randomised  
   controlled trial. Lancet 2004;364:675-84. At 1-year follow-up, incidence of the primary endpoint was low, both with lumiracoxib (59 events [0.65%]) and the non-steroidal anti-inflammatory drugs (50 events [0.55%]; hazard ratio 1.14 [95% CI 0.78-1.66], p=0.5074). Incidence of myocardial infarction  
    (clinical and silent) in the overall population in the individual substudies was 0.38% with lumiracoxib (18 events) versus 0.21% with naproxen (ten) and 0.11% with lumiracoxib (five) versus 0.16% with ibuprofen (seven). 
21 Schnitzer TJ., Burmester GR., Mysler E., Comparison of lumiracoxib with naproxen and ibuprofen in the Therapeutic Arthritis Research and Gastrointestinal Event Trial (TARGET), reduction in ulcer complications: randomised  
    controlled trial. Lancet 2004;364:665-74. (18325 patients age 50 years or older with osteoarthritis were randomised to lumiracoxib 400 mg once daily (n=9156), naproxen 500 mg twice daily (4754), or ibuprofen 800 mg three times daily (4415) in two substudies of identical design. Randomisation  
     was stratified for low-dose aspirin use and age. In patients not taking aspirin, the cumulative 1-year incidence of ulcer complications was 1.09% (95% CI 0.82-1.36) with non-steroidal anti-inflammatory drugs (64 events) versus 0.25% (95% CI 0.12-0.39) with lumiracoxib (14 events; hazard ratio 0.21 [95% CI 0.12- 
     0.37], p<0.0001). Reductions in ulcer complications were also significant in the overall population (0.34 [0.22-0.52], p<0.0001) but not in those taking aspirin (0.79 [0.40-1.55], p=0.4876). In the overall population, 0.55% (50/9127) of those on non-steroidal anti-inflammatory drugs and 0.65% (59/9117) of those on  
     lumiracoxib reached the cardiovascular endpoint (1.14 [0.78-1.66], p=0.5074).) (see also Pharmacists Letter Dec/06) 
22 Jenkins C, Costello J, Hodge L. Systematic review of prevalence of aspirin induced asthma and its implications for clinical practice. BMJ. 2004 Feb 21;328(7437):434.  
23 Treatment Guidelines: Drugs for Rheumatoid Arthritis. The Medical Letter: January, 2003; (5) pp. 25-32 & Dec 2005. 
24 Mazieres B, Rouanet S, Guillon Y, Scarsi C, Reiner V. Topical ketoprofen patch in the treatment of tendinitis: a randomized, double blind, placebo controlled study. J Rheumatol. 2005 Aug;32(8):1563-70.  
25 Lin J, Zhang W, Jones A, Doherty M. Efficacy of topical non-steroidal anti-inflammatory drugs in the treatment of osteoarthritis: meta-analysis of randomised controlled trials. BMJ. 2004 Aug 7;329(7461):324. (Towheed TE.   
     Pennsaid therapy for osteoarthritis of the knee: a systematic review and metaanalysis of randomized controlled trials. J Rheumatol. 2006 Mar;33(3):567-73. ) 
26 Bookman AA, Williams KS, Shainhouse JZ. Effect of a topical diclofenac solution for relieving symptoms of primary osteoarthritis of the knee: a randomized controlled trial. CMAJ. 2004 Aug 17;171(4):333-8.  
27 Roth SH, Shainhouse JZ. Efficacy and safety of a topical diclofenac solution (pennsaid) in the treatment of primary osteoarthritis of the knee: a randomized, double-blind, vehicle-controlled clinical trial. Arch Intern Med. 2004  
   Oct 11;164(18):2017-23.  
28. Bjordal JM, Ljunggren AE, Klovning A, Slordal L. Non-steroidal anti-inflammatory drugs, including cyclo-oxygenase-2 inhibitors, in osteoarthritic knee pain: meta-analysis of randomised placebo controlled trials. BMJ. 2004  
     Dec 4;329(7478):1317. Epub 2004 Nov 23. Conclusion NSAIDs can reduce short term pain in osteoarthritis of the knee slightly better than placebo, but the current analysis does not support long term use of NSAIDs for this condition. As serious 
      adverse effects are associated with oral NSAIDs, only limited use can be recommended.  
29. Dieppe PA, Lohmander LS. Pathogenesis and management of pain in osteoarthritis. Lancet. 2005 Mar 12;365(9463):965-73.  
30. Savage R. Cyclo-oxygenase-2 inhibitors : when should they be used in the elderly? Drugs Aging. 2005;22(3):185-200.  
31. Hippisley-Cox J, Coupland C. Risk of MI in patients taking cyclo-oxygenase-2 inhibitors or conventional non-steroidal anti-inflammatory drugs: population based nested case-control analysis. BMJ.2005 Jun 11;330(7504):1366.  
32. Hudson M, et al. Differences in outcomes of patients with congestive heart failure prescribed celecoxib, rofecoxib, or non-steroidal anti-inflammatory drugs: population based study. BMJ. 2005 Jun 11;330(7504):1370.  
33. Arrich J, Piribauer F, Mad P, et al. Intra-articular hyaluronic acid for the treatment of osteoarthritis of the knee: systematic review and meta-analysis. CMAJ. 2005 Apr 12;172(8):1039-43. (InfoPOEMs: The evidence that intra-articular  
        hyaluronic acid helps patients with knee osteoarthritis is of poor quality. Improvements in pain at rest and pain during exercise is seen in a minority of studies, and those studies were of lower quality than those showing no benefit. There is no evidence of functional improvement. Injections  
        like this have a potentially powerful placebo effect, so any benefit seen in unblinded studies without concealed allocation is likely represent the placebo effect rather than any effect of the drug. (LOE = 1a-) ) Petrella RJ, Petrella M.  A prospective, randomized, double- 
      blind, placebo controlled study to evaluate the efficacy of intraarticular hyaluronic acid for osteoarthritis of the knee. J Rheumatol. 2006 May;33(5):951-6.  



                                                                                                                                                                                                                                                                                                          
34. Verhamme KM, Dieleman JP, Van Wijk MA, et al. Nonsteroidal anti-inflammatory drugs and increased risk of acute urinary retention. Arch Intern Med. 2005 Jul 11;165(13):1547-51.  
35. Sudbo J, Lee JJ, Lippman SM, et al. Non-steroidal anti-inflammatory drugs and the risk of oral cancer: a nested case-control study. Lancet. 2005 Oct 15-21;366(9494):1359-66.  
           Long-term use of NSAIDs is associated with a reduced incidence of oral cancer (including in active smokers), but also with an increased risk of death due to cardiovascular disease. These findings highlight the need for a careful risk-benefit analysis when the long-term use of NSAIDs.  
           (Jan/06 The Norwegian daily newspaper Dagbladet reports that a number of statistical improbabilities were found in the data set of the cancer trial, published in the Lancet in October last year. Lancet editor Dr Richard Horton told the BBC he would be speaking to the coauthors  
           of the study to seek their permission to retract the paper. One example of the improbabilities" is the fact that of the 908 people in the trial, 250 shared the same birthday.) 
 
Al-Sukhun J, Koivusalo A, Tornwall J, Lindqvist C.  COX-2 inhibitors and early failure of free vascular flaps. N Engl J Med. 2006 Aug 3;355(5):528-9. 
Amin AK, et al.  Does obesity influence the clinical outcome at five years following total knee replacement for osteoarthritis? J Bone Joint Surg Br. 2006 Mar;88(3):335-40. (InfoPOEMs: In this study, obese patients undergoing primary knee arthroplasty had comparable long-term outcomes with  
        nonobese patients. (LOE = 1b-) ) 
Andersohn F, et al. Cyclooxygenase-2 Selective Nonsteroidal Anti-Inflammatory Drugs and the Risk of Ischemic Stroke. A Nested Case-Control Study. Stroke. 2006 May 25; [Epub ahead of print] Current use of rofecoxib (OR=1.71; 95% CI, 1.33 to 2.18), etoricoxib (OR=2.38; 95%  
       CI, 1.10 to 5.13), but not of celecoxib (OR=1.07; 95% CI, 0.79 to 1.44) was associated with a significantly increased risk of ischemic stroke. For rofecoxib and etoricoxib, ORs tended to increase with higher daily dose and longer duration of use and were also elevated in patients  
       without major stroke risk factors. "From the non-selective NSAIDs, diclofenac, but not ibuprofen or naproxen, was also associated with a slightly increased risk of ischemic stroke," Dr. Andersohn said. 
Andersohn F, Suissa S, Garbe E.  Use of first- and second-generation cyclooxygenase-2-selective nonsteroidal antiinflammatory drugs & risk of acute myocardial infarction. Circulation. 2006 Apr 25;113(16):1950-7. Epub 2006 Apr 17.  Current use of etoricoxib was associated with  
       a 2.09-fold (95% confidence interval [CI], 1.10 to 3.97) risk of AMI compared with no use of NSAIDs during the prior year. Current use of rofecoxib (RR=1.29; 95% CI, 1.02 to 1.63), celecoxib (RR=1.56; 95% CI, 1.22 to 2.00), and diclofenac (RR=1.37; 95% CI, 1.17 to 1.59)  
       also significantly increased the AMI risk. For current use of valdecoxib, the RR was 4.60 (95% CI, 0.61 to 34.51). RRs appeared to increase with higher daily doses of COX-2 inhibitors and were also increased in patients without major cardiovascular risk factors. 
Andrew T. Chan, MD, MPH; Edward L. et al. Long-term Use of Aspirin and Nonsteroidal Anti-inflammatory Drugs and Risk of Colorectal Cancer JAMA. 2005;294:914-923. CONCLUSIONS: Regular, long-term aspirin use reduces risk of colorectal cancer. Nonaspirin NSAIDs  
       appear to have a similar effect. However, a significant benefit of aspirin is not apparent until more than a decade of use, with maximal risk reduction at doses greater than 14 tablets per week. These results suggest that optimal chemoprevention for colorectal cancer requires long-term use of aspirin doses substantially  
       higher than those recommended for prevention of cardiovascular disease, but the dose-related risk of gastrointestinal bleeding must also be considered. (InfoPOEMs: Regular use of aspirin and other nonsteroidal anti-inflammatory drugs (NSAIDs), especially more than 14 doses per week for at least 10 years, reduces  
       the risk of colon cancer while also increasing the risk of a major gastrointestinal bleeding event. All-cause mortality is not affected by regular use. We need additional methods (gene testing?) to determine who is at high risk of colorectal cancer before making specific recommendations for prevention. (LOE = 2b) )  
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-)  
Barkhuizen A, et al. Celecoxib is efficacious and well tolerated in treating signs and symptoms of ankylosing spondylitis. J Rheumatol. 2006 Sep;33(9):1805-12.  
Baron JA, et al. A randomized trial of aspirin to prevent colorectal adenomas. N Engl J Med. 2003 Mar 6;348(10):891-9.  
Bavbek S, et al. Safety of Meloxicam in Aspirin-Hypersensitive Patients with Asthma and/or Nasal Polyps. A Challenge-Proven Study. Int Arch Allergy Immunol. 2006 Oct 2;142(1):64-69 [Epub ahead of print]  
Bellamy N, et al. Viscosupplementation for the treatment of osteoarthritis of the knee. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD005321. 
Berman BM, et al.  Effectiveness of acupuncture as adjunctive therapy in osteoarthritis of the knee: a randomized, controlled trial. Ann Intern Med. 2004 Dec 21;141(12):901-10. Summary for patients in: Ann Intern Med. 2004 Dec 21;141(12):I20.  
Bingham CO 3rd, Eet al. Efficacy and safety of etoricoxib 30 mg and celecoxib 200 mg in the treatment of osteoarthritis in two identically designed, randomized, placebo-controlled, non-inferiority studies. Rheumatology (Oxford). 2006 Aug 27.   
Biswal S, Medhi B, Pandhi P. Longterm efficacy of topical nonsteroidal antiinflammatory drugs in knee osteoarthritis: metaanalysis of randomized placebo controlled clinical trials. J Rheumatol. 2006 Sep;33(9):1841-4.  
Butler GJ, Neale R, Green AC, Pandeya N, Whiteman DC. Nonsteroidal anti-inflammatory drugs and the risk of actinic keratoses and squamous cell cancers of the skin. J Am Acad Dermatol. 2005 Dec;53(6):966-72. Epub 2005 Oct 19.  
Cannon CP, et al.; MEDAL Steering Committee.  Clinical trial design and patient demographics of the Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL) study program: cardiovascular outcomes with etoricoxib versus  
       diclofenac in patients with osteoarthritis and rheumatoid arthritis. Am Heart J. 2006 Aug;152(2):237-45.  
Cannon CP, Curtis SP, FitzGerald GA, et al. Cardiovascular outcomes with etoricoxib and diclofenac in patients with osteoarthritis and rheumatoid arthritis in the Multinational Etoricoxib and Diclofenac Arthritis Long-term (MEDAL) programme: a randomised comparison. Lancet  
         2006: DOI:10.1016/S0140-6736(06)69666-9. Rates of thrombotic cardiovascular events in patients with arthritis on etoricoxib are similar to those in patients on diclofenac with long-term use of these drugs. 
Capone ML, Sciulli MG, Tacconelli S, Grana M, Ricciotti E, Renda G, Di Gregorio P, Merciaro G, Patrignani P. Pharmacodynamic interaction of naproxen with low-dose aspirin in healthy subjects. J Am Coll Cardiol. 2005 Apr 19;45(8):1295-301. 
Cardiovascular and Cerebrovascular Events in the Randomized, Controlled Alzheimer's Disease Anti-Inflammatory Prevention Trial (ADAPT). PLoS Clin Trials. 2006 Nov 17;1(7):e33 [Epub ahead of print] For celecoxib, ADAPT data do not show the same level of risk as those of the  
         APC trial. The data for naproxen, although not definitive, are suggestive of increased cardiovascular and cerebrovascular risk. (Nissen SE.  ADAPT: The Wrong Way to Stop a Clinical Trial. PLoS Clin Trials. 2006 Nov 17;1(7):e35 [Epub ahead of print]) 

Catella-Lawson F, Reilly MP, Kapoor SC, Cucchiara AJ, DeMarco S, Tournier B, Vyas SN, FitzGerald GA. Cyclooxygenase inhibitors and the antiplatelet effects of aspirin. N Engl J Med. 2001 Dec 20;345(25):1809-17.  
Chan FKL, et al Clopidogrel versus Aspirin and Esomeprazole to Prevent Recurrent Ulcer Bleeding. N Engl J Med 2005;352:238-44. (InfoPOEMs: For patients with a history of bleeding peptic ulcer, the combination of 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)) 
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. 
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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 
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Useful Web sites: 
Alzheimer Society Canada  www.alzheimer.ca  
Alzheimer Association USA   www.alz.org  



The Rx Files: Q&A Summary ©  www.RxFiles.ca  -  Feb 2007 
L. Regier BSP BA,  B. Jensen BSP 

 

 

 

Essential Tremor (ET) & Restless Legs Syndrome (RLS) - Treatment Options 

Additional References: 
Medcalf P, Bhatia KP. Restless legs syndrome. BMJ. 2006 Sep 2;333(7566):457-8. 
Ondo WG, et al.; Topiramate Essential Tremor Study Investigators.  Topiramate in essential tremor: a double-blind, placebo-controlled trial. Neurology. 2006 Mar 14;66(5):672-7. Epub 2006 Jan 25.  
           (InfoPOEMs: Topiramate (Topamax) is slightly better than placebo in improving tremor and function in patients with essential tremor. In this study, the differences do not appear to be clinically  
           significant. Given the expense and the significant drop-out rate due to side effects, topiramate should not be used as a first-line treatment. (LOE = 1b)) 
Pharmacist’s Letter: Mirapex (Pramipexole) for RLS Nov/06. 
Trenkwalder C, et al. Controlled withdrawal of pramipexole after 6 months of open-label treatment in patients with restless legs syndrome. Mov Disord. 2006 Jun 5; [Epub ahead of print]  
Trenkwalder C, et al; PEARLS Study Group. Efficacy of pergolide in treatment of restless legs syndrome: the PEARLS Study. Neurology. 2004 Apr 27;62(8):1391-7.  
Trenkwalder C, et al.; Therapy with Ropiunirole; Efficacy and Tolerability in RLS 1 Study Group.  Ropinirole in the treatment of restless legs syndrome: results from the TREAT RLS 1 study, a 12 week,  
            randomised, placebo controlled study in 10 European countries. J Neurol Neurosurg Psychiatry. 2004 Jan;75(1):92-7.  
Vignatelli L, Billiard M, Clarenbach P, et al; EFNS Task Force.   EFNS guidelines on management of restless legs syndrome and periodic limb movement disorder in sleep. Eur J Neurol. 2006  
           Oct;13(10):1049-65. The following level A recommendations can be offered: for primary RLS, cabergoline, gabapentin, pergolide, ropinirole, levodopa and rotigotine by transdermal delivery (the latter  
           two for short-term use) are effective in relieving the symptoms. Transdermal oestradiol is ineffective for PLMD. 
Winkelman JW, et al.  Efficacy and safety of pramipexole in restless legs syndrome. Neurology. 2006 Sep 26;67(6):1034-9. Epub 2006 Aug 23.  
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Guidelines AAN 2006: 
Miyasaki JM, et al.; Quality Standards Subcommittee of the American Academy of Neurology.  Practice Parameter: evaluation and treatment of depression, psychosis, and dementia in Parkinson disease (an evidence-based review): report of the Quality Standards Subcommittee of the American  
               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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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.  
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-)  
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. 
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.  
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.  
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.  
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) ) 
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. 
De Smet PA. Herbal remedies. N Engl J Med. 2002 Dec 19;347(25):2046-56.  
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) )  
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. 
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.  
Fleshner N, Harvey M, et al. Evidence for contamination of herbal erectile dysfunction products with phosphodiesterase type 5 inhibitors. J Urology 2005; 174:636-41.(InfoPOEMs: At least some  
                                                         natural products marketed for the treatment of erectile dysfunction are adulterated with phosphodiesterase type 5 inhibitors. Many of these products claim to be free of adverse effects but  
                                                         in truth may be potentially fatal to patients concomitantly using nitrates. (LOE = 4) ) Two of 7 products (Super-X and Stamina-RX) contained significant amounts of sildenafil (Viagra, 30  
                                                         mg) and tadalafil (Cialis, 20 mg), respectively.  
Gagnier JJ, van Tulder MW, Berman B, Bombardier C. Herbal medicine for low back pain: a Cochrane review. Spine. 2007 Jan 1;32(1):82-92. Harpagophytum procumbens, Salix alba, and Capsicum  
                                                        frutescens seem to reduce pain more than placebo. Additional trials testing these herbal medicines against standard treatments will clarify their equivalence in terms of efficacy. The quality  
                                                        of reporting in these trials was generally poor; thus, trialists should refer to the CONSORT statement in reporting clinical trials of herbal medicines. (InfoPOEMs: If these authors have  
                                                        included all the relevant studies, it appears that there is modest evidence that herbal remedies (oral Harpagophytum procumbens [devil's claw] and Salix alba [white willow bark], as well as  
                                                       topical Capsicum frutescens [cayenne]) alleviate acute episodes of chronic nonspecific low back pain in adults. In general, the reporting of the trials included in this systematic review was  
                                                       poor. Finally, this body of literature is prone to bias in favor of publishing positive results. (LOE = 1a-))  
Gardiner P, et al. Factors associated with dietary supplement use among prescription medication users. Arch Intern Med. 2006 Oct 9;166(18):1968-74. One in 4 prescription medication users took an NVDS  
                                                         in the prior 12 months, yet the majority did not share this with a conventional medical professional. 
Gardner CD, Lawson LD, Block E, et al. Effect of raw garlic versus commercial garlic supplements on plasma lipid concentrations in adults with moderate hypercholesterolemia. Arch Int Med 2007;  
                                                     167:346-353.  None of the forms of garlic used in this study, including raw garlic, when given at an approximate dose of a 4-g clove per day, 6 d/wk for 6 months, had  
                                                     statistically or clinically significant effects on LDL-C or other plasma lipid concentrations in adults with moderate hypercholesterolemia. 
Gastpar M, et al. Comparative Efficacy and Safety of a Once-Daily Dosage of Hypericum Extract STW3-VI and Citalopram in Patients with Moderate Depression: A Double-Blind, Randomised,  
                                                   Multicentre, Placebo-Controlled Study.Pharmacopsychiatry. 2006 Mar;39(2):66-75. 
Gertsch JH, Basnyat B, et al. Randomised, double blind, placebo controlled comparison of ginkgo biloba and acetazolamide for prevention of acute mountain sickness among Himalayan  
                                                      trekkers: the prevention of high altitude illness trial (PHAIT). BMJ. 2004 Apr 3;328(7443):797. Epub 2004 Mar 11.  
Grossman E, et al. Melatonin reduces night blood pressure in patients with nocturnal hypertension. Am J Med. 2006 Oct;119(10):898-902. n=38 4weeks 
Gunton JE, Cheung NW, et al. Chromium Supplementation Does Not Improve Glucose Tolerance, Insulin Sensitivity, or Lipid Profile: A randomized, placebo-controlled, double-blind trial of  
                                                      supplementation in subjects with impaired glucose tolerance. Diabetes Care. 2005 Mar;28(3):712-3. 
Hadley S, Petry JJ. Valerian. Am Fam Physician. 2003 Apr 15;67(8):1755-8. 
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 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. 
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Additional Pediatric Dosing Information for Physicians & Pharmacists (from 2003-2004 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 
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 ÷ q12h x8 weeks 
Ranitidine – Maintenance   2.5-5mg/kg/day given OD 
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. 
 
 
 
 



 
ANXIETY DISORDER MEDICATION Comparison Chart                                                          
1 Therapeutic Choices 4th Edition, 2003 
2 Ontario Guidelines for the Management of Anxiety Disorders in Primary Care Fall 2000 1st Edition 
3 Micromedex 2006 
4 Treatment Guidelines: Drugs for Psychiatric Disorders. The Medical Letter: July, 2003; p. 69-76. (Medical Letter “Treatment Guidelines- Drugs for Psychiatric Disorders Vol 4 
(Issue 46) June 2006.) 
5 Modell JG, Katholi CR, Modell JD, et. al.  Comparative sexual side effects of bupropion fluoxetine, paroxetine, and sertraline. Clin Pharmacol Ther 1997;61(4):476-87. 
6 Gonzalez M, Llorca G, Izquierdo JA, et.al.  J Sex Marital Ther 1997;23(3):176-94. 
7 Which SSRI? Med Lett Drugs Ther. 2003 Nov 24;45(1170):93-95. 
8 Glassman AH, O'Connor CM, Califf RM, et al.; Sertraline Antidepressant Heart Attack Randomized Trial (SADHEART) Group. Sertraline treatment of major depression in  
  patients with acute MI or unstable angina. JAMA. 2002 Aug 14;288(6):701-9.  
9 Briggs GG, Freeman RK, Yaffe SJ.  Drugs in Pregnancy and Lactation 7th Ed. Williams & Wilkins, Media, Pennsilvania, 2005. 
10 Fricchione G. Clinical practice. Generalized anxiety disorder. N Engl J Med. 2004 Aug 12;351(7):675-82.  
11 Jenike MA. Clinical practice. Obsessive-compulsive disorder. N Engl J Med. 2004 Jan 15;350(3):259-65. 
12 Stein DJ. Obsessive-compulsive disorder. Lancet. 2002 Aug 3;360(9330):397-405.  
13 Grinage BD. Diagnosis and management of post-traumatic stress disorder. Am Fam Physician. 2003 Dec 15; 68(12): 2401-8.  
14 Asnis GM, Kohn SR, Henderson M, Brown NL. SSRIs versus Non-SSRIs in Post-traumatic Stress Disorder : An Update with Recommendations. Drugs. 2004;64(4):383-404.  
 
Additional articles: 
Baldwin DS, Huusom AK, Maehlum E. Escitalopram (5-20mg od) and paroxetine (20mg od) in the treatment of generalised anxiety disorder: Randomised, placebo-controlled,  
                   double-blind study. Br J Psychiatry. 2006 Sep;189:264-272. 12 weeks 
Bradwejn J, et al. Venlafaxine extended-release capsules in panic disorder: flexible-dose, double-blind, placebo-controlled study. Br J Psychiatry. 2005 Oct;187:352-9.  
Bruce SE, et al. Are benzodiazepines still the medication of choice for patients with panic disorder with or without agoraphobia? Am J Psychiatry. 2003 Aug;160(8):1432-8.  
Canadian Anxiety Guideline July 2006 (Panic, PTSD, GAD, SAD, OCD & specific phobias) (see also Pharmacist’s Letter: Management of Anxiety Disorders Nov 2006) 
                  http://www.cpa-apc.org/Publications/CJP/supplements/july2006/anxiety_guidelines_2006.pdf  
Gao K, Muzina D, Gajwani P, Calabrese JR. Efficacy of typical and atypical antipsychotics for primary and comorbid anxiety symptoms or disorders: a review. J Clin Psychiatry.  
                  2006 Sep;67(9):1327-40. Except for trifluoperazine, there is no large, well-designed study of antipsychotics in the treatment of primary or comorbid anxiety symptoms or  
                  disorders. The efficacy of these agents in various anxiety conditions needs to be further investigated with large, well-designed comparison studies. 
Dannon PN, et al. Three year naturalistic outcome study of panic disorder patients treated with paroxetine. BMC Psychiatry. 2004 Jun 11;4:16.  
Davidson J, et al. Treatment of Posttraumatic Stress Disorder With Venlafaxine Extended Release: A 6-Month Randomized Controlled Trial. Arch Gen Psychiatry. 2006  
                  Oct;63(10):1158-1165. n=329 
Dhillon S, Scott LJ, Plosker GL. Escitalopram: a review of its use in the management of anxiety disorders. CNS Drugs. 2006;20(9):763-90. Nevertheless, available clinical data indicate that escitalopram  
                           is an effective first-line treatment option for the management of GAD, SAD, panic disorder and OCD. 
Goddard AW, et al. Early coadministration of clonazepam with sertraline for panic disorder. Arch Gen Psychiatry. 2001 Jul;58(7):681-6.  
Heyman I, Mataix-Cols D, Fineberg NA. Obsessive-compulsive disorder. BMJ. 2006 Aug 26;333(7565):424-9. 
Ipser JC, et al. Pharmacotherapy augmentation strategies in treatment-resistant anxiety disorders. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD005473. 
Katon WJ.  Clinical practice. Panic disorder. N Engl J Med. 2006 Jun 1;354(22):2360-7. 
Kampman M, et al.  A randomized, double-blind, placebo-controlled study of the effects of adjunctive paroxetine in panic disorder patients unsuccessfully treated with cognitive- 
                  behavioral therapy alone. J Clin Psychiatry. 2002 Sep;63(9):772-7.  
Kimerling R, Ouimette P, Prins A, et al. Brief report: Utility of a short screening scale for DSM-IV PTSD in primary care. J Gen Intern Med. 2006 Jan;21(1):65-7.  
Kinrys G, Wygant LE, Pardo TB, Melo M. Levetiracetam for treatment-refractory posttraumatic stress disorder. J Clin Psychiatry. 2006 Feb;67(2):211-4.  
Mitte K.  A meta-analysis of the efficacy of psycho- and pharmacotherapy in panic disorder with and without agoraphobia. J Affect Disord. 2005 Sep;88(1):27-45.  
Montgomery SA, et al. Efficacy and safety of pregabalin in the treatment of generalized anxietydisorder: a 6-week, multicenter, randomized, double-blind, placebo-controlled 
               comparison of pregabalin and venlafaxine. J Clin Psychiatry. 2006 May;67(5):771-82.  
NICE Nov 2005 :Obsessive Compulsive Disorder: Core interventions in the treatment of OCD and body dysmorphic disorder http://www.nice.org.uk/page.aspx?o=cg031  
NICE Mar 2005 Anxiety: Management of post-traumatic stress disorder in adults in primary, secondary and community care http://www.nice.org.uk/page.aspx?o=CG026  
NICE Dec 2004 Anxiety: Management of anxiety (panic disorder, with or without agoraphobia, and generalised anxiety disorder) in adults in primary, secondary and community  
 



 
                 Care http://www.nice.org.uk/page.aspx?o=cg022fullguideline  
Nemeroff CB. Use of atypical antipsychotics in refractory depression and anxiety. J Clin Psychiatry. 2005;66 Suppl 8:13-21. 
Pollack MH, et al. A double-blind study of the efficacy of venlafaxine extended-release, paroxetine, and placebo in the treatment of panic disorder. Depress Anxiety. 2006 Aug 7.  
Sareen J, et al. Disability and poor quality of life associated with comorbid anxiety disorders and physical conditions. Arch Intern Med. 2006 Oct 23;166(19):2109-16. After  
                 adjusting for sociodemographic factors and other common mental disorders, the presence of an anxiety disorder was significantly associated with thyroid disease,  
                 respiratory disease, gastrointestinal disease, arthritis, migraine headaches, and allergic conditions (adjusted odds ratios between 1.39 and 2.12; P<.05). 
Schneier FR. Clinical practice. Social anxiety disorder. N Engl J Med. 2006 Sep 7;355(10):1029-36. 
Sousa MB, et al. A randomized clinical trial of cognitive-behavioral group therapy and sertraline in the treatment of OCD. J Clin Psychiatry. 2006 Jul;67(7):1133-9.  
Spitzer RL, Kroenke K, Williams JB, Lowe B.  A brief measure for assessing generalized anxiety disorder: the GAD-7. Arch Intern Med. 2006 May 22;166(10):1092-7.  
Stein D, et al. Pharmacotherapy for post traumatic stress disorder (PTSD). The Cochrane Database of Systematic Reviews 2006, Issue 1. 
Swedo SE, et al. The pediatric autoimmune neuropsychiatric disorders associated with streptococcal infection (PANDAS) subgroup: separating fact from fiction. Pediatrics. 2004  
                Apr;113(4):907-11. 
Rickels K, Pollack MH, Feltner DE, et al. Pregabalin for Treatment of Generalized Anxiety Disorder: A 4-Week, Multicenter, Double-blind, Placebo-Controlled Trial of  
               Pregabalin and Alprazolam. Arch Gen Psychiatry. 2005 Sep;62(9):1022-1030.  
Roy-Byrne PP, et al.  A randomized effectiveness trial of cognitive-behavioral therapy & medication for primary care panic disorder. Arch Gen Psych. 2005 Mar;62(3):290-8.  
Roy-Byrne PP, Craske MG, Stein MB. Panic disorder. Lancet. 2006 Sep 16;368(9540):1023-32. 
Taylor CB.  Panic disorder. BMJ. 2006 Apr 22;332(7547):951-5. 
 
 
 
 
 
 



                                                                                                                                                                                                                                                                                                     
BENZODIAZEPINE (BZ) COMPARISON CHART 
1 Micromedex 2006; Briggs GG, Freeman RK, Yaffe SJ.  Drugs in Pregnancy and Lactation 7th Ed. Williams & Wilkins, Media, Pennsilvania, 2005. 
2 Nelson J, Chouinard G. Guidelines for the clinical use of benzodiazepines: pharmacokinetics, dependency, rebound and withdrawal. Canadian Society for Clinical Pharmacology. 
Can J Clin Pharmacol. 1999 Summer;6(2):69-83.  
3 Rickels K, DeMartinis N, Rynn M, Mandos L. Pharmacologic strategies for discontinuing benzodiazepine treatment. J Clin Psychopharmacol. 1999 Dec;19(6 Suppl 2):12S-16S.  
4 Teboul E, Chouinard G. A guide to benzodiazepine selection. Part II: Clinical aspects. Can J Psychiatry. 1991 Feb;36(1):62-73.  
5 Teboul E, Chouinard G. A guide to benzodiazepine selection. Part I: Pharmacological aspects. Can J Psychiatry. 1990 Nov;35(8):700-10.  
6 Baillargeon L, Landreville P, Verreault R, et al. Discontinuation of benzodiazepines among older insomniac adults treated with cognitive-behavioural therapy combined with 
gradual tapering: a randomized trial. CMAJ. 2003 Nov 11;169(10):1015-1020. (Benzodiazepines: How they work & how to withdraw "aka The Ashton Manual" protocol 
http://www.benzo.org.uk/manual/index.htm ) 
7 Holbrook AM, Crowther R, Lotter A, Cheng C, King D. Meta-analysis of benzodiazepine use in the treatment of insomnia. CMAJ. 2000 Jan 25;162(2):225-33.  
8 Wagner AK, Zhang F, Soumerai SB, et al. Benzodiazepine use and hip fractures in the elderly: who is at greatest risk? Arch Intern Med. 2004 Jul 26;164(14):1567-72.  
 
 
Additional references: 
Benzodiazepine Tapering Schedules & Information: http://www.benzo.org.uk/manual/index.htm  
Denis C, Fatseas M, Lavie E, Auriacombe M.  Pharmacological interventions for benzodiazepine mono-dependence management in outpatient settings. Cochrane Database Syst Rev.  
                2006 Jul 19;3:CD005194. The results of this systematic review point to the potential value of carbamazepine as an effective intervention for benzodiazepine gradual taper discontinuation. Carbamazepine has shown rather  
                     modest benefit in reducing withdrawal severity, although it did significantly improve drug-free outcome. Larger controlled studies are needed to confirm these benefits, to assess adverse effects and to identify when its clinical use might be  
                     most indicated. Other suggested treatment approaches to benzodiazepine discontinuation management should be explored (antidepressants, benzodiazepine receptors modulator). 
Ensrud KE, et al.; Study of Osteoporotic Fractures Research Group. CNS-active medications and risk for falls in older women. J Am Geriatr Soc. 2002 Oct;50(10):1629-37.  
Gray SL, et al. Benzodiazepine use and physical disability in community-dwelling older adults. J Am Geriatr Soc. 2006 Feb;54(2):224-30.  
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 Feb/07 Health Canada 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  
Hemmelgarn B, et al. Benzodiazepine use and the risk of motor vehicle crash in the elderly. JAMA. 1997 Jul 2;278(1):27-31. CONCLUSIONS: Brief or extended periods of exposure to  
                         long-half-life benzodiazepines are associated with an increased risk of motor vehicle crash involvement in the elderly population. There is no such elevated risk for short-half-life benzodiazepines. 
Hogan DB, Maxwell CJ, Fung TS, Ebly EM; Canadian Study of Health and Aging. Prevalence and potential consequences of benzodiazepine use in senior citizens: results from the  
                Canadian Study of Health and Aging. Can J Clin Pharmacol. 2003 Summer;10(2):72-7.  
Lawlor DA, Patel R, Ebrahim S. Association between falls in elderly women and chronic diseases and drug use: cross sectional study. BMJ. 2003 Sep 27;327(7417):712-7.  
Mayo-Smith MF, Beecher LH, Fischer TL, et al. Working Group on the Management of Alcohol Withdrawal Delirium, Practice Guidelines Committee, American Society of  
               Addiction Medicine. Management of alcohol withdrawal delirium. An evidence-based practice guideline. Arch Intern Med. 2004 Jul 12;164(13):1405-12.  
Morin CM, et al.  Randomized clinical trial of supervised tapering and cognitive behavior therapy to facilitate benzodiazepine discontinuation in older adults with chronic insomnia. 
               Am J Psychiatry. 2004 Feb;161(2):332-42.  
Ntais C, Pakos E, Kyzas P, Ioannidis J. Benzodiazepines for alcohol withdrawal. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005063.  
Tamblyn R, Abrahamowicz M, du Berger R, McLeod P, Bartlett G. A 5-year prospective assessment of the risk associated with individual benzodiazepines and doses in new elderly  
               users. J Am Geriatr Soc. 2005 Feb;53(2):233-41. CONCLUSION: The risk of injury varied by benzodiazepine, independent of half-life, as did the risk associated with increasing dosage for individual products. Higher  
                   doses of oxazepam, flurazepam, and chlordiazepoxide are associated with the greatest risk of injury in the elderly. 
Treatment Guidelines from the Medical Letter. Pharmaceutical Drug Overdose. Sept 2006. (Benzodiazepines: flumazenil treatment) 
Vinkers DJ, Gussekloo J, van der Mast RC, et al. Benzodiazepine use and risk of mortality in individuals aged 85 years or older. JAMA. 2003 Dec 10;290(22):2942-3.  
Wagner AK, et al.  Benzodiazepine use and hip fractures in the elderly: who is at greatest risk? Arch Intern Med. 2004 Jul 26;164(14):1567-72.  
 
 
 
 



MOOD STABILIZERS & ADJUNCT AGENTS                                                           
 

 
 

Other Sources: 
Artama M, Auvinen A, Raudaskoski T, et al. Antiepileptic drug use of women with epilepsy and congenital malformations in offspring. Neurology. 2005 Jun 14;64(11):1874-8.  
      CONCLUSION: Excess risk was confined to patients using valproate during pregnancy. The risk for malformations was not elevated in offspring of mothers using carbamazepine, oxcarbazepine, or phenytoin (as monotherapy or polytherapy without valproate).  
Bates DE, Herman RJ. Carbamazepine toxicity induced by lopinavir/ritonavir and nelfinavir. Ann Pharmacother. 2006 Jun;40(6):1190-5. Epub 2006 May 23.  
Bekkelund SI, Lilleng H, Tonseth S.  Gabapentin may cause reversible visual field constriction. BMJ. 2006 May 20;332(7551):1193. 
Berk M, Dodd S. Efficacy of atypical antipsychotics in bipolar disorder. Drugs. 2005;65(2):257-69.  
Bialer M, et al. Pharmacokinetic interactions of topiramate. Clin Pharmacokinet. 2004;43(12):763-80.  
Bowden CL, et al. Impact of lamotrigine and lithium on weight in obese and nonobese patients with bipolar I disorder. Am J Psychiatry. 2006 Jul;163(7):1199-201. (InfoPOEMs: Obese  
                     patients with bipolar disorder may be more likely to maintain weight or lose weight while taking long-term lamotrigine (Lamictal) than while taking lithium. No significant differences in weight occurred among nonobese patients treated with either  
                     medication. Because of concerns about cost and about the quality of these 2 trials, it makes sense to begin treatment with lithium and consider changing to lamotrigine only if individuals begin to gain weight. (LOE = 2b)) 
Bowden CL, et al. A randomized, double-blind, placebo-controlled study of quetiapine or lithium as monotherapy for mania in bipolar disorder. J Clin Psychiatry. 2005 Jan;66(1):111-21.  
Bowden CL, Calabrese JR, McElroy SL, et al. A randomized, placebo-controlled 12-month trial of divalproex and lithium in treatment of outpatients with bipolar I disorder. Divalproex  
               Maintenance Study Group. Arch Gen Psychiatry. 2000 May;57(5):481-9.  
Bowden CL, et al.; Lamictal 606 Study Group.  A placebo-controlled 18-month trial of lamotrigine and lithium maintenance treatment in recently manic or hypomanic patients with  
               bipolar I disorder. Arch Gen Psychiatry. 2003 Apr;60(4):392-400. Erratum in: Arch Gen Psychiatry. 2004 Jul;61(7):680.  
Brown EB, et al. A 7-week, randomized, double-blind trial of olanzapine/fluoxetine combination versus lamotrigine in the treatment of bipolar I depression. J Clin Psychiatry. 2006  
               Jul;67(7):1025-33.  
Calabrese JR, et al. A randomized, double-blind, placebo-controlled trial of quetiapine in the treatment of bipolar I or II depression. Am J Psychiatry. 2005 Jul;162(7):1351-60.(InfoPOEMs: In this  
                            short-term study, quetiapine was more effective than placebo in treating patients with a bipolar I or II disorder experiencing a major depressive episode. Because of the risk of extrapyramidal side effects, however, other treatment agents should be considered first. (LOE = 1b) )  
Calabrese JR, et al. A placebo-controlled 18-month trial of lamotrigine and lithium maintenance treatment in recently depressed patients with bipolar I disorder. J Clin Psychiatry. 2003  
                Sep;64(9):1013-24.  
Calabrese JR, et al. A 20-month, double-blind, maintenance trial of lithium versus divalproex in rapid-cycling bipolar disorder. Am J Psychiatry. 2005 Nov;162(11):2152-61.  
Cipriani A, Pretty H, Hawton K, Geddes JR. Lithium in the prevention of suicidal behavior and all-cause mortality in patients with mood disorders: a systematic review of randomized  
               trials. Am J Psychiatry. 2005 Oct;162(10):1805-19. CONCLUSIONS: Lithium is effective in the prevention of suicide, deliberate self-harm, and death from all causes in patients with mood disorders. 
Clinical Handbook of Psychotropic Drugs 13th Edition 2003, Bezchlibnyk-Butler,Jeffries 
Cunnington M, et al; International Lamotrigine Pregnancy Registry Scientific Advisory Committee. Lamotrigine and the risk of malformations in pregnancy. Neurology. 2005 Mar  
               22;64(6):955-60. 
de Haan GJ, Edelbroek P, Segers J, et al. Gestation-induced changes in lamotrigine pharmacokinetics: a monotherapy study. Neurology. 2004 Aug 10;63(3):571-3.  
Doose DR, et al. Effect of topiramate or carbamazepine on the pharmacokinetics of an oral contraceptive containing norethindrone and ethinyl estradiol in healthy obese and nonobese  
  female subjects. Epilepsia. 2003 Apr;44(4):540-9.  
Drug Information Handbook 10th Edition 2002-2003.    
Drugs in Pregnancy & Lactation 7th Edition 2005.   
Eberhard-Gran M, Eskild A, Opjordsmoen S. Treating mood disorders during pregnancy: safety considerations. Drug Saf. 2005;28(8):695-706.  
Eberhard-Gran M, Eskild A, Opjordsmoen S. Use of Psychotropic Medications in Treating Mood Disorders during Lactation:Practical Recommendations.CNS Drugs.2006;20(3):187-98.  
Findling RL, et al. Double-blind 18-month trial of lithium vs divalproex maintenance treatment in pediatric bipolar disorder.J Am Acad Child Adolesc Psychiatry.2005May;44(5):409-17.  
Gardner DM, Baldessarini RJ, Waraich P. Modern antipsychotic drugs: a critical overview. CMAJ. 2005 Jun 21;172(13):1703-11.  
Geriatric Dosage Handbook 7th Edition 2002    
Gilron I, Bailey JM, Tu D, Holden RR, et al. Morphine, gabapentin, or their combination for neuropathic pain. N Engl J Med. 2005 Mar 31;352(13):1324-34.  
Gijsman HJ, Geddes JR, Rendell JM, et al. Antidepressants for bipolar depression: a systematic review of randomized, controlled trials. Am J Psychiatry. 2004 Sep;161(9):1537-47. 
Goldberg JF, Burdick KE, Endick CJ. Preliminary randomized, double-blind, placebo-controlled trial of pramipexole added to mood stabilizers for treatment-resistant bipolar  
               depression.  Am J Psychiatry. 2004 Mar;161(3):564-6.  
Goldsmith D, Wagstaff A, Ibbotson T, Perry C. Lamotrigine: A Review of its Use in Bipolar Disorder. Drugs. 2003;63(19):2029-2050.  
Goodwin GM, et al. A pooled analysis of 2 placebo-controlled 18-month trials of lamotrigine and lithium maintenance in bipolar I disorder. J Clin Psychiatry. 2004 Mar;65(3):432-41.  
Goodwin FK, Fireman B, Simon GE, et al. Suicide risk in bipolar disorder during treatment with lithium and divalproex. JAMA. 2003 Sep 17;290(11):1467-73.  
Handbook of Clinical Drug Data 10th Edition 2002 
Hartong EG, et al.; LitCar Group. Prophylactic efficacy of lithium versus carbamazepine in treatment-naïve bipolar patients. J Clin Psychiatry. 2003 Feb;64(2):144-51.  
Health Canada Sept/04 Lamictal warning with birth control pills http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-dgpsa/pdf/medeff/lamictal_pa-ap_e.pdf  



Health Canada Aug/06 Lamictal warning with non-syndromic oral clefts. Emerging data from the North American Antiepileptic Drug (NAAED) Pregnancy Registry suggest an association between LAMICTAL® (lamotrigine) and  
                   an increased risk of non-syndromic oral clefts over the reference population for the registry (ie. Active Malformations Surveillance Program at Brigham and Women's Hospital in Boston, USA)1. Recently published data from the Registry report  
                   three cases of isolated, non syndromic cleft palate and two cases of isolated, non syndromic cleft lip without cleft palate in infants from 564 first trimester lamotrigine monotherapy exposures giving a rate of 8.9 per 1,000, as compared to 0.37 per  
                  1000 in the reference population for that registry. The prevalence of oral clefts noted in the NAAED registry is also higher than the background prevalence of non-syndromic oral clefts reported in the literature, including studies from the United  
                  States, Australia and Europe. While different studies have differing results due to geographic and case ascertainment variations, the reported range is 0.50 to 2.16/1000 3-17. To assist with the assessment of risk, analysis of data from additional  
                  pregnancy registries, with approximately 2200 additional lamotrigine monotherapy first trimester exposures has been conducted, and 4 additional non-syndromic cases of oral cleft have been identified.  
                  http://www.hc-sc.gc.ca/dhp-mps/medeff/advisories-avis/prof/2006/lamictal_2_hpc-cps_e.html  
Hirschfeld RM, et al. Rapid antimanic effect of risperidone monotherapy: a 3-week multicenter, double-blind, placebo-controlled trial. Am J Psychiatry. 2004 Jun;161(6):1057-65.  
Kessing LV, Sondergard L, Kvist K, Andersen PK. Suicide risk in patients treated with lithium. Arch Gen Psychiatry. 2005 Aug;62(8):860-6.  
Kowatch RA, Fristad M, Birmaher B, et al.; Child Psychiatric Workgroup on Bipolar Disorder. Treatment guidelines for children and adolescents with bipolar disorder. J Am Acad  
                 Child Adolesc Psychiatry. 2005 Mar;44(3):213-35.  
Leverich GS, et al. Risk of switch in mood polarity to hypomania or mania in patients with bipolar depression during acute and continuation trials of venlafaxine, sertraline, and  
                 bupropion as adjuncts to mood stabilizers. Am J Psychiatry. 2006 Feb;163(2):232-9.  
Martin A, Young C, Leckman JF, et al. Age effects on antidepressant-induced manic conversion. Arch Pediatr Adolesc Med. 2004 Aug;158(8):773-80. 
Medical Letter “Treatment Guidelines- Drugs for Psychiatric Disorders Vol 4 (Issue 46) June 2006. 
Merideth CH. A single-center, double-blind, placebo-controlled evaluation of lamotrigine in the treatment of obesity in adults. J Clin Psychiatry. 2006 Feb;67(2):258-62.  
Micromedex 2006 
Navarro VJ, Senior JR. Drug-related hepatotoxicity. N Engl J Med. 2006 Feb 16;354(7):731-9. (Bohan TP, et al. Effect of L-carnitine treatment for valproate-induced hepatotoxicity.  
                  Neurology. 2001 May 22;56(10):1405-9. ) 
Nierenberg AA, et al. Treatment-resistant bipolar depression: a STEP-BD equipoise randomized effectiveness trial of antidepressant augmentation with lamotrigine, inositol, or  
                  risperidone. Am J Psychiatry. 2006 Feb;163(2):210-6.  
Newport DJ, et al. Lithium Placental Passage and Obstetrical Outcome: Implications for Clinical Management During Late Pregnancy. Am J Psychiatry. 2005 Nov;162(11):2162-2170.   
                  (CONCLUSIONS: Lithium completely equilibrates across the placenta; Withholding lithium therapy for 24-48 hours before delivery resulted in a 0.28 meq/liter reduction in maternal lithium concentration.)  
Nicolaidou P, et al. Effects of anticonvulsant therapy on vitamin D status in children: prospective monitoring study. J Child Neurol. 2006 Mar;21(3):205-9.  
Patsalos PN, Perucca E. Clinically important drug interactions in epilepsy: general features and interactions between antiepileptic drugs. Lancet Neurol. 2003 Jun;2(6):347-56.  
Patsalos PN, Perucca E. Clinically important drug interactions in epilepsy: interactions between antiepileptic drugs and other drugs. Lancet Neurol. 2003 Aug;2(8):473-81.  
Perucca E. Birth defects after prenatal exposure to antiepileptic drugs. Lancet Neurol. 2005 Nov;4(11):781-6.  
Pharmacotherapy Handbook 2nd Edition (Wells,Dipiro et al.) 
Practice guideline for the treatment of patients with bipolar disorder (revision). Am J Psychiatry. 2002 Apr;159(4 Suppl):1-50.  
Rendell JM, Gijsman HJ, Keck P, Goodwin GM, Geddes JR. Olanzapine alone or in combination for acute mania. Cochrane Database Syst Rev. 2003;(3):CD004040.  
Sachs G, et al. Quetiapine with lithium or divalproex for the treatment of bipolar mania: a randomized, double-blind, placebo-controlled study. Bipolar Disord. 2004 Jun;6(3):213-23.  
Spencer JP, Gonzalez LS 3rd, Barnhart DJ. Medications in the breast-feeding mother. Am Fam Physician. 2001 Jul 1;64(1):119-26. 
Spina E, et al. Effect of Adjunctive Lamotrigine Treatment on the Plasma Concentrations of Clozapine, Risperidone and Olanzapine in Patients With Schizophrenia or Bipolar  
                   Disorder. Ther Drug Monit. 2006 Oct;28(5):599-602. These findings indicate that lamotrigine, at the dosages recommended for use as a mood stabilizer, does not affect the plasma levels of clozapine, risperidone, and  
                          their active metabolites. The modest elevation in plasma olanzapine concentration, possibly due to inhibition of UGT1A4-mediated olanzapine glucuronidation, is unlikely to be of clinical significance. 
Suppes T, et al. Clinical outcome in a randomized 1-year trial of clozapine versus treatment as usual for patients with treatment-resistant illness and a history of mania. Am J Psychiatry.  
                 1999 Aug;156(8):1164-9.  
Thase ME, Macfadden W, Weisler RH, Chang W, Paulsson B, Khan A, Calabrese JR; for the BOLDER II Study Group.  Efficacy of Quetiapine Monotherapy in Bipolar I and II  
                  Depression: A Double-blind, Placebo-controlled Study (The BOLDER II Study). J Clin Psychopharmacol. 2006 Dec;26(6):600-609. The incidence of treatment-emergent mania or  
                        hypomania was lower with quetiapine treatment than placebo. This study demonstrates that quetiapine monotherapy is an effective and well-tolerated treatment for depressive episodes in bipolar disorder, confirming the results observed from a  
                        previous study (BipOLar DEpRession [BOLDER] I). 
Therapeutic Choices 4th edition 2003  
Tohen M, Goldberg JF, et al. A 12-week, double-blind comparison of olanzapine vs haloperidol in the treatment of acute mania. Arch Gen Psychiatry. 2003 Dec;60(12):1218-26.  
Tohen M, et al. Relapse prevention in bipolar I disorder: 18-month comparison of olanzapine plus mood stabiliser v. mood stabiliser alone. Br J Psychiatry. 2004 Apr;184:337-45.  
Tohen M, Greil W et al. Olanzapine vs lithium in the maintenance treatment of bipolar disorder: a 12-month double-blind RCT trial. Am J Psychiatry. 2005 Jul;162(7):1281-90.  
Tohen M, et al. Randomized, placebo-controlled trial of olanzapine as maintenance therapy in patients with bipolar I disorder responding to acute treatment with olanzapine. Am J  
                 Psychiatry. 2006 Feb;163(2):247-56.  
Tomson T, et al. Valproate effects on kinetics of lamotrigine in pregnancy and treatment with oral contraceptives. Neurology. 2006 Oct 10;67(7):1297-9. Valproate seems to reduce the  
                  induction of lamotrigine metabolism associated with pregnancy or use of contraceptives. 
Treatment Guidelines: Drugs for Psychiatric Disorders. The Medical Letter: July, 2003; p. 69-76. (Medical Letter “Treatment Guidelines- Drugs for Psychiatric Disorders Vol 4  



                 (Issue 46) June 2006.) 
van der Lee MJ, et al. Lopinavir/ritonavir reduces lamotrigine plasma concentrations in healthy subjects. Clin Pharmacol Ther. 2006 Aug;80(2):159-68.  
Varghese SP, et al. Lamotrigine-induced toxic epidermal necrolysis in three patients treated for bipolar disorder. Pharmacotherapy. 2006 May;26(5):699-704.  
Ward RK, Zamorski MA. Benefits and risks of psychiatric medications during pregnancy. Am Fam Physician. 2002 Aug 15;66(4):629-36. 
Wilding J, Van Gaal L, Rissanen A, Vercruysse F, Fitchet M; OBES-002 Study Group. A randomized double-blind placebo-controlled study of the long-term efficacy and safety of  
                 topiramate in the treatment of obese subjects. Int J Obes Relat Metab Disord. 2004 Nov;28(11):1399-410.  
Wyszynski DF, et al.; Antiepileptic Drug Pregnancy Registry. Increased rate of major malformations in offspring exposed to valproate during pregnancy. Neurology. 2005 Mar  
                 22;64(6):961-5. 
Yatham LN, Calabrese JR, Kusumakar V. Bipolar depression: criteria for treatment selection, definition of refractoriness, and treatment options. Bipolar Disord. 2003 Apr;5(2):85-97. 
Yatham LN et al. Canadian Network for Mood & Anxiety Treatments (CANMAT) guidelines for the management of patients with bipolar disorder: update 2006. Bipolar Disorders 2006:8: 1-19 
   
 
 
 
 
 
 
 



 
 
 
 
 
 
 

                                                           
ANTIDEPRESSANT COMPARISON CHART 
1Jefferson J, Greist JH.   Mood Disorders in Textbook of Psychiatry, 2nd Ed. Editors: Hales RE, Yudofsky SC, Talbot JA. American Psychiatric Press, Washington, 1994. 
2 Micromedix Drug Information, 2006. 
3 Geddes JR, Carney SM, Davies C, et al. Relapse prevention with antidepressant drug treatment in depressive disorders: a systematic review. Lancet. 2003 Feb 22;361(9358):653-61. 
4 Treatment Guidelines: Drugs for Psychiatric Disorders. The Medical Letter: July, 2003; p. 69-76. (Medical Letter “Treatment Guidelines- Drugs for Psychiatric Disorders Vol 4 (Issue 46) June 2006.) 
5 Remick RA. Diagnosis and management of depression in primary care: a clinical update and review. CMAJ. 2002 Nov 26;167(11):1253-60.  
6 Practice guideline for the treatment of patients with major depressive disorder (revision). American Psychiatric Association. Am J Psychiatry. 2000 Apr;157(4 Suppl):1-45.    
  http://www.psych.org/psych_pract/treatg/pg/Practice%20Guidelines8904/MajorDepressiveDisorder_2e.pdf  
7 Trindade E, Menon D, Topfer LA, Coloma C. Adverse effects associated with selective serotonin reuptake inhibitors and tricyclic antidepressants: a meta-analysis. CMAJ. 1998 Nov 17;159(10):1245-52.  
8 Modell JG, Katholi CR, Modell JD, et. al.  Comparative sexual side effects of bupropion fluoxetine, paroxetine, and sertraline. Clin Pharmacol Ther 1997;61(4):476-87. 
9 Gonzalez M, Llorca G, Izquierdo JA, et.al.  J Sex Marital Ther 1997;23(3):176-94. 
10 Ditto KE. SSRI discontinuation syndrome. Awareness as an approach to prevention. Postgrad Med. 2003 Aug;114(2):79-84.  
11 Glassman AH, O'Connor CM, Califf RM, et al.; Sertraline Antidepressant Heart Attack Randomized Trial (SADHEART) Group. Sertraline treatment of major depression in patients with acute MI or unstable angina. JAMA.  
     2002 Aug 14;288(6):701-9. (Taylor CB, Youngblood ME, Catellier D, et al.; ENRICHD Investigators. Effects of antidepressant medication on morbidity and mortality in depressed patients after myocardial infarction. Arch  
    Gen Psychiatry. 2005 Jul;62(7):792-8  -Observational secondary analysis)( Lesperance F, et al. CREATE Investigators. Effects of citalopram 20-40mg/d and interpersonal psychotherapy on depression in patients with coronary  
    artery disease: the Canadian Cardiac Randomized Evaluation of Antidepressant and Psychotherapy Efficacy (CREATE) trial. JAMA. 2007 Jan 24;297(4):367-79. (n=284 12weeks)Based on these results and those of previous  
    trials, citalopram or sertraline plus clinical management should be considered as a first-step treatment for patients with CAD and major depression.) 
12 Grady-Weliky TA. Clinical practice. Premenstrual dysphoric disorder. N Engl J Med. 2003 Jan 30;348(5):433-8.  
13 Pearlstein T. Selective serotonin reuptake inhibitors for premenstrual dysphoric disorder: the emerging gold standard? Drugs. 2002;62(13):1869-85.  
14 Which SSRI? Med Lett Drugs Ther. 2003 Nov 24;45(1170):93-95. 
15 Glassman AH, O'Connor CM, Califf RM, et al.; Sertraline Antidepressant Heart Attack Randomized Trial (SADHEART) Group. Sertraline treatment of major depression in patients with acute MI or unstable angina. JAMA.  
    2002 Aug 14;288(6):701-9. (Taylor CB, Youngblood ME, Catellier D, et al.; ENRICHD Investigators. Effects of antidepressant medication on morbidity and mortality in depressed patients after myocardial infarction. Arch Gen Psychiatry. 2005 Jul;62(7):792-8  -Observational secondary analysis) 
16 Bezchlibnyk-Butler K. Serotonergic antidepressants: Drug response and drug-drug interactions. Pharmacy Practice:National CE Program 1998;Aug:1-8. 
17 Stewart DE. Hepatic adverse reactions associated with nefazodone. Can J Psychiatry. 2002 May;47(4):375-7.  
18 Buckley NA, McManus PR. Fatal toxicity of serotoninergic and other antidepressant drugs: analysis of United Kingdom mortality data. BMJ. 2002 Dec 7;325(7376):1332-3.  
19 Furukawa TA, McGuire H, Barbui C. Meta-analysis of effects and side effects of low dosage tricyclic antidepressants in depression: systematic review. BMJ. 2002 Nov 2;325(7371):991. 
20 Maizels M, McCarberg B. Antidepressants and antiepileptic drugs for chronic non-cancer pain. Am Fam Physician. 2005 Feb 1;71(3):483-90.  
21 Houdenhove BV, Onghena P.  Pain and Depression in Depression and Physical Illness. Editors: Robertson MM, Katona CLE.  Wiley & Sons, New York, 1997. 
22 Pryse-Phillips WEM, Dodick DW, Edmeads JG.  Guidelines for the diagnosis and management of migraine in clinical practice. Can Med Assoc J 1997;156:1273-87. 
23 Wells BG, Mandos LA, Hayes PE.  Depressive Disorders in Pharmacotherapy: A Pathophysiologic Approach  3rd Ed., 1996. 
24 Tollefson GD. Antidepressant treatment and side effect considerations. J Clin Psychiatry 1991;52(5-suppl):4-13. 
25 Cole JO, Bodkin JA.  Antidepressant side effects. J Clin Psychiatry 1990;51(1):21-26 
26 Nurnberg HG, Hensley PL, Gelenberg AJ, Fava M, Lauriello J, Paine S. Treatment of antidepressant-associated sexual dysfunction with sildenafil: a randomized controlled trial. JAMA. 2003 Jan 1;289(1):56-64.  (Taylor MJ,   
   Strategies for managing antidepressant-induced sexual dysfunction: systematic review of randomised controlled trials. J Affect Disord. 2005 Nov;88(3):241-54. Epub 2005 Sep 12.)( Basson R.  Clinical practice. Sexual desire  
   and arousal disorders in women. N Engl J Med. 2006 Apr 6;354(14):1497-506.) (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.2006Feb;67(2):240-6.) 
27 Boyer EW, Shannon M. The serotonin syndrome. N Engl J Med. 2005 Mar 17;352(11):1112-20. (Pharmacist’s Letter: Serotonin Syndrome Sept 2006) 
28 Bhatia SC, Bhatia SK.  Major Depression: Selecting Safe and Effective Treatment. Am Family Physician 1997;55(5):1683-1694. 
29 Watson CPN.  Antidepressant Drugs as Adjuvant Analgesics. J Pain Symptom Manage 1994;9:392-405. 
30 The Medical Letter: Drugs that may cause Psychiatric Symptoms. July 8, 2002; (1134) pp. 59-62.  
31 Birrer RB, Vemuri SP. Depression in later life: a diagnostic and therapeutic challenge. Am Fam Physician. 2004 May 15;69(10):2375-82.  
32 Finkel SI.  Efficacy and tolerability of antidepressant therapy in the old-old. J Clin Psychiatry 1996;57(suppl 5):23-8. 
33 Menting JEA, Honig A, Verhey FRJ, et. al.  Int Clin Psychophamacology 1996;11:165-175. 
34 Pryse-Phillips WEM, Dodick DW, Edmeads JG.  Guidelines for the diagnosis and management of migraine in clinical practice. Can Med Assoc J 1997;156:1273-87. 
35 Reite M, Ruddy J, Nagel K.  Evaluation and management of sleep disorders, 2nd Ed. Am Psychiatric Press, Washington, 1997. 
36 Hughes J, Stead L, Lancaster T. Antidepressants for smoking cessation. Cochrane Database Syst Rev. 2004 Oct 18;(4):CD000031. Review.  
37 Drugs and Therapy Perspectives 1998;12(7):14-15. 
38 AHFS (American Hospital Formulary System) Drug Information: Antidepressants. 2005. 
39 Gunnell D, Saperia J, Ashby D. Selective serotonin reuptake inhibitors (SSRIs) and suicide in adults: meta-analysis of drug company data from placebo controlled, randomised controlled trials submitted to the MHRA's safety 
review. BMJ. 2005 Feb 19;330(7488):385.  
40 Gibbons RD, Hur K, Bhaumik DK, Mann JJ. The relationship between antidepressant medication use and rate of suicide. Arch Gen Psychiatry. 2005 Feb;62(2):165-72.  
41 Birmes P, Coppin D, Schmitt L, Lauque D. Serotonin syndrome: a brief review. CMAJ. 2003 May 27;168(11):1439-42.  
42 Hansten, PD and Horn JR.  Drug Interactions Analysis and Management. Applied Therapeutics Incorporated.  Vancouver, WA.  2005. 
43 Stahl MM, Lindquist M, Pettersson M, et.al.  Withdrawal reactions with selective serotonin re-uptake inhibitors as reported to the WHO system. Eur J clin Pharmacol 1997;53(3-4):163-9. 
44 Meijer WE, Heerdink ER, Nolen WA, et al. Association of risk of abnormal bleeding with degree of serotonin reuptake inhibition by antidepressants. Arch Intern Med. 2004 Nov 22;164(21):2367-70. (Benazzi F.  
     Hemorrhages during escitalopram-venlafaxine-mirtazapine combination treatment of depression. Can J Psychiatry. 2005 Mar;50(3):184.) 
45 Jureidini JN, Doecke CJ, Mansfield PR, Haby MM, Menkes DB, Tonkin AL. Efficacy and safety of antidepressants for children and adolescents. BMJ. 2004 Apr 10;328(7444):879-83.  



                                                                                                                                                                                                                                                                                                     
46 Gunnell D, Ashby D. Antidepressants and suicide: what is the balance of benefit and harm. BMJ. 2004 Jul 3;329(7456):34-8. 
47 Whittington CJ, Kendall T, Fonagy P, Cottrell D, et al. Selective serotonin reuptake inhibitors in childhood depression: systematic review of published versus unpublished data. Lancet. 2004 Apr 24;363(9418):1341-5.  
    Ryan ND. Treatment of depression in children and adolescents. Lancet. 2005 Sep 10-16;366(9489):933-40.  
48 The American Academy of Child and Adolescent Psychiatry: http://www.aacap.org/Announcements/pdfs/physiciansmedguide.pdf .  
    American College of Neuropsychopharmacology: SSRIs & Suicidal Behavior in youth Jan/04: http://www.acnp.org/exec_summary.pdf  Final Nov/05 http://www.nature.com/npp/journal/vaop/ncurrent/pdf/1300958a.pdf    
    Sept/05 Nice:Depression in children & young people http://www.nice.org.uk/pdf/CG028NICEguideline.pdf ; (Simon GE, Savarino J, Operskalski B, Wang PS. Suicide risk during antidepressant treatment. Am J Psychiatry. 2006  
    Jan;163(1):41-7. CONCLUSIONS: The risk of suicide during acute-phase antidepressant treatment is approximately one in 3,000 treatment episodes, and risk of serious suicide attempt is approximately one in 1,000. Available data do not indicate a significant increase in risk of  
     suicide or serious suicide attempt after starting treatment with newer antidepressant drugs.)( Cheung AH, et al. The use of antidepressants to treat depression in children and adolescents. CMAJ. 2006 Jan 17;174(2):193-200.) & (Hammad TA, et  
    al. Suicidality in pediatric patients treated with antidepressant drugs. Arch Gen Psychiatry. 2006 Mar;63(3):332-9. CONCLUSION: Use of antidepressant drugs in pediatric patients is associated with a modestly increased risk of suicidality. InfoPOEMs: The use of antidepressant  
    medications in children is associated with an increased risk of suicidal ideation and suicide-related behaviors. It is uncertain what overall effect antidepressant medications have on the morbidity and mortality of treated children. Close monitoring of patients using these medications  
    regarding the risk of suicidality is recommended. (LOE = 1a-) ) (Glaxo May/06 Meta analysis: 8958 paroxetine & 5953 placebo pts; suicidal behavior aged 18-24yrs (2.19 vs 0.92%); all ages (0.32 vs 0.05%); all were nonfatal suicide attempts; 8 of 11 attempts were in aged 18-30yrs)   
    Emslie GJ, et al. Paroxetine Treatment in Children and Adolescents With Major Depressive Disorder: A Randomized, Multicenter, Double-Blind, Placebo-Controlled Trial. J Am Acad Child Adolesc Psychiatry. 2006 Jun;45(6):709-719. Paroxetine was not shown to be more efficacious  
    than  placebo for treating pediatric major depressive disorder. (Misri S, et al. Internalizing behaviors in 4-year-old children exposed in utero to psychotropic medications. Am J Psychiatry. 2006 Jun;163(6):1026-32.) (Dubicka B, Hadley S, Roberts C. Suicidal behaviour in  
   youths with depression treated with new-generation antidepressants: meta-analysis. Br J Psychiatry. 2006 Nov;189:393-8. Self-harm or suicide-related events occurred in 71 of 1487 (4.8%) of depressed youths treated with antidepressants v. 38 of 1254  
   (3.0%) of those given placebo (fixed effects odds ratio 1.70, 95% CI 1.13-2.54, P=0.01).) (Gibbons RD, Hur K, Bhaumik DK, Mann JJ. The relationship between antidepressant prescription rates and rate of early adolescent suicide. Am J  
   Psychiatry. 2006 Nov;163(11):1898-904. The aggregate nature of these observational data precludes a direct causal interpretation of the results. More SSRI prescriptions are associated with lower suicide rates in children and may reflect antidepressant efficacy, treatment  
    compliance, better quality mental health care, and low toxicity in the event of a suicide attempt by overdose.) (Juurlink DN, et al. The risk of suicide with selective serotonin reuptake inhibitors in the elderly. Am J Psychiatry. 2006 May;163(5):813- 
   21. Initiation of SSRI therapy is associated with an increased risk of suicide during the first month of therapy compared with other antidepressants. The absolute risk is low, suggesting that an idiosyncratic response to these agents may provoke suicide in a vulnerable subgroup of  
    patients.) (Olfson M, Marcus SC, Shaffer D.  Antidepressant drug therapy and suicide in severely depressed children and adults: A case-control study. Arch Gen Psychiatry. 2006 Aug;63(8):865-72. In these high-risk patients,  
    antidepressant drug treatment does not seem to be related to suicide attempts and death in adults but might be related in children and adolescents. These findings support careful clinical monitoring during antidepressant drug treatment of severely depressed young people.) (Tiihonen  
   J, et al. Antidepressants and the risk of suicide, attempted suicide, and overall mortality in a nationwide cohort. Arch Gen Psychiatry. 2006 Dec;63(12):1358-67. Among suicidal subjects who had ever used antidepressants, the current use of  
    any antidepressant was associated with a markedly increased risk of attempted suicide and, at the same time, with a markedly decreased risk of completed suicide and death. Lower mortality was attributable to a decrease in cardiovascular- and cerebrovascular-related deaths during  
    selective serotonin reuptake inhibitor use.) (Simon GE. The antidepressant quandary--considering suicide risk when treating adolescent depression. N Engl J Med. 2006 Dec 28;355(26):2722-3.) 
49 Treatment for Adolescents with Depression Study (TADS). Fluoxetine, Cognitive-Behavioral Therapy, & their Combination for Adolescents with Depression. JAMA. 2004 Aug 18;292(7):807-820. (Kennard B, Silva S,  
     Vitiello B, et al. TADS Team. Remission and residual symptoms after short-term treatment in the Treatment of Adolescents with Depression Study (TADS). J Am Acad Child Adolesc Psychiatry. 2006 Dec;45(12):1404-11.   
      The  combination of FLX and CBT was superior to both monotherapy and PBO in terms of remission rates, but overall rates of remission remain low and residual symptoms are common at the end of 12 weeks of treatment.) 
50 Pediatric OCD Treatment Study (POTS) Team. Cognitive-behavior therapy, sertraline, and their combination for children and adolescents with obsessive-compulsive disorder: the Pediatric OCD Treatment Study (POTS) 
randomized controlled trial. JAMA. 2004 Oct 27;292(16):1969-76.  
51 Paxil (Paroxetine) and Birth Defects Pharmacist's Letter October 2005. (First trimester: Paxil any malformations 4% vs ~3% general population; cardiac 2% vs ~1% general population ; most common cardiac malformation was ventricular septal   
    defects) See also: Hallberg P, Sjoblom V. The use of selective serotonin reuptake inhibitors during pregnancy and breast-feeding: a review and clinical aspects. J Clin Psychopharmacol. 2005 Feb;25(1):59-73. &  
    Health Canada warning Oct/05 http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-dgpsa/pdf/medeff/paxil_3_hpc-cps_e.pdf ( Preliminay report of retrospective epidemiological study of 3,581 pregnant women). Dec/05 Health   
    Canada update http://www.hc-sc.gc.ca/dhp-mps/medeff/advisories-avis/prof/paxil_4_hpc-cps_e.html  (An independent epidemiological study of delivery outcome following maternal use of SSRI antidepressants in early  
    pregnancy has been conducted utilizing the Swedish national registry data (n=5,123 women). The findings show an approximate 2-fold increased risk of cardiac malformations in infants exposed to paroxetine, compared with  
  the total registry population (approximately 2% incidence vs. 1%, respectively). ) (Use of SSRI’s During Pregnancy Pharmacist’s Letter April 2006) (ACOG Publications: Committee Opinion No.  
    354: Treatment With Selective Serotonin Reuptake Inhibitors During Pregnancy Obstet Gynecol 2006 108: 1601-1604.) (Djulus J, Koren G, et al. Exposure to Mirtazapine During Pregnancy: A Prospective, Comparative  
    Study of Birth Outcomes. J Clin Psychiatry. 2006 Aug;67(8):1280-1284. Mirtazapine does not appear to increase the baseline rate of major malformations of 1% to 3%. However, the higher number of spontaneous abortions in the antidepressant groups confirms the  
      higher rates of spontaneous abortions in pregnant women taking antidepressant medications found in previous studies.) (Kristensen JH, et al. Transfer of the antidepressant mirtazapine into breast milk. Br J Clin Pharmacol. 2006 Sep 13; [Epub  
    ahead of print] Results Mean (95% confidence interval) relative infant doses for mirtazapine and desmethylmirtazapine (n = 8) were 1.5% (0.8, 2.2) and 0.4% (0.2, 0.6) respectively.) (Thormahlen GM. Paroxetine Use During Pregnancy: Is it Safe? (October).  
    Ann Pharmacother. 2006 Aug 22; [Epub ahead of print] ) (Wogelius P, et al. Maternal Use of Selective Serotonin Reuptake Inhibitors and Risk of Congenital Malformations. Epidemiology. 2006 Nov;17(6):701-704. The  
     150,780 women with no SSRI prescriptions gave birth to 5112 (3.4%) children with congenital malformations. The 1051 women with SSRI prescriptions any time during early pregnancy gave birth to 51 (4.9%) children with congenital malformations.)  
52 Kulin AK, Pastuszak A, Sage SR, et.al.  Pregnancy outcome following maternal use of the new selective serotonin reuptake inhibitors: a prospective controlled multicenter study. JAMA 1998;279:609-610. 
53 Briggs GG, Freeman RK, Yaffe SJ.  Drugs in Pregnancy and Lactation 7th Ed. Williams & Wilkins, Media, Pennsilvania, 2005. (Loughhead AM, et al. Antidepressants in Amniotic Fluid: Another Route of Fetal Exposure. Am J Psychiatry. 2006  
    Jan;163(1):145-147. ) 
54 Simon GE, Cunningham ML, Davis RL. Outcomes of prenatal antidepressant exposure. Am J Psychiatry. 2002 Dec;159(12):2055-61.  
55 Ward RK, Zamorski MA. Benefits and risks of psychiatric medications during pregnancy. Am Fam Physician. 2002 Aug 15;66(4):629-36. (Cohen LS, et al. Relapse of major depression during pregnancy in women who  
    maintain or discontinue antidepressant treatment. JAMA. 2006 Feb 1;295(5):499-507. CONCLUSIONS: Pregnancy is not "protective" with respect to risk of relapse of major depression. Women with histories of depression who are euthymic in the context of ongoing  
     antidepressant therapy should be aware of the association of depressive relapse during pregnancy with antidepressant discontinuation. (InfoPOEMs: Nearly 50% of women currently receiving antidepressant medication will experience a relapse of major depression during pregnancy. The risk is highest for  
     those discontinuing their medication (68% relapse rate). It is likely that this study sample consists of patients with a higher severity of illness than those found in a routine community practice, so the findings may not generalize to other settings. (LOE = 1b))  ) {Wen SW, et al. Selective serotonin reuptake  
     inhibitors and adverse pregnancy outcomes. Am J Obstet Gynecol. 2006 Apr;194(4):961-6. (InfoPOEMs: The use of selective serotonin reuptake inhibitors (SSRIs) in the year before giving birth is associated with increased risk of prematurity, fetal death, and neonatal seizures. However, these observational  
     data are weakened by the need to make difficult adjustments for other important factors thought to be causally related to the outcomes studied, such as poverty and drug dependence. (LOE = 2b) } 
56 Altshuler LL, Cohen LS, Moline ML, et al. Expert Consensus Panel for Depression in Women. The Expert Consensus Guideline Series. Treatment of depression in women. Postgrad Med. 2001 Mar;(Spec No):1-107.  
57 Nordeng H, Spigset O. Treatment with selective serotonin reuptake inhibitors in the third trimester of pregnancy: effects on the infant. Drug Saf. 2005;28(7):565-81. (Sivojelezova A, Shuhaiber S, Sarkissian L, et al.   
   Citalopram use in pregnancy: prospective comparative evaluation of pregnancy and fetal outcome. Am J Obstet Gynecol. 2005 Dec;193(6):2004-9. InfoPOEMs: Citalopram (Celexa) does not appear to be teratogenic. Exposure  
    near the time of birth, however, was associated with increased risk of a diagnosis of fetal distress in labor and neonatal admission to special care nursery. (LOE = 1b)  ) 
58 Emilio J Sanz, Carlos et al. Selective serotonin reuptake inhibitors in pregnant women and neonatal withdrawal syndrome: a database analysis Lancet 2005; 365: 482-87 & ALSO Moses-Kolko EL, Bogen D, Perel J, et al.  
   Neonatal signs after late in utero exposure to serotonin reuptake inhibitors: literature review and implications for clinical applications. JAMA. 2005 May 18;293(19):2372-83.(InfoPOEMs: Late third  trimester exposure to maternal use of  
    SSRIs increases the risk of neonatal behavioral abnormalities. Since the symptoms and signs were relatively benign and short lived, it makes sense to individualize the risks and benefits of continuing SSRI treatment throughout pregnancy. (LOE = 2a-))  (Levinson-Castiel R,  
   Merlob P, Linder N, Sirota L, Klinger G. Neonatal abstinence syndrome after in utero exposure to selective serotonin reuptake inhibitors in term infants. Arch Pediatr Adolesc Med. 2006 Feb;160(2):173-6. ) (Oberlander TF, et  
  al. Neonatal outcomes after prenatal exposure to selective serotonin reuptake inhibitor antidepressants and maternal depression using population-based linked health data. Arch Gen Psychiatry. 2006 Aug;63(8):898-906. With  
   linked population health data and propensity score matching, prenatal SE-D exposure was associated with an increased risk of low birth weight and respiratory distress, even when maternal illness severity was accounted for.) 
59 Chambers CD,  et al. Selective serotonin-reuptake inhibitors and risk of persistent pulmonary hypertension of the newborn. N Engl J Med. 2006 Feb 9;354(6):579-87. (InfoPOEMs: The use of selective  
     serotonin-reuptake inhibitors (SSRIs) during the second half of pregnancy is associated with an increased risk of persistent pulmonary hypertension of the newborn (PPHN). This type of study cannot establish causation, untreated depression is a serious condition, and 99% of women would give birth to  



                                                                                                                                                                                                                                                                                                     
     infants unaffected by PPHN, so the potential benefits and harms of continuing SSRIs in these patients should be carefully weighed. (LOE = 3b))  Health Canada Mar/06 warning  http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_11_e.html  
60 Misri S, Burgmann A, Kostaras D. Are SSRIs safe for pregnant and breastfeeding women? Can Fam Physician. 2000 Mar;46:626-8, 631-3.  
61 Spencer JP, Gonzalez LS 3rd, Barnhart DJ. Medications in the breast-feeding mother. Am Fam Physician. 2001 Jul 1;64(1):119-26. 
62 Wisner KL, Parry BL, Piontek CM. Clinical practice. Postpartum depression. N Engl J Med. 2002 Jul 18;347(3):194-9. (Wisner KL, et al. Postpartum depression: a randomized trial of sertraline versus nortriptyline. J Clin  
     Psychopharmacol. 2006 Aug;26(4):353-60. n=95 24week  Times to response and remission also did not differ. Breast-fed infant serum levels were near or below the level of quantifiability for both agents.) 
63 Altshuler LL, Cohen LS, Moline ML, Kahn DA, et al; Expert Consensus Panel for Depression in Women. The Expert Consensus Guideline Series. Treatment of depression in women. Postgrad Med. 2001 Mar;(Spec No):1-107. 
64 Skowron DM, Stimmel GL.  Antidepressants and the risk of seizures. Pharmacotherapy 1992;12(1):18-22. 
65 Clinical Guidelines for the Treatment of Depressive Disorders. The Canadian Journal of Psychiatry June 2001.  
    ( Prescribing Antidepressants for Depression in 2005: Recent Concerns & Recommendations http://www.cpa-apc.org/Publications/Position_Papers/2004-23s-en.pdf ) 
66 Clinically significant drug interactions with antidepressants in the elderly. Spina E, Scordo MG. Drugs Aging 2002;19(4):299-320. 
67 Product monographs 2004 & Pharmacists Letter: How to Switch Antidepressants June 2006. 
68 Bezchlibnyk-Butler K, Jeffries JJ, eds. Clinical handbook of psychotropic drugs, 13th ed. Toronto: Hogrefe & Huber, 2003. 
69 Bezchlibnyk-Butler K. Serotonergic antidepressants: Drug response and drug-drug interactions. Pharmacy Practice:National CE Program 1998;Aug:1-8. 
 
Additional references: 
Almeida OP, Waterreus A, Hankey GJ.  Preventing depression after stroke: Results from a randomized (sertaline NS) placebo-controlled trial. J Clin Psychiatry. 2006 Jul;67(7):1104-9.  
Appelhof BC, et al. Triiodothyronine (T3) addition to paroxetine in the treatment of major depressive disorder. J Clin Endocrinol Metab. 2004 Dec;89(12):6271-6.  
Barbui C, Hotopf M, Freemantle N, et al. Selective serotonin reuptake inhibitors versus tricyclic and heterocyclic antidepressants: comparison of drug adherence. Cochrane Database Syst Rev. 2000;(4):CD002791.  
Bambauer KZ, et al.  Physician alerts to increase antidepressant adherence: fax or fiction? Arch Intern Med. 2006 Mar 13;166(5):498-504.  
Beck CA, Williams JV, Wang JL, et al. Psychotropic medication use in Canada. Can J Psychiatry. 2005 Sep;50(10):605-13. RESULTS: Overall psychotropic drug utilization was 7.2%. Utilization was higher for women and with increasing age. With any lifetime  
             CIDI-diagnosed disorder assessed in the CCHS 1.2, utilization was 19.3%, whereas without such disorders, it was 4.1%. Selective serotonin reuptake inhibitors (SSRIs) were the most commonly used antidepressants for those with a past-year major depressive episode (17.8%), followed by venlafaxine  
             (7.4%). Among people aged 15 to 19 years, antidepressant use was 1.8% overall and 11.7% among those with past-year depression; SSRIs made up the majority of use. Sedative-hypnotics were used by 3.1% overall, increasing with age to 11.1% over 75 years.  
Boulenger JP, et al. A comparative study of the efficacy of long-term treatment with escitalopram and paroxetine in severely depressed patients. Curr Med Res Opin. 2006 Jul;22(7):1331-41.  
Brown GK, Ten Have T, Henriques GR, Xie SX, Hollander JE, Beck AT. Cognitive therapy for the prevention of suicide attempts: a randomized controlled trial. JAMA. 2005 Aug 3;294(5):563-70.  
Canadian Anxiety Guideline July 2006 (Panic, PTSD, GAD, SAD, OCD & specific phobias)  
          http://www.cpa-apc.org/Publications/CJP/supplements/july2006/anxiety_guidelines_2006.pdf  
Choi-Kwon S, Han SW, Kwon SU, et al. Fluoxetine Treatment in Poststroke Depression, Emotional Incontinence, and Anger Proneness. A Double-Blind, Placebo-Controlled Study. Stroke. 2005 Nov 23; [Epub ahead of print]  
Chun-Fai-Chan B, Koren G, Fayez I, et al. Pregnancy outcome of women exposed to bupropion during pregnancy: A prospective comparative study. Am J Obstet Gynecol 2005; 192:932-36. (InfoPOEMs: Bupropion is not associated  
          with increased rates of major malformations. It may be associated with an increase in spontaneous abortions. (LOE = 1b) ) 
Cipriani A, Brambilla P, Furukawa T, et al.Fluoxetine versus other types of pharmacotherapy for depression. Cochrane Database Syst Rev. 2005 Oct 19;4:CD004185. AUTHORS' CONCLUSIONS: There are statistically significant differences in terms  
            of efficacy and tolerability between fluoxetine and certain ADs, but the clinical meaning of these differences is uncertain, and no definitive implications for clinical practice can be drawn. From a clinical point of view the analysis of antidepressants' safety profile (adverse effect and suicide risk) remains of  
            crucial importance and more reliable data about these outcomes are needed. Waiting for more robust evidence, treatment decisions should be based on considerations of clinical history, drug toxicity, patient acceptability, and cost. We need for large, pragmatic trials, enrolling heterogeneous populations  
            of patients with depression to generate clinically relevant information on the benefits and harms of competitive pharmacological options. A meta-analysis of individual patient data from the randomised trials is clearly necessary. 
Cohen LS, et al. Relapse of major depression during pregnancy in women who maintain or discontinue antidepressant treatment. JAMA. 2006 Feb 1;295(5):499-507. CONCLUSIONS: Pregnancy is not "protective" with respect to risk of relapse  
          of major depression. Women with histories of depression who are euthymic in the context of ongoing antidepressant therapy should be aware of the association of depressive relapse during pregnancy with antidepressant discontinuation.{InfoPOEMs Mar 2006: Nearly 50% of women currently receiving 

antidepressant medication will experience a relapse of major depression during pregnancy. The risk is highest for those discontinuing their medication (68% relapse rate). It is likely that this study sample consists of patients with a higher severity of illness than those found in a routine community practice, 
so the findings may not generalize to other settings. (LOE = 1b). Women maintaining their medication during pregnancy relapsed significantly less often than those who discontinued medication (26% vs 68%; number needed to treat (NNT)= 2; 95% CI, 1.8 - 4).} 

Coogan PF, Palmer JR, Strom BL, Rosenberg L. Use of selective serotonin reuptake inhibitors and the risk of breast cancer. Am J Epidemiol. 2005 Nov 1;162(9):835-8. Epub 2005 Sep 21.  
Davidson J, et al. Treatment of Posttraumatic Stress Disorder With Venlafaxine Extended Release: A 6-Month Randomized Controlled Trial. Arch Gen Psychiatry. 2006 Oct;63(10):1158-1165. n=329 
Dhillon S, Scott LJ, Plosker GL. Escitalopram: a review of its use in the management of anxiety disorders. CNS Drugs. 2006;20(9):763-90. Nevertheless, available clinical data indicate that escitalopram is an effective first-line treatment option for the  
            management of GAD, SAD, panic disorder and OCD. 
Eating Disorder Treatment. Pharmacist’s Letter. Aug 2006. 
Eberhard-Gran M, Eskild A, Opjordsmoen S.  Use of Psychotropic Medications in Treating Mood Disorders during Lactation : Practical Recommendations. CNS Drugs. 2006;20(3):187-98.  
Ensrud KE, et al. for Study of Osteoporotic Fractures Research Gp. Use of selective serotonin reuptake inhibitors and sleep disturbances in community-dwelling older women. J Am Geriatr Soc 2006 Oct;54(10):1508-15.  
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.2006Feb;67(2):240-6.  
Fava M, Rush AJ, Wisniewski SR, et al. A Comparison of Mirtazapine and Nortriptyline Following Two Consecutive Failed Medication Treatments for Depressed Outpatients: A STAR*D Report. Am J Psychiatry. 2006  
         Jul;163(7):1161-72. Following lack of remission or an inability to tolerate an initial trial of citalopram for up to 12 weeks (first step) and a second trial with either monotherapy involving another antidepressant or augmentation of citalopram with bupropion or buspirone (second  
           step), adult outpatients (N=235) with nonpsychotic major depressive disorder were randomly assigned to 14 weeks of treatment with mirtazapine (up to 60 mg/day) (N=114) or nortriptyline (up to 200 mg/day) (N=121). For mirtazapine, remission rates were 12.3% and 8.0% per the  
           Hamilton and QIDS-SR(16) scores, respectively. For nortriptyline, remission rates were 19.8% and 12.4%, respectively 
FDA: Oct/06 Letter regarding venlafaxine overdose concern  http://www.fda.gov/medwatch/safety/2006/effexor_DHCPletter.pdf  
Furey ML, Drevets WC. Antidepressant efficacy of the antimuscarinic drug scopolamine: a randomized, placebo-controlled clinical trial. Arch Gen Psychiatry. 2006 Oct;63(10):1121-9.  
Gamble J, Creedy D, Moyle W, Webster J, McAllister M, Dickson P. Effectiveness of a counseling intervention after traumatic childbirth: A randomized trial. Birth 2005; 32:11-19. (InfoPOEMs: Women with trauma symptoms who  
         receive face-to-face counseling during their hospital stay and phone counseling at 4 to 6 weeks postpartum are less likely to have persistent trauma symptoms or postpartum depression at 3 months. (LOE = 1b-)) 
Gilbody S, Bower P, Fletcher J, Richards D, Sutton AJ.  Collaborative Care for Depression: A Cumulative Meta-analysis and Review of Longer-term Outcomes. Arch Intern Med. 2006 Nov 27;166(21):2314-21.  
Gilbody S, House A, Sheldon T, Gilbody S. Screening and case finding instruments for depression. Cochrane Database Syst Rev. 2005 Oct 19;(4):CD002792. AUTHORS' CONCLUSIONS: There is substantial evidence that routinely  
         administered case finding/screening questionnaires for depression have minimal impact on the detection, management or outcome of depression by clinicians. Practice guidelines and recommendations to adopt this strategy, in isolation, in order to  
         improve the quality of healthcare should be resisted. The longer term benefits and costs of routine screening/case finding for depression have not been evaluated. A two stage procedure for screening/case finding may be effective, but this needs to  
         be evaluated in a large scale cluster randomised trial, with a prospective economic evaluation. 
Gijsman HJ, Geddes JR, Rendell JM, et al. Antidepressants for bipolar depression: a systematic review of randomized, controlled trials. Am J Psychiatry. 2004 Sep;161(9):1537-47.  
Golden RN, Gaynes BN, Ekstrom RD, et al. The efficacy of light therapy in the treatment of mood disorders: a review and meta-analysis of the evidence. Am J Psychiatry. 2005 Apr;162(4):656-62. (InfoPOEMs: The available published  
           research literature provides very weak evidence that light therapy is effective for seasonal affective disorder (SAD) or nonseasonal depression. There seems to be a large acute effect of light therapy on symptoms of SAD in the first week of treatment but this effect disappears quickly  
           thereafter. Light therapy has a moderate effect on patients with nonseasonal depression when studied for only 7 days. Light therapy does not produce an additional effect when combined with pharmacologic therapy. Light boxes are expensive and may not provide the results desired  



                                                                                                                                                                                                                                                                                                     
           by patients with SAD. (LOE = 1a-) )  
Gordon PR, et al. Sertraline to treat hot flashes: a randomized controlled, double-blind, crossover trial in a general population. Menopause. 2006 Jul-Aug;13(4):568-75.  
Hansen RA, Gartlehner G, Lohr KN, et al. Efficacy and safety of second-generation antidepressants in the treatment of major depressive disorder. Ann Intern Med. 2005 Sep 20;143(6):415-26. CONCLUSIONS: Overall, second-generation  
             antidepressants probably do not differ substantially for treatment of major depressive disorder. Choosing the agent that is most appropriate for a given patient is difficult. (InfoPOEMs: When it comes to the new, nontricyclic antidepressants, the medical literature does not give us any clear guidance as to which one is more  
             effective, of faster onset, safer, or better tolerated. Sexual side effects are lower with bupropion and nausea seems to occur more often with venlafaxine. Other research has shown these new drugs to be no more effective or better tolerated than tricyclic antidepressants. For now, start your patient on your favorite antidepressant,  
             with the realization that most patients will need to switch to another drug at least once. (LOE = 1a) )  
Hubbard R, Lewis S, et al. Bupropion and the risk of sudden death: a self-controlled case-series analysis using The Health Improvement Network. Thorax. 2005 Oct;60(10):848-50. Epub 2005 Jul 29.  
Hunkeler EM, et al. Long term outcomes from the IMPACT randomised trial for depressed elderly patients in primary care. BMJ. 2006 Feb 4;332(7536):259-63. Epub 2006 Jan 20.  
Jorge RE, Robinson RG, Arndt S, Starkstein S. Mortality and poststroke depression: a placebo-controlled trial of antidepressants. Am J Psychiatry. 2003 Oct;160(10):1823-9.  
Johnson EM, et al. Cardiovascular changes associated with venlafaxine in the treatment of late-life depression. Am J Geriatr Psychiatry. 2006 Sep;14(9):796-802.  
Kennedy SH, Andersen HF, Lam RW. Efficacy of escitalopram in the treatment of major depressive disorder compared with conventional selective serotonin reuptake inhibitors and venlafaxine XR: a meta-analysis. J Psychiatry  
          Neurosci. 2006 Mar;31(2):122-31. Erratum in: J Psychiatry Neurosci. 2006 Jul;31(4):228.  
Kennedy SH, et al. Sexual function during bupropion or paroxetine treatment of major depressive disorder. Can J Psychiatry. 2006 Mar;51(4):234-42.  
Kim H, et al. Monoamine transporter gene polymorphisms and antidepressant response in Koreans with late-life depression. JAMA. 2006 Oct 4;296(13):1609-18.  
Kisely S, Smith M, Lawrence D, Maaten S. Mortality in individuals who have had psychiatric treatment: Population-based study in Nova Scotia. Br J Psychiatry. 2005 Dec;187:552-558.  
Lam RW, et al. The Can-SAD study: a randomized controlled trial of the effectiveness of light therapy and fluoxetine in patients with winter seasonal affective disorder. Am J Psychiatry. 2006 May;163(5):805-12. (InfoPOEMs: Light  
              therapy and fluoxetine (Prozac) are equally effective treatment options for patients with seasonal affective disorder (SAD). Patient preference and an individual assessment of risks and benefits should guide treatment selection. (LOE = 1b) )  
Leverich GS, et al. Risk of switch in mood polarity to hypomania or mania in patients with bipolar depression during acute and continuation trials of venlafaxine, sertraline, and bupropion as adjuncts to mood stabilizers.  
         Am J Psychiatry. 2006 Feb;163(2):232-9.  
Linehan MM, et al. Two-Yr Randomized Controlled Trial & Follow-up of Dialectical Behavior Therapy vs Therapy by Experts for Suicidal Behaviors & Borderline Personality Disorder. Arch Gen Psyc. 2006 Jul;63(7):757-66.  
Lustman PJ, et al. Sertraline for Prevention of Depression Recurrence in Diabetes Mellitus: A Randomized, Double-blind, Placebo-Controlled Trial. Arch Gen Psychiatry. 2006 May;63(5):521-9.  
Ma J, et al. Association between antidepressant use and prescribing of gastric acid suppressants. Can J Psychiatry. 2006 Mar;51(3):178-84.  
Mann JJ, Apter A, Bertolote J, et al. Suicide prevention strategies: a systematic review. JAMA. 2005 Oct 26;294(16):2064-74. CONCLUSIONS: Physician education in depression recognition and treatment and restricting access to lethal methods reduce  
           suicide rates. Other interventions need more evidence of efficacy. Ascertaining which components of suicide prevention programs are effective in reducing rates of suicide and suicide attempt is essential in order to optimize use of limited resources. 
Mann JJ. The medical management of depression. N Engl J Med. 2005 Oct 27;353(17):1819-34. 
Mariappan P, Ballantyne Z, N'dow J, Alhasso A. Serotonin and noradrenaline reuptake inhibitors (SNRI) for stress urinary incontinence in adults. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD004742.  
MacMillan HL et al. Canadian Task Force on Preventive Health Care. Screening for depression in primary care: recommendation statement from the Canadian Task Force on Preventive Health Care.CMAJ.2005Jan 4;172(1):33-5. 
McGrath PJ, et al. Predictors of relapse in a prospective study of fluoxetine treatment of major depression. Am J Psychiatry. 2006 Sep;163(9):1542-8.  
McGrath PJ, et al. Tranylcypromine Versus Venlafaxine Plus Mirtazapine Following Three Failed Antidepressant Medication Trials for Depression: A STAR*D Report. Am J Psychiatry. 2006 Sep;163(9):1531-41. Remission rates  
          were modest for both the tranylcypromine group and the extended-release venlafaxine plus mirtazapine group, and the rates were not statistically different between groups. The lower side effect burden, lack of dietary restrictions, and ease of use of venlafaxine and mirtazapine  
          suggest that this combination may be preferred over tranylcypromine for patients with highly treatment-resistant depression who have not benefited adequately from several prior treatments. 
Medical Letter, Duloxetine for Diabetic Neuropathic pain. Vol 47 (Issue 1215/1216) Aug 15/29,2005. p.67-68. 
Medical Letter “Treatment Guidelines- Drugs for Psychiatric Disorders Vol 4 (Issue 46) June 2006. 
Moja P, Cusi C, Sterzi R, Canepari C. Selective serotonin re-uptake inhibitors (SSRIs) for preventing migraine and tension-type headaches. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD002919.  CONCLUSIONS: Over 2 months of  
          treatment, SSRIs are no more efficacious than placebo in patients with migraine. In patients with chronic TTH, SSRIs are less efficacious than tricyclic antidepressants. In comparison with SSRIs, the burden of adverse events in patients receiving tricyclics was greater. These results  
          are based on short-term trials and may not generalise to longer-term treatment. 
Murdoch D, Keam SJ. Escitalopram: a review of its use in the management of major depressive disorder. Drugs. 2005;65(16):2379-404.  
Nahas Z, Marangell LB, Husain MM, et al. Two-Year Outcome of Vagus Nerve Stimulation (VNS) for Treatment of Major Depressive Episodes. J Clin Psychiatry. 2005 Sep;66(9):1097-1104.  
Nelson JC, et al. Mirtazapine orally disintegrating tablets in depressed nursing home residents 85 years of age and older. Int J Geriatr Psychiatry. 2006 Sep;21(9):898-901.  
Nierenberg AA, Fava M, Trivedi MH, et al. A comparison of lithium and T(3) augmentation following two failed medication treatments for depression: a STAR*D report. Am J Psychiatry. 2006 Sep;163(9):1519-30; quiz 1665.  
          Remission rates with lithium (up to 900mg/d) and T(3) augmentation (up to 50ug/d) for participants who experienced unsatisfactory results with two prior medication treatments were modest and did not differ significantly. The lower side effect burden and ease of use of T(3)  
             augmentation suggest that it has slight advantages over lithium augmentation for depressed patients who have experienced several failed medication trials. 
Olfson M, Shaffer D, Marcus SC, Greenberg T. Relationship between antidepressant medication treatment and suicide in adolescents. Arch Gen Psychiatry. 2003 Oct;60(10):978-82.  
O'reardon JP, et al. A randomized, placebo-controlled trial of sertraline in the treatment of night eating syndrome. Am J Psychiatry. 2006 May;163(5):893-8.  
Parashar S, et al. Time course of depression and outcome of myocardial infarction. Arch Intern Med. 2006 Oct 9;166(18):2035-43.  
Perkins S, et al. Self-help and Guided Self-help for Eating Disorders. Cochrane Database Syst Rev. 2006 Jul 19;3:CD004191.  
Pharmacist’s Letter May 2006: Pharmacotherapy of Treatment-Resistant Depression 
Rahimi-Ardabili B, et al. Finasteride-induced depression : A prospective study. BMC Clin Pharmacol. 2006 Oct 7;6(1):7 [Epub ahead of print]  
Reynolds CF 3rd, et al. Maintenance treatment of major depression in old age. N Engl J Med. 2006 Mar 16;354(11):1130-8. CONCLUSIONS: Patients elderly 70 years of age or older with major depression who had a response to initial treatment with  
             paroxetine and psychotherapy were less likely to have recurrent depression if they received two years of maintenance therapy with paroxetine. Monthly maintenance psychotherapy did not prevent recurrent depression. (InfoPOEMs: Prolonged treatment with paroxetine (Paxil)  
             reduces the risk of recurrence of major depression in elderly patients. (LOE = 1b) )  
Rosen R, et al.; Vardenafil Study Site Investigators. Efficacy and tolerability of vardenafil in men with mild depression and erectile dysfunction: the depression-related improvement with vardenafil for erectile response study. 
          Am J Psychiatry. 2006 Jan;163(1):79-87.  
Rush AJ, et al. STAR*D Study. Bupropion-SR, sertraline, or venlafaxine-XR after failure of SSRIs (citalopram) for depression. n=727 N Engl J Med. 2006 Mar 23;354(12):1231-42. CONCLUSIONS: After unsuccessful treatment with an  
            SSRI, approximately one in four patients had a remission of symptoms after switching to another antidepressant. Any one of the medications in the study provided a reasonable second-step choice for patients with depression. (InfoPOEMs: Bupropion SR (~283mg/d),  
            sertraline(~136mg/d) & venlafaxine XR (~194mg/d) are equally effective at inducing remission or response in patients with persistent symptoms of depression despite initial treatment with citalopram (Celexa ~41mg/d). Most patients will not go into remission, though, and this study  
            lacked a placebo control group. (LOE = 1b) )  
Rush AJ, Trivedi MH, Wisniewski SR, et al. Acute and Longer-Term Outcomes in Depressed Outpatients Requiring One or Several Treatment Steps: A STAR*D Report. Am J Psychiatry. 2006 Nov;163(11):1905-17. The QIDS- 
           SR(16) remission rates were 36.8%, 30.6%, 13.7%, and 13.0% for the first, second, third, and fourth acute treatment steps, respectively. The overall cumulative remission rate was 67%. 
Ryan D, Milis L, Misri N. Depression during pregnancy. Can Fam Physician. 2005 Aug;51:1087-93.  
Sackeim HA, Haskett RF, Mulsant BH, et al. Continuation pharmacotherapy in the prevention of relapse following electroconvulsive therapy: a randomized controlled trial. JAMA. 2001 Mar 14;285(10):1299-307.  
Second generation Antidepressants: Drug Class Review Sept 2006 Oregon Health & Science University  http://www.ohsu.edu/drugeffectiveness/reports/documents/SG%20Antidepressants%20Final%20Report%20u3.pdf   
Shirayama T, et al. Usefulness of paroxetine in depressed men with paroxysmal atrial fibrillation. Am J Cardiol. 2006 Jun 15;97(12):1749-51. Epub 2006 Apr 21.  



                                                                                                                                                                                                                                                                                                     
Steiner M, Hirschberg AL, Bergeron R, et al. Luteal phase dosing with paroxetine controlled release (CR) in the treatment of premenstrual dysphoric disorder. Am J Obstet Gynecol. 2005 Aug;193(2):352-60.  
Stearns V, Slack R, Greep N, et al. Paroxetine is an effective treatment for hot flashes: results from a prospective randomized clinical trial. J Clin Oncol. 2005 Oct 1;23(28):6919-30.  
Tack J, et al. A controlled crossover study of the selective serotonin reuptake inhibitor citalopram in irritable bowel syndrome. Gut. 2006 Aug;55(8):1095-103. Epub 2006 Jan 9. (InfoPOEMs: Citalopram in a dose of 20 mg daily for 3 weeks  
            (perhaps increasing to 40 mg at that time) modestly improves symptoms in patients with irritable bowel syndrome (IBS). Paroxetine showed a similar benefit in a previous study, so this is likely a class effect of serotonin specific reuptake inhibitors (SSRIs). (LOE = 1b)) 
Taylor MJ, Freemantle N, Geddes JR, Bhagwagar Z. Early Onset of Selective Serotonin Reuptake Inhibitor Antidepressant Action: Systematic Review and Meta-analysis. Arch Gen Psychiatry. 2006 Nov;63(11):1217-23.  

          Treatment with SSRIs is associated with symptomatic improvement in depression by the end of the first week of use, and the improvement continues at a decreasing rate for at least 6 weeks. (InfoPOEMs: Treatment of unipolar depression in adults with selective serotonin reuptake  
             inhibitors (SSRIs) significantly improves symptoms in as quickly as 1 week. (LOE = 1a-) )  

Tenback DE, et al. Evidence that early extrapyramidal symptoms predict later tardive dyskinesia: a prospective analysis of 10,000 patients in the European Schizophrenia Outpatient Health Outcomes (SOHO) study. Am J  
         Psychiatry. 2006 Aug;163(8):1438-40.  
Tew JD Jr, et al. Impact of Prior Treatment Exposure on Response to Antidepressant Treatment in Late Life. Am J Geriatr Psychiatry. 2006 Nov;14(11):957-965.  
Thase ME, et al. A Double-blind Comparison Between Bupropion XL and Venlafaxine XR: Sexual Functioning, Antidepressant Efficacy, and Tolerability. J Clin Psychopharmacol. 2006 Oct;26(5):482-488. In conclusion, in this  
            patient population (ie, relatively young, sexually active outpatients), bupropion XL was at least as effective as venlafaxine XR and had a significantly more favorable sexual side effect profile. N=348 12 week 
Thase ME, Rush AJ. When at first you don't succeed: sequential strategies for antidepressant nonresponders. J Clin Psychiatry. 1997;58 Suppl 13:23-9.  
Treatment Guidelines from the Medical Letter. Pharmaceutical Drug Overdose. Sept 2006. (TCAs: sodium bicarbonate treatment) 
Trivedi MH, Rush AJ, Wisniewski SR, et al. Evaluation of Outcomes With Citalopram for Depression Using Measurement-Based Care in STAR*D: Implications for Clinical Practice. Am J Psychiatry. 2006 Jan;163(1):28-40. The  
              mean exit citalopram dose was 41.8 mg/day. Remission rates were 28% (HAM-D) and 33% (QIDS-SR). The response rate was 47% (QIDS-SR) n=2,876. 
Trivedi MH, et al. STAR*D Study Team. Medication augmentation after the failure of SSRIs for depression. n=565 N Engl J Med. 2006 Mar 23;354(12):1243-52. CONCLUSIONS: Augmentation of citalopram (40-60mg/d) with either  
             sustained-release bupropion (~267mg/d) or buspirone (~41mg/d) appears to be useful in actual clinical settings. Augmentation with sustained-release bupropion does have certain advantages, including a greater reduction in the number and severity of symptoms  
          and fewer side effects and adverse events. (InfoPOEMs: Buspirone and bupropion SR added to citalopram (Celexa) are similarly effective for patients with depression who do not initially respond to citalopram alone. Bupropion SR is somewhat better tolerated. The study was  
             limited by the lack of a placebo control group. (LOE = 1b) )  
Vahedi H, Merat S, et al. The effect of fluoxetine in patients with pain and constipation-predominant irritable bowel syndrome: a double-blind randomized-controlled study. Aliment Pharmacol Ther. 2005 Sep 1;22(5):381-5.  
Vignatelli L, D'Alessandro R, Candelise L. Antidepressant drugs for narcolepsy. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD003724.  
Wagena EJ, Knipschild PG, Huibers MJ, et al. Efficacy of bupropion & nortriptyline for smoking cessation among people at risk for or with chronic obstructive pulmonary disease. Arch Intern Med. 2005 Oct 24;165(19):2286-92.  
            CONCLUSIONS: Bupropion SR treatment is an efficacious aid to smoking cessation in patients with COPD. Nortriptyline treatment seems to be a useful alternative. 
Wagner KD, Jonas J, Findling RL, Ventura D, et al. A double-blind, randomized, placebo-controlled trial of escitalopram in the treatment of pediatric depression. J Am Acad Child Adolesc Psychiatry. 2006 Mar;45(3):280-8.  
Walsh BT, et al. Fluoxetine after weight restoration in anorexia nervosa: a randomized controlled trial. JAMA. 2006 Jun 14;295(22):2605-12. This study failed to demonstrate any benefit from fluoxetine in the treatment of patients with anorexia  
             nervosa following weight restoration. 
Weissman MM, et al; STAR*D-Child Team. Remissions in maternal depression and child psychopathology: a STAR*D-child report. JAMA. 2006 Mar 22;295(12):1389-98.  
Weissman MM, Wickramaratne P, Nomura Y, Warner V, Pilowsky D, Verdeli H.  Offspring of depressed parents: 20 years later. Am J Psychiatry. 2006 Jun;163(6):1001-8.  
Wernicke JF, et al. A randomized controlled trial of duloxetine in diabetic peripheral neuropathic pain. Neurology. 2006 Oct 24;67(8):1411-20.  
Whooley MA. Depression and cardiovascular disease: healing the broken-hearted. JAMA. 2006 Jun 28;295(24):2874-81.  
Wijkstra J, Lijmer J, Balk F, Geddes J, Nolen W, Wijkstra J. Pharmacological treatment for psychotic depression. Cochrane Database Syst Rev. 2005 Oct 19;(4):CD004044.  
Xiong GL, et al. Prognosis of patients taking selective serotonin reuptake inhibitors before coronary artery bypass grafting. Am J Cardiol. 2006 Jul 1;98(1):42-7. Epub 2006 May 5.  
Zarate CA Jr, et al.  A randomized trial of an N-methyl-D-aspartate antagonist (ketamine) in treatment-resistant major depression. Arch Gen Psychiatry. 2006 Aug;63(8):856-64. 
Zelefsky JR, Fine HF, Rubinstein VJ, Hsu IS, Finger PT.  Escitalopram-induced uveal effusions and bilateral angle closure glaucoma. Am J Ophthalmol. 2006 Jun;141(6):1144-7.  
 
 
 
 



 
ANTIDEPRESSANT (AD) DRUG INTERACTIONS                       
 
Ref: 1.Hansten & Horn-Drug Interactions‘06. 2.AHFS’06. 3.Bezchlibnyk-Butler K. Serotonergic antidepressants:Drug response & drug interactions. Pharmacy Practice, Aug/98. 4.CPS 2005. 5.Micromedex 2005. 6. Guidelines for Depressive Disorders. Cnd J Psyc Jun/01 
        7. Patsalos PN, Perucca E. Clinically important drug interactions in epilepsy: interactions between antiepileptic drugs and other drugs. Lancet Neurol. 2003 Aug;2(8):473-81.   CV=cardiovascular  HTN=hypertension 
        8.  Palylyk-Colwell E. CYP450 genotyping for determining drug metabolizer status. Issues Emerg Health Technol. 2006 Mar;(81):1-4. (Roche AmpliChip does 2D6 & 2C19) 

 



  

ANTIPSYCHOTIC COMPARISON CHART                                                            
Additional References 
Alexopoulos GS, Streim J, et al.; Expert Consensus Panel for Using Antipsychotic Drugs in Older Patients. Using antipsychotic agents in older patients. J Clin Psychiatry. 2004;65 Suppl 2:5-99; discussion 100-102; quiz 103-4.  
Anil Yagcioglu AE, et al. A double-blind controlled study of adjunctive treatment with risperidone in schizophrenic patients partially responsive to clozapine: efficacy and safety. J Clin Psychiatry. 2005 Jan;66(1):63-72.  
Aripiprazole (Abilify) for schizophrenia. Med Lett Drugs Ther. 2003 Feb 17;45(1150):15-6.  
Ballard C, Waite J. The effectiveness of atypical antipsychotics for the treatment of aggression and psychosis in Alzheimer's disease. Cochrane Database Syst Rev. 2006 Jan 25;(1):CD003476.  
Baptista T, et al. Metformin for prevention of weight gain and insulin resistance with olanzapine: a double-blind placebo-controlled trial. Can J Psychiatry. 2006 Mar;51(3):192-6.  
Briesacher BA, Limcangco MR, Simoni-Wastila L, Doshi JA, Levens SR, Shea DG, Stuart B. The quality of antipsychotic drug prescribing in nursing homes. Arch Intern Med. 2005 Jun 13;165(11):1280-5.  
Brodaty H, Ames D, Snowdon J, et al. Risperidone for psychosis of Alzheimer's disease and mixed dementia: results of a double-blind, placebo-controlled trial. Int J Geriatr Psychiatry. 2005 Dec;20(12):1153-7.  
Chandran GJ, Mikler JR, Keegan DL. Neuroleptic malignant syndrome: case report and discussion. CMAJ. 2003 Sep 2;169(5):439-42.  
Chengappa KN, et al. A random-assignment, double-blind, clinical trial of od vs bid administration of quetiapine in patients with schizophrenia or schizoaffective disorder: a pilot study. Can J Psychiatry. 2003 Apr;48(3):187-94.  
Choice of an antipsychotic. Med Lett Drugs Ther. 2003 Dec 22;45(1172):102-4.  
Chrzanowski WK, et al. Effectiveness of long-term aripiprazole therapy in patients with acutely relapsing or chronic, stable schizophrenia: a 52-week, open-label comparison with olanzapine. Psychopharmacology (Berl). 2006  
                Dec;189(2):259-66. Epub 2006 Oct 21. Aripiprazole showed similar efficacy to olanzapine for long-term treatment of acutely psychotic and chronic, stable schizophrenia patients, with a lower liability for weight gain or increased lipid levels. 
Citrome LL, Jaffe AB. Relationship of atypical antipsychotics with development of diabetes mellitus. Ann Pharmacother. 2003 Dec;37(12):1849-57.  
Consensus Development Conference on Antipsychotic Drugs and Obesity and Diabetes; Diabetes Care.2004; 27: 596-558. 
Correll CU, Leucht S, Kane JM. Lower risk for tardive dyskinesia associated with second-generation antipsychotics: a systematic review of 1-year studies. Am J Psychiatry. 2004 Mar;161(3):414-25. CONCLUSIONS: Results from 11 long- 
                  term studies support the idea that second-generation antipsychotics have a reduced risk for tardive dyskinesia, compared to first-generation antipsychotics, although the doses of haloperidol used in the comparator studies were relatively high. More carefully designed studies, ideally  
                  lasting beyond 1 year and comparing the effects of different second-generation antipsychotics in patients who have never taken first-generation antipsychotics, are needed to estimate the true risk. It would not appear premature for clinicians to consider these findings in making  
                  long-term treatment decisions.  
Csernansky JG, Mahmoud R, Brenner R; Risperidone-USA-79 Study Group. A comparison of risperidone and haloperidol for the prevention of relapse in patients with schizophrenia. N Engl J Med. 2002 Jan 3;346(1):16-22. 
Daniel DG. Antipsychotic treatment of psychosis and agitation in the elderly. J Clin Psychiatry 2000; 61(suppl 14):49-52.  
Davis JM, Chen N, Glick ID. A meta-analysis of the efficacy of second-generation antipsychotics. Arch Gen Psychiatry. 2003 Jun;60(6):553-64.  
Deberdt WG, Dysken MW, Rappaport SA, Feldman PD, et al.. Comparison of olanzapine and risperidone in the treatment of psychosis and associated behavioral disturbances in patients with dementia. Am J Geriatr Psychiatry. 2005 Aug;13(8):722-30.  
              CONCLUSIONS: Patients' neuropsychiatric functioning improved with olanzapine, risperidone, and placebo treatment. There was a substantial response in the placebo group, and no significant differences emerged among treatments. 
De Deyn PP, Rabheru K, Rasmussen A, et al. A randomized trial of risperidone, placebo, and haloperidol for behavioral symptoms of dementia. Neurology 1999;53:946-55.  
Dewey RB Jr, O'Suilleabhain PE. Treatment of drug-induced psychosis with quetiapine and clozapine in Parkinson's disease. Neurology 2000;55:1753-4.  
Doody RS, Stevens JC, ET AL. Practice parameter: management of dementia (an evidence-based review). Report of the Quality Standards Subcommittee of the American Academy of Neurology. Neurology 2001;56:1154-66.  
Dossenbach M, Arango-Davila C, Silva Ibarra H, et al. Response and Relapse in Patients With Schizophrenia Treated With Olanzapine, Risperidone, Quetiapine, or Haloperidol: 12-Month Follow-Up of the Intercontinental  
           Schizophrenia Outpatient Health Outcomes (IC-SOHO) Study. J Clin Psychiatry. 2005 Aug;66(8):1021-1030.  
Dossenbach M, et al. Effects of atypical and typical antipsychotic treatments on sexual function in patients with schizophrenia: 12-month results from the Intercontinental Schizophrenia Outpatient Health Outcomes (IC-SOHO)  
           study. Eur Psychiatry. 2006 Mar 9; [Epub ahead of print]  
Duggan L, Fenton M, Dardennes RM, El-Dosoky A, Indran S. Olanzapine for schizophrenia. Cochrane Database Syst Rev. 2003;(1):CD001359.  
El-Sayeh HG, Morganti C.  Aripiprazole for schizophrenia. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD004578. 
El-Sayeh HG, et al. Aripiprazole for schizophrenia. Systematic review. Br J Psychiatry. 2006 Aug;189:102-8.  
Freedman, R. Schizophrenia. N Engl J Med 2003 349: 1738-1749.  
Fernandez HH, Friedman JH, Jacques C, Rosenfeld M. Quetiapine for the treatment of drug-induced psychosis in Parkinson's disease. Mov Disord 1999; 14:484-7.  
Fernandez HH, Trieschmann ME, Burke MA, Jacques C, Friedman JH. Long-term outcome of quetiapine use for psychosis among parkinsonian patients. Mov Disord. 2003 May;18(5):510-4. 
Fernandez H, Trieschmann M, Friedman J. Treatment of psychosis in Parkinson's disease : safety considerations. Drug Saf. 2003;26(9):643-59.  
Flood C, et al. Joint crisis plans for people with psychosis: economic evaluation of a randomised controlled trial. BMJ. 2006 Oct 7;333(7571):729. Epub 2006 Aug 16.  
Friedman JH. Atypical Antipsychotics in the Treatment of Drug Induced Psychosis in Parkinson's Disease. Movement Disorders 2000;15(2):201-211.  
Gao K, Muzina D, Gajwani P, Calabrese JR. Efficacy of typical and atypical antipsychotics for primary and comorbid anxiety symptoms or disorders: a review. J Clin Psychiatry. 2006 Sep;67(9):1327-40. Except for trifluoperazine, there is  
              no large, well-designed study of antipsychotics in the treatment of primary or comorbid anxiety symptoms or disorders. The efficacy of these agents in various anxiety conditions needs to be further investigated with large, well-designed comparison studies. 
Gardner DM, Baldessarini RJ, Waraich P. Modern antipsychotic drugs: a critical overview. CMAJ. 2005 Jun 21;172(13):1703-11.  
Geddes J, Freemantle N, Harrison P, Bebbington P. Atypical antipsychotics in the treatment of schizophrenia: systematic overview and meta-regression analysis. BMJ. 2000 Dec 2;321(7273):1371-6. 
Gentile S.  Long-term treatment with atypical antipsychotics and the risk of weight gain : a literature analysis. Drug Saf. 2006;29(4):303-19. 
Gharabawi GM, et al.An assessment of emergent tardive dyskinesia and existing dyskinesia in patients receiving long-acting, injectable risperidone: results from a long-term study. Schizophr Res. 2005 Sep 15;77(2-3):129-39.  
           Five of 530 subjects without dyskinesia at baseline (0.94%) over 50week open label trial met the predefined criteria for emergent persistent TD during therapy.  
Gill Sudeep S, Rochon Paula A, Herrmann Nathan, et al. Atypical antipsychotic drugs & risk of ischaemic stroke: population based retrospective cohort study BMJ, doi:10.1136/bmj.38330.470486.8F (published 24 January 2005) 
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. 2006 Mar;163(3):494-9.  
Goetz CG, Blasucci LM, Leurgans S, Pappert EJ. Olanzapine and clozapine: comparative effects on motor function in hallucinating PD patients. Neurology 2000;55:789-94.  
Graham KA, Gu H, Lieberman JA, et al. Double-blind, placebo-controlled investigation of amantadine for weight loss in subjects who gained weight with olanzapine. Am J Psychiatry. 2005 Sep;162(9):1744-6. n=21  
Gray R, et al. Adherence therapy for people with schizophrenia: European multicentre randomised controlled trial. Br J Psychiatry. 2006 Dec;189:508-514. This effectiveness trial provides evidence for the lack of effect of adherence therapy in people with  
              schizophrenia with recent clinical instability, treated in ordinary clinical settings. 
Green MF, Marder SR, Glynn SM, McGurk SR, Wirshing WC, Wirshing DA, et al. The neurocognitive effects of low-dose haloperidol: a two-year comparison with risperidone. Biol Psychiatry. 2002 Jun 15;51(12):972-8.  
Guo JJ, et al. Risk of diabetes mellitus associated with atypical antipsychotic use among patients with bipolar disorder: A retrospective, population-based, case-control study. J Clin Psychiatry. 2006 Jul;67(7):1055-61. Compared to  
              patients receiving conventional antipsychotics, the risk of diabetes was greatest among patients taking clozapine (hazard ratio [HR] = 7.0, 95% confidence interval [CI] = 1.7 to 28.9), risperidone (HR = 3.4, 95% CI = 2.8 to 4.2), olanzapine (HR = 3.2, 95% CI = 2.7 to 3.8), and quetiapine (HR = 1.8,  
              95% CI =1.4 to 2.4), with controlling covariates of age; sex; duration of follow-up; use of lithium, anticonvulsants, antidepressants, or concomitant drugs; and psychiatric and medical comorbidities. 
Gurvich T, Cunningham JA. Appropriate use of psychotropic drugs in nursing homes. Am Fam Physician 2000;61:1437-46.  
Haddad P. Weight change with atypical antipsychotics in the treatment of schizophrenia. J Psychopharmacol. 2005 Nov;19(6 Suppl):16-27.  
Haslemo T, et al. The effect of variable cigarette consumption on the interaction with clozapine and olanzapine. Eur J Clin Pharmacol. 2006 Nov 7; [Epub ahead of print] A daily consumption of 7-12 cigarettes is probably sufficient for maximum  



               induction of clozapine and olanzapine metabolism. A 50% lower starting dose of both drugs in non-smokers seems rational to avoid side effects. 
Henderson DC, Copeland PM, Daley TB, et al. A double-blind, placebo-controlled trial of sibutramine for olanzapine-associated weight gain. Am J Psychiatry. 2005 May;162(5):954-62.  (n=37  112weeks) 
Hennen J, Baldessarini RJ.  Suicidal risk during treatment with clozapine: a meta-analysis. Schizophr Res. 2005 Mar 1;73(2-3):139-45.  
Honer WG, et al. Clozapine and Risperidone Enhancement (CARE) Study Group. Clozapine alone versus clozapine and risperidone with refractory schizophrenia. N Engl J Med. 2006 Feb 2;354(5):472-82.  
           CONCLUSIONS: In this short-term study, the addition of risperidone to clozapine did not improve symptoms in patients with severe schizophrenia. 
Honkaniemi J, et al. Haloperidol in the acute treatment of migraine: a randomized, double-blind, placebo-controlled study. Headache. 2006 May;46(5):781-7.  
Hosalli P, Davis JM. Depot risperidone for schizophrenia. Cochrane Database Syst Rev. 2003;(4):CD004161. 
Hugenholtz GW, et al. Haloperidol Dose When Used as Active Comparator in Randomized Controlled Trials With Atypical Antipsychotics in Schizophrenia: Comparison With Officially Recommended Doses. J Clin Psychiatry.  
            2006 Jun;67(6):897-903. Compared with recommended doses for severely ill patients in both the United Kingdom and United States (range, 6-15 mg daily), in 17 studies (35%) the mean actual used dose was above the upper dose border for severely ill patients (15 mg daily). 
Jayaram MB, Hosalli P, Stroup S. Risperidone versus olanzapine for schizophrenia. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD005237. 
Jeste DV, Rockwell E, Harris MJ, Lohr JB, Lacro J. Conventional vs. newer antipsychotics in elderly patients. Am J Geriatr Psychiatry 1999;7:70-6.  
Jones PB, et al. Randomized controlled trial of the effect on Quality of Life of second- vs first-generation antipsychotic drugs in schizophrenia: Cost Utility of the Latest Antipsychotic Drugs in Schizophrenia Study (CUtLASS 1).  
             Arch Gen Psychiatry. 2006 Oct;63(10):1079-87. In people with schizophrenia whose medication is changed for clinical reasons, there is no disadvantage across 1 year in terms of quality of life, symptoms, or associated costs of care in using FGAs rather than nonclozapine SGAs.  
                Neither inadequate power nor patterns of drug discontinuation accounted for the result. 
Josiassen RC, et al. Clozapine augmented with risperidone in the treatment of schizophrenia: a randomized, double-blind, placebo-controlled trial. Am J Psychiatry. 2005 Jan;162(1):130-6.  
Joy CB, Mumby-Croft R, Joy LA.  Polyunsaturated fatty acid supplementation for schizophrenia. Cochrane Database Syst Rev. 2006 Jul 19;3:CD001257. 
Juncos JL. Management of psychotic aspects of Parkinson’s Disease. J Clin Psychiatry  1999;60 (suppl 8); 42-53. 
Kalisvaart KJ, de Jonghe JF, Bogaards MJ, et al. Haloperidol prophylaxis for elderly hip-surgery patients at risk for delirium: a randomized placebo-controlled study. J Am Geriatr Soc. 2005 Oct;53(10):1658-66. (InfoPOEMs:  
             Low-dose haloperidol was no more effective than placebo in preventing delirium in elderly patients undergoing hip surgery. However, when delirium occurred, it was milder and shorter in patients receiving haloperidol. Furthermore, haloperidol shortened the hospital length of stay  
              among patients who became delirious. (LOE = 1b-)) 
Katz IR, Jeste DV, et al.. Comparison of risperidone & placebo for psychosis & behavioral disturbances associated with dementia: a randomized, double-blind trial. Risperidone Study Group. J Clin Psychiatry 1999;60:107-15.  
Keefe RS, Seidman LJ, Christensen BK, et al. Comparative effect of atypical and conventional antipsychotic drugs on neurocognition in first-episode psychosis: a randomized, double-blind trial of olanzapine versus low doses of  
           haloperidol. Am J Psychiatry. 2004 Jun;161(6):985-95.  
Kelly DL, Conley RR. A randomized double-blind 12-week study of quetiapine, risperidone or fluphenazine on sexual functioning in people with schizophrenia. Psychoneuroendocrinology. 2005 Sep 27; [Epub ahead of print]  
Kindermann SS, Dolder CR, Bailey A, Katz IR, Jeste DV. Pharmacological treatment of psychosis and agitation in elderly patients with dementia: four decades of experience. Drugs Aging. 2002;19(4):257-76. 
Kinon BJ, et al. Randomized, Double-blind 6-Month Comparison of Olanzapine and Quetiapine in Patients With Schizophrenia or Schizoaffective Disorder With Prominent Negative Symptoms and Poor Functioning. J Clin  
             Psychopharmacol. 2006 Oct;26(5):453-461.  
Kinon BJ, Ahl J, Stauffer VL, Hill AL, Buckley PF. Dose response and atypical antipsychotics in schizophrenia. CNS Drugs. 2004;18(9):597-616.  
Kisely S, Smith M, Lawrence D, Maaten S. Mortality in individuals who have had psychiatric treatment: Population-based study in Nova Scotia. Br J Psychiatry. 2005 Dec;187:552-558.  
Kontaxakis VP, et al. Risperidone augmentation of clozapine : A critical review. Eur Arch Psychiatry Clin Neurosci. 2006 Aug 8; [Epub ahead of print]  
Krakowski MI, et al. Atypical antipsychotic agents in the treatment of violent patients with schizophrenia and schizoaffective disorder. Arch Gen Psychiatry. 2006 Jun;63(6):622-9. Clozapine shows greater efficacy than olanzapine and olanzapine greater  
                  efficacy than haloperidol in reducing aggressive behavior. This antiaggressive effect appears to be separate from the antipsychotic and sedative action of these medications. 
Lambert BL, et al. Diabetes risk associated with use of olanzapine, quetiapine, and risperidone in veterans health administration patients with schizophrenia. Am J Epidemiol. 2006 Oct 1;164(7):672-81. Epub 2006 Aug 30. With  
                patients initiating haloperidol use designated the reference group, diabetes risk was increased equally with new use of olanzapine (hazard ratio (HR) = 1.64, 95% confidence interval (CI): 1.22, 2.19), risperidone (HR = 1.60, 95% CI: 1.19, 2.14), or quetiapine (HR = 1.67, 95% CI: 1.01, 2.76). 
Lamberti JS, Olson D, Crilly JF, Olivares T, Williams GC, Tu X, Tang W, Wiener K, Dvorin S, Dietz MB.  Prevalence of the metabolic syndrome among patients receiving clozapine. Am J Psychiatry. 2006 Jul;163(7):1273-6.  
Lee PE, Sykora K, Gill SS, Mamdani M et al. Antipsychotic medications & drug-induced movement disorders other than parkinsonism: a population-based cohort study in older adults. J Am Geriatr Soc. 2005 Aug;53(8):1374-9.  
Leopold NA. Risperidone Treatment of Drug Related Psychosis in Patients with Parkinsomism. Movement Disorders 2000;15(1):301-304. 
Leslie DL, Rosenheck RA. Incidence of newly diagnosed diabetes attributable to atypical antipsychotic medications. Am J Psychiatry. 2004 Sep;161(9):1709-11.  
Leucht S, Wahlbeck K, Hamann J, Kissling W. New generation antipsychotics versus low-potency conventional antipsychotics: a systematic review and meta-analysis. Lancet. 2003 May 10;361(9369):1581-9.  
Lieberman JA, Stroup TS, McEvoy JP, et al.; Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE) Investigators. Effectiveness of antipsychotic drugs in patients with chronic schizophrenia. N Engl J Med. 2005  
            Sep 22;353(12):1209-23. Epub 2005 Sep 19. & see also Pharmacist Letter Nov/05. CONCLUSIONS: The majority of patients in each group discontinued their assigned treatment owing to inefficacy or intolerable side effects or for other reasons. Olanzapine was the most effective in terms  
                 of the rates of discontinuation, and the efficacy of the conventional antipsychotic agent perphenazine appeared similar to that of quetiapine, risperidone, and ziprasidone. Olanzapine was associated with greater weight gain and increases in measures of glucose and lipid metabolism. (n=1493 over 18  
                 months; average age 40yrs; not studied was aripiprazole & clozapine) (InfoPOEMs: There are few differences among newer antipsychotics & few differences between newer agents and perphenazine, an older agent. Olanzapine seems to offer somewhat greater effectiveness, but is less well tolerated & can produce adverse  
                 changes to physiologic end points. All the newer antipsychotics are also much more expensive, which is a concern for this vulnerable group of patients. Based on its similar efficacy and better-than-expected tolerability, perphenazine at a dose of up to 20 mg per day should remain a treatment option for psychosis. (LOE = 1b))  
Liperoti R, Pedone C, Lapane KL, et al. Venous Thromboembolism Among Elderly Patients Treated With Atypical and Conventional Antipsychotic Agents. Arch Intern Med. 2005 Dec 12;165(22):2677-2682.  
Luft B, Taylor D. A review of atypical antipsychotic drugs versus conventional medication in schizophrenia. Expert Opin Pharmacother. 2006 Sep;7(13):1739-48.  
Luna B, Feinglos MN. Drug-induced hyperglycemia. JAMA 2001;286:1945-8.  
Margolese HC, Chouinard G, Kolivakis TT, et al. Tardive dyskinesia in the era of typical and atypical antipsychotics. Part 1: pathophysiology and mechanisms of induction. Can J Psychiatry. 2005 Aug;50(9):541-7.  &  
            Margolese HC, et al. Tardive dyskinesia in the era of typical and atypical antipsychotics. Part 2: Incidence and management strategies in patients with schizophrenia. Can J Psychiatry. 2005 Oct;50(11):703-14. (Bergman J,  
               Dwolatzky T, Brettholz I, Lerner V. Beneficial effect of donepezil in the treatment of elderly patients with tardive movement disorders. J Clin Psychiatry. 2005 Jan;66(1):107-10.) 
McCue RE, et al. Comparative effectiveness of second-generation antipsychotics and haloperidol in acute schizophrenia. Br J Psychiatry. 2006 Nov;189:433-40. Haloperidol, olanzapine and risperidone are superior to aripiprazole, quetiapine and  
                ziprasidone for the acute treatment of psychosis in hospitalised patients with schizophrenia, schizoaffective disorder or schizophreniform disorder. 
McEvoy JP, Lieberman JA, Stroup TS, Davis SM, Meltzer HY, Rosenheck RA, Swartz MS, Perkins DO, Keefe RS, Davis CE, (Catie trial).  Effectiveness of clozapine versus olanzapine, quetiapine, and risperidone in 
            patients with chronic schizophrenia who did not respond to prior atypical antipsychotic treatment. Am J Psychiatry. 2006 Apr;163(4):600-10. For these patients with schizophrenia who prospectively failed to improve with an atypical antipsychotic, clozapine  
                 was more effective than switching to another newer atypical antipsychotic. Safety monitoring is necessary to detect and manage clozapine's serious side effects. 
McGlashan TH, et al. Randomized, double-blind trial of olanzapine versus placebo in patients prodromally symptomatic for psychosis. Am J Psychiatry. 2006 May;163(5):790-9. 
McKenna K, Koren G, Tetelbaum M, et al. Pregnancy Outcome of Women Using Atypical Antipsychotic Drugs (n=151): A Prospective Comparative Study. J Clin Psychiatry. 2005 Apr;66(4):444-449.  
Medical Letter “Treatment Guidelines- Drugs for Psychiatric Disorders Vol 4 (Issue 46) June 2006. 
Meltzer HY, Alphs L, Green AI, et al.; International Suicide Prevention Trial Study Group. Clozapine treatment for suicidality in schizophrenia: International Suicide Prevention Trial  
            (InterSePT). Arch Gen Psychiatry. 2003 Jan;60(1):82-91. Erratum in: Arch Gen Psychiatry.2003 Jul;60(7):735.  
Motsinger CD, Perron GA, Lacy TJ. Use of atypical antipsychotic drugs in patients with dementia. Am Fam Physician. 2003 Jun 1;67(11):2335-40.   
Nakagawa S, et al. Antipsychotics and risk of first-time hospitalization for myocardial infarction: a population-based case-control study. J Intern Med. 2006 Nov;260(5):451-8.  



Nisbet AC.  Intramuscular gluteal injections in the increasingly obese population: retrospective study. BMJ. 2006 Mar 18;332(7542):637-8. Epub 2006 Mar 8.  
Patton SW, Misri S, Corral MR, Perry KF, Kuan AJ. Antipsychotic medication during pregnancy and lactation in women with schizophrenia: evaluating the risk. Can J Psychiatry. 2002 Dec;47(10):959-65. 
Pharmacist’s Letter: Drug Treatment for Behavioral Symptoms Associated with Autism. Dec/06. 
Premkumar TS, Pick J. Lamotrigine for schizophrenia. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD005962.  
Rapaport MH, et al. Effects of Risperidone Augmentation in Patients with Treatment-Resistant Depression: Results of Open-Label Treatment Followed by Double-Blind Continuation. Neuropsychopharmacology. 2006 Jun 7  
Riedel M, et al. Quetiapine has equivalent efficacy & superior tolerability to risperidone in schizophrenia with predominantly negative symptoms. Eur Arch Psychiatry Clin Neurosci. 2005 Dec;255(6):432-7. Epub 2005 Nov 4.  
Rochon PA, Stukel TA, Sykora K, Gill S, Garfinkel S, et al. Atypical antipsychotics and parkinsonism. Arch Intern Med. 2005 Sep 12;165(16):1882-8. CONCLUSIONS: The risk of development of parkinsonism associated with the use of high-dose atypical  
                    antipsychotics was similar to that associated with the use of typical antipsychotics. Caution should be used when prescribing atypical antipsychotic therapy at high doses. 
Rosenheck, Robert; Perlick, Deborah et al. Effectiveness and Cost of Olanzapine and Haloperidol in the Treatment of Schizophrenia: A Randomized Controlled Trial. JAMA. 2003;290:2693-2702. 
Rubio G, et al. Long-acting injectable risperidone compared with zuclopenthixol in the treatment of schizophrenia with substance abuse comorbidity. Can J Psychiatry. 2006 Jul;51(8):531-9.  
Schneider LS, Tariot PN, Dagerman KS, et al. CATIE-AD Study Group. Effectiveness of atypical antipsychotic drugs in patients with Alzheimer's disease. N Engl J Med. 2006 Oct 12;355(15):1525-38. (n=421 36weeks risperidone 1mg/d,  
    olanzapine 5.5mg/d, & quetiapine 56.5mg/d) Adverse effects offset advantages in the efficacy of atypical antipsychotic drugs for the treatment of psychosis, aggression, or agitation in patients with Alzheimer's disease. There were no significant differences among  
     treatments with regard to the time to the discontinuation of treatment for any reason: olanzapine (median, 8.1 weeks), quetiapine (median, 5.3 weeks), risperidone (median, 7.4 weeks), and placebo (median, 8.0 weeks) (P=0.52). The median time to the discontinuation of treatment due to a lack of efficacy  
     favored olanzapine (22.1 weeks) and risperidone (26.7 weeks) as compared with quetiapine (9.1 weeks) and placebo (9.0 weeks) (P=0.002). The time to the discontinuation of treatment due to adverse events or intolerability favored placebo. Overall, 24% of patients who received olanzapine, 16% of  
    patients who received quetiapine, 18% of patients who received risperidone, &  5% of patients who received placebo discontinued their assigned treatment owing to intolerability (P=0.009). No significant differences were noted among the groups with regard to improvement on the CGIC scale. Improvement  
    was observed in 32% of patients assigned to olanzapine, 26% of patients assigned to quetiapine, 29% of patients assigned to risperidone, and 21% of patients assigned to placebo (P=0.22). (InfoPOEMs: Atypical antipsychotics are minimally, if at all, effective for patients with Alzheimer's disease (AD), and they  
    have significant adverse effects. They should not be routinely used for the treatment of psychosis, agitation, or aggression in these patients. (LOE = 1b))  
Schooler N, Rabinowitz J, et al. Risperidone and haloperidol in first-episode psychosis: a long-term randomized trial. Am J Psychiatry. 2005 May;162(5):947-53.  
Second generation antipsychotics- Aripiprazole revisited. The Medical Letter Oct 10,2005. 
Sernyak MJ, Leslie DL, Alarcon RD, Losonczy MF, Rosenheck R. Association of diabetes mellitus with use of atypical neuroleptics in the treatment of schizophrenia. Am J Psychiatry. 2002 Apr;159(4):561-6.  
Shaw P, et al. Childhood-onset schizophrenia: a double-blind, randomized clozapine-olanzapine comparison. Arch Gen Psychiatry. 2006 Jul;63(7):721-30.  
Stahl SM. Essential psychopharmacology: neuroscientific basis and practical application. 2d ed. New York, N.Y.: Cambridge University Press, 2000.  
Straus SM, Bleumink GS, Dieleman JP, et al. Antipsychotics and the risk of sudden cardiac death. Arch Intern Med. 2004 Jun 28;164(12):1293-7. Erratum in: Arch Intern Med. 2004 Sep 27;164(17):1839.  
St Clair D, Xu M, Wang P, Yu Y, Fang Y, Zhang F, Zheng X, Gu N, Feng G, Sham P, He L. Rates of adult schizophrenia following prenatal exposure to the Chinese famine of 1959-1961. JAMA. 2005 Aug 3;294(5):557-62.  
Street J, Mitan S, Tamura R, et al. Olanzapine in the treatment of psychosis and behavioral disturbances associated with Alzheimer's disease. Eur J Neurology 1998;5:S39.  
Stroup TS, Lieberman JA, McEvoy JP, et al.  Effectiveness of olanzapine, quetiapine, risperidone, and ziprasidone in patients with chronic schizophrenia following discontinuation of a previous atypical antipsychotic (from the  
              Catie trial). Am J Psychiatry. 2006 Apr;163(4):611-22.  
Swanson JW, et al. Facilitated psychiatric advance directives: a randomized trial of an intervention to foster advance treatment planning among persons with severe mental illness. Am J Psychiatry. 2006 Nov;163(11):1943-51. 
Szarfman A, et al. Atypical antipsychotics and pituitary tumors: a pharmacovigilance study. Pharmacotherapy. 2006 Jun;26(6):748-58.  
Targum SD, Abbott JL. Efficacy of quetiapine in Parkinson’s patients with psychosis. J Clin Psychopharmacol 2000; 20(1): 54-60. 
Tariot PN, Ryan JM, Porsteinsson AP, Loy R, Schneider LS. Pharmacologic therapy for behavioral symptoms of Alzheimer's disease. Clin Geriatr Med 2001;17:359-76.  
Tariot PN, Salzman C, Yeung PP, Pultz J, Rak IW. Long-term use of quetiapine in elderly patients with psychotic disorders. Clin Ther 2000;22:1068-84.  
The French Clozapine Parkinson Study Group. Clozapine in drug-induced psychosis in Parkinson's disease.  The Lancet 1999;353:2041-2042. 
The Parkinson Study Group. Low dose clozapine for the treatment of drug-induced psychosis in Parkinson’s disease. NEJM 1999;340(10):757-63. 
Tiihonen J, Halonen P, Wahlbeck K, et a. Topiramate Add-On in Treatment-Resistant Schizophrenia: A Randomized, Double-Blind, Placebo-Controlled, Crossover Trial. J Clin Psychiatry. 2005 Aug;66(8):1012-1015.  
Tiihonen J, et al. Effectiveness of antipsychotic treatments in a nationwide cohort of patients in community care after first hospitalisation due to schizophrenia and schizoaffective disorder: observational follow-up study. 
                BMJ. 2006 Jul 6; [Epub ahead of print] The effectiveness of first and second generation antipsychotics varies greatly in the community. Patients treated with perphenazine depot, clozapine, or olanzapine have a substantially lower risk of rehospitalisation or discontinuation (for any reason) of their initial  
                      treatment than do patients treated with haloperidol. Excess mortality is seen mostly in patients not using antipsychotic drugs. 
Turkington D, et al. Outcomes of an effectiveness trial of cognitive-behavioural intervention by mental health nurses in schizophrenia. Br J Psychiatry. 2006 Jul;189:36-40.  
Treatment Guidelines: Drugs for Psychiatric Disorders. The Medical Letter: July, 2003; p. 69-76. (Medical Letter “Treatment Guidelines- Drugs for Psychiatric Disorders Vol 4 (Issue 46) June 2006.) 
Ward RK, Zamorski MA. Benefits and risks of psychiatric medications during pregnancy. Am Fam Physician. 2002 Aug 15;66(4):629-36. 
Weiner WJ. Quetiapine for L-dopa induced psychosis in PD. Neurology 2000;54: 1538. 
Wolters EC. Dopamimetic psychosis in Parkinson’s disease patients-diagnosis and treatment. Neurology 1999: 52 (Suppl 3): S10-13. 
Wooltorton E. Risperidone (Risperdal): increased rate of cerebrovascular events in dementia trials. CMAJ. 2002 Nov 26;167(11):1269-70.  
Woods SW. Chlorpromazine equivalent doses for the newer atypical antipsychotics. J Clin Psychiatry. 2003 Jun;64(6):663-7.  
Yatham LN et al. Canadian Network for Mood and Anxiety Treatments (CANMAT) guidelines for the management of patients with bipolar disorder: update 2006. Bipolar Disorders 2006:8: 1-19 
Zhong KX, et al. Comparison of quetiapine and risperidone in the treatment of schizophrenia: A randomized, double-blind, flexible-dose, 8-week study. J Clin Psychiatry. 2006 Jul;67(7):1093-103.  
 
June 2005 Health Canada & April 2005 FDA Issues Public Health Advisory for Antipsychotic Drugs used for Treatment of Behavioral Disorders in Elderly Patients 
http://www.fda.gov/bbs/topics/ANSWERS/2005/ANS01350.html    http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2005/2005_63_e.html (Singh S, Wooltorton E. Increased mortality among elderly patients with dementia using 
atypical antipsychotics. CMAJ. 2005 Aug 2;173(3):252.) (Medical Letter August 1,2005 -Atypical antipsychotics in the Elderly FDA n=5106 17 RCTs  mortality rate of 4.5% with atypical antipsychotic therapy vs 2.6% with 
placebo, most deaths were due to cardiovascular & infectious causes such as pneumonia.) Schneider LS, Dagerman KS, Insel P. Risk of death with atypical antipsychotic drug treatment for dementia: meta-analysis of randomized 
placebo-controlled trials. JAMA. 2005 Oct 19;294(15):1934-43. (InfoPOEMs: The use of atypical antipsychotic drugs for even short periods (less than 8 to 12 weeks) is associated with a significantly increased risk of death. Antipsychotic drugs should be used only in individual situations 
of an identifiable risk of harm and when alternate therapies have failed. (LOE = 1a) ) {15 trials (9 unpublished) of atypical antipsychotics vs placebo for ~10-12weeks n=5110; 3.5 vs 2.3% death rate}(Wang PS et al. Risk of Death in Elderly Users of 
Conventional vs Atypical Antipsychotic Medications. N Engl J Med 2005;353:2335-41. Conclusion: If confirmed, these results suggest that conventional antipsychotic medications are at least as likely as atypical agents to increase the risk of death among elderly 
persons and that conventional drugs should no be used to replace atypical agents discontinued in response to the FDA warning. (InfoPOEMs: It seems reasonable to conclude that conventional and atypical antipsychotic agents are both associated with an increased risk of death in elderly 
patients. The limitations of this study do not allow us to confidently conclude that older agents are less safe than newer agents, though. (LOE = 2b)) 
 
Clinical Handbook of Psychotropic Drugs 13th Edition, Bezchlibnyk-Butler K, Jeffries J. 2003  Drug Information Handbook 10th edition 2002-2003 
Drugs in Pregnancy & Lactation 7th edition 2005       Geriatric Dosage Handbook 6th Edition    
Handbook of Clinical Drug Data 10th edition 2002     Pharmacotherapy Handbook 2nd edition (Wells,Dipiro et al.) 
Therapeutic Choices 4th edition 2003      Micromedex 2006 



SEDATIVE  COMPARISON CHART 
References: 
Baillargeon L, et al. Discontinuation of benzodiazepines among older insomniac adults treated with cognitive-behavioural therapy combined with gradual tapering: a randomized trial. CMAJ. 2003 Nov 11;169(10):1015-1020.  
          (Benzodiazepines: How they work & how to withdraw "aka The Ashton Manual" protocol http://www.benzo.org.uk/manual/index.htm ) 
Barbera J, Shaprio C. Benefit-risk assessment of zaleplon in the treatment of insomnia. Drug Saf. 2005;28(4):301-18.  
Beck CA, Williams JV, Wang JL, et al. Psychotropic medication use in Canada. Can J Psychiatry. 2005 Sep;50(10):605-13. RESULTS: Overall psychotropic drug utilization was 7.2%. Utilization was higher for women and with increasing age. With any lifetime  
              CIDI-diagnosed disorder assessed in the CCHS 1.2, utilization was 19.3%, whereas without such disorders, it was 4.1%. Selective serotonin reuptake inhibitors (SSRIs) were the most commonly used antidepressants for those with a past-year major depressive episode (17.8%), followed by venlafaxine  
              (7.4%). Among people aged 15 to 19 years, antidepressant use was 1.8% overall and 11.7% among those with past-year depression; SSRIs made up the majority of use. Sedative-hypnotics were used by 3.1% overall, increasing with age to 11.1% over 75 years.  
Buscemi N, et al. Melatonin for treatment of sleep disorders. Evidence Report/Technology Assessment No. 108. AHRQ Publication No. 05-E002-1. Rockville MD: Agency for Healthcare Research and Quality. November 2004.  
Buscemi N, Vandermeer B, Hooton N, et al. Efficacy and safety of exogenous melatonin for secondary sleep disorders and sleep disorders accompanying sleep restriction: meta-analysis. BMJ. 2006 Feb 18;332(7538):385-93.  
          CONCLUSIONS: There is no evidence that melatonin is effective in treating secondary sleep disorders or sleep disorders accompanying sleep restriction, such as jet lag and shiftwork disorder. There is evidence that melatonin is safe with short term use. 
Campos FL, et al. Melatonin improves sleep in asthma: a randomized, double-blind, placebo-controlled study. (Melatonin improves sleep quality in women with asthma, but not in a clinically meaningful way). (LOE = 2b)  
          Am J Respir Crit Care Med 2004; 170:947-51.  
Clinical Handbook of Psychotropic Drugs 13th edition 2003 (Bezchlibnyk-Butler,Jeffries) 
Drug Information Handbook 10th edition 2002-2003     
Drugs in Pregnancy & Lactation 7th edition 2005 
Earley CJ. Clinical practice. Restless legs syndrome. N Engl J Med. 2003 May 22;348(21):2103-9. Review. 
Eddy M, Walbroehl GS. Insomnia. Am Fam Physician 1999;59:1911-1916. 
Ensrud KE, et al. for the Study of Osteoporotic Fractures Research Group. Use of selective serotonin reuptake inhibitors and sleep disturbances in community-dwelling older women. J Am Geriatr Soc. 2006 Oct;54(10):1508-15.  
Eszopiclone (Lunesta) a New Hypnotic.  Med Letter 2005;47:17-19. 
FDA Sedative warning Mar/07 The U.S. Food and Drug Administration (FDA) has requested that all manufacturers of sedative-hypnotic drug products, a class of drugs used to induce and/or maintain sleep, strengthen their product  
             labeling to include stronger language concerning potential risks. These risks include severe allergic reactions and complex sleep-related behaviors, which may include sleep-driving. Sleep driving is defined as driving while not  
             fully awake after ingestion of a sedative-hypnotic product, with no memory of the event.  http://www.fda.gov/bbs/topics/NEWS/2007/NEW01587.html  
Geriatric Dosage Handbook 7th Edition 2002 
Glass J, Lanctot KL, Herrmann N, et al. Sedative hypnotics in older people with insomnia: meta-analysis of risks and benefits. BMJ. 2005 Nov 11; [Epub ahead of print] CONCLUSIONS: Improvements in sleep with sedative use are statistically  
             significant, but the magnitude of effect is small. The increased risk of adverse events is statistically significant and potentially clinically relevant in older people at risk of falls and cognitive impairment. In people over 60, the benefits of these drugs may not justify the increased risk, particularly  
             if the patient has additional risk factors for cognitive or psychomotor adverse events. 
Handbook of Clinical Drug Data 10th edition 2002     
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  
Holbrook AM, Crowther R, Lotter A, Cheng C, King D. Meta-analysis of benzodiazepine use in the treatment of insomnia. CMAJ. 2000 Jan 25;162(2):225-33.  
Holbrook AM.  Treating insomnia. BMJ. 2004 Nov 20;329(7476):1198-9.  
Holbrook AM, Crowther R, Lotter A, Cheng C, King D.  The diagnosis and management of insomnia in clinical practice: a practical evidence-based approach. CMAJ. 2000 Jan 25;162(2):216-20. 
Hypnotic Drugs, Medical Letter Aug7/2000 
Johnson MW, Suess PE, Griffiths RR. Ramelteon: a novel hypnotic lacking abuse liability and sedative adverse effects. Arch Gen Psychiatry. 2006 Oct;63(10):1149-57.  
Kotagal S, Pianosi P.  Sleep disorders in children and adolescents. BMJ. 2006 Apr 8;332(7545):828-32. 
Kupfer DJ, Reynolds CF. Management of insomnia NEJM 1997;336:341-346. 
Micromedex 2006 
Mindell JA, et al. Pharmacologic management of insomnia in children and adolescents: consensus statement. Pediatrics. 2006 Jun;117(6):e1223-32.  
Morin CM, Colecchi C, Stone J, Sood R, Brink D. Behavioral and pharmacological therapies for late-life insomnia: a randomized controlled trial. JAMA. 1999 Mar 17;281(11):991-9.  
Neubauer DN. Sleep problems in the elderly. Am Fam Physician. 1999 May 1;59(9):2551-8, 2559-60. 
NICE April 2004: Guidance on the use of zaleplon, zolpidem and zopiclone for the short-term management of insomnia. http://www.nice.org.uk/pdf/TA077fullguidance.pdf  
Pharmacotherapy Handbook 2nd edition (Wells,Dipiro et al.) 
Ramelteon (Rozerem) for Insomnia. The Medical Letter. Nov 7,2005. p 89-91. (see also Pharmacist’s Letter Nov 2006) 
Schapira AH. Restless legs syndrome: an update on treatment options. Drugs. 2004;64(2):149-58.  
Silber M. Chronic Insomnia.  NEJM 2005;353:803-10. 
Sivertsen B, et al. Cognitive behavioral therapy vs zopiclone for treatment of chronic primary insomnia in older adults: a randomized controlled trial. JAMA. 2006 Jun 28;295(24):2851-8. These results suggest that interventions based  
            on CBT are superior to zopiclone treatment both in short- and long-term management of insomnia in older adults. (InfoPOEMs: Cognitive behavioral therapy (CBT), consisting of one 50-minute session per week for 6 weeks, is significantly more effective than zopiclone (Imovane) in the  
            treatment of chronic insomnia in older adults. It is uncertain whether less intensive counseling offered directly by primary care clinicians is similarly effective. (LOE = 1b) ) 
Song GH, Leng PH, et al. Melatonin improves abdominal pain in irritable bowel syndrome patients who have sleep disturbances:a randomised, double blind, placebo controlled study. Gut. 2005 Oct;54(10):1402-7. Epub 2005 May 24.  
Tamblyn R, Abrahamowicz M, du Berger R, McLeod P, Bartlett G. A 5-year prospective assessment of the risk associated with individual benzodiazepines and doses in new elderly  
          users. J Am Geriatr Soc. 2005 Feb;53(2):233-41. CONCLUSION: The risk of injury varied by benzodiazepine, independent of half-life, as did the risk associated with increasing dosage for individual products. Higher  
           doses of oxazepam, flurazepam, and chlordiazepoxide are associated with the greatest risk of injury in the elderly. 
Thase, ME.  Depression, Sleep, and Antidepressants. J Clin Psychiatry 1998;59(suppl 4):55-65. 
The Search for Sleep, Pharmacy Practice Oct/2000 p45-51.  
Therapeutic Choices 4th edition 2003      
Treatments for Insomnia, Pharmacist's Letter. Sept. 2005. 
Treatment of Insomnia. Treatment Guidelines, Med Lett. 2006 Feb;4(42):5-10. 



Wagner J, Wagner ML, Hening. Beyond Benzodiazepines: Alternative Pharmacologic Agents for the Treatment of Insomnia. Ann Pharmacother 1998;32:680-91. 
Zolpidem (Ambien CR) For Insomnia.  Med Letter Dec 2005;47:97-98. 



 

                                                                                                                                                                                                                                                                                                       
ASTHMA & COPD PHARMACOTHERAPY: Comparison Chart 
1 Fabbri LM, Hurd SS; GOLD Scientific Committee. Global Strategy for the Diagnosis, Management and Prevention of COPD: 2006 update.  http://www.goldcopd.com   
2 American Thoracic Society Guidelines 2004  http://www.thoracic.org/copd   
3 Nice Guidelines 2004 http://www.nice.org.uk/pdf/CG012_niceguideline.pdf  
4 Micromedex 2006; Drugs in Pregnancy and Lactation, 7th ed.  Briggs GE, Freeman RK, Yaffe SJ, editors.  Williams and Wilkins; Baltimore, MD: 2005.; Hansten & Horn-Drug Interactions 2005. 
5 Boulet LP et al. Canadian Asthma Consensus Report 1999. CMAJ 1999; 161 (11 Suppl)    &     Boulet LP, et al.. What is new since the last (1999) Canadian Asthma Consensus Guidelines?  
  Can Respir J. 2001 Mar-Apr;8 Suppl A:5A-27A    &     Lemiere C, Bai T, Balter M, et al. Adult Asthma Consensus Guidelines Update 2003. Can Respir J. 2004 May-Jun;11(Suppl A):9A-18A &    
  Becker A, et al.; Asthma Guidelines Working Group of the Canadian Network For Asthma Care. Summary of recommendations from the Canadian Asthma Consensus guidelines,  
  2003. CMAJ. 2005 Sep 13;173(6 Suppl):S3-11. http://www.pulsus.com/Respir/11_SA/supp_A.pdf   (See also: The Global Initiative for Asthma (GINA) 2006 update http://www.ginasthma.com ) 
6 Anon.  Drugs for Asthma.  The Medical Letter. March 6, 2000: Vol. 42: issue 1073. 
7 Walters EH, Walters J. Inhaled short acting beta2-agonist use in chronic asthma: regular versus as needed treatment (Cochrane Review). Cochrane Database Syst Rev. 2003;(2):CD001285.  
8 Simon RA. Clinical implications of combination therapy on the future of asthma management. Allergy Asthma Proc. 2003 Mar-Apr;24(2):91-3.  
9 Williams SG, Schmidt DK, Redd SC, Storms W; National Asthma Education and Prevention Program. Key clinical activities for quality asthma care. Recommendations of the National Asthma 
Education and Prevention Program. MMWR Recomm Rep. 2003 Mar 28;52(RR-6):1-8.  
10 Treatment Guidelines: Drugs for Asthma. The Medical Letter: Vol 3 (Issue 33) May 2005 (previously October, 2002; (2) pp. 7-12). 
11 Sin DD, Man J, Sharpe H, Gan WQ, Man SF. Pharmacological management to reduce exacerbations in adults with asthma: a systematic review and meta-analysis. JAMA. 2004 Jul 21;292(3):367-76.  
12 Wong CA, Walsh LJ, Smith CJ, et al. Inhaled corticosteroid use and bone-mineral density in patients with asthma. Lancet. 2000 Apr 22;355(9213):1399-403. (Hubbard R, Tattersfield  
    A, Smith C, West J, Smeeth L, Fletcher A.  Use of inhaled corticosteroids and the risk of fracture. Chest. 2006 Oct;130(4):1082-8.) 
13 Health Canada Endorsed Important Safety Information on FLUTICASONE PROPIONATE (FLONASE/ FLOVENT/ ADVAIR) and RITONAVIR (NORVIR/KALETRA) Jan 22, 2004 & Bolland MJ,  
   Bagg W, Thomas MG, et al. Cushing's syndrome due to interaction between inhaled corticosteroids (budesonide) and itraconazole. Ann Pharmacother. 2004 Jan;38(1):46-9. 
14 Sin DD, McAlister FA, Man SF, Anthonisen NR. Contemporary management of chronic obstructive pulmonary disease: scientific review. JAMA. 2003 Nov 5;290(17):2301-12.  
15 Calverley PM, Boonsawat W, Cseke Z, Zhong N, et al. Maintenance therapy with budesonide and formoterol in chronic obstructive pulmonary disease. Eur Respir J. 2003 Dec;22(6):912-9.  
16 Health Canada Sep,2005 http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-dgpsa/pdf/medeff/serevent_2_hpc-cps_e.pdf , Aug, 2003 http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-  
dgpsa/pdf/medeff/serevent_hpc-cps_e.pdf; GlaxoSmithKline Clinical trial registry SLGA5011: http://ctr.gsk.co.uk/Summary/salmeterol/studylist.asp  
SMART - the Salmeterol Multi-Center Asthma Research Trial n=26,355; Nelson HS, Weiss ST, Bleecker ER, Yancey SW, Dorinsky PM; SMART Study Group. The Salmeterol Multicenter Asthma  
Research Trial: a comparison of usual pharmacotherapy for asthma or usual pharmacotherapy plus salmeterol. Chest. 2006 Jan;129(1):15-26. Erratum in: Chest. 2006 May;129(5):1393.  
 (Salpeter SR, Buckley NS, Ormiston TM, Salpeter EE. Meta-Analysis (19 trials n=33,826): Effect of Long-Acting {beta}-Agonists  on Severe Asthma Exacerbations and Asthma-Related Deaths (Smart  
 Trial info: 13 in LABA vs 3 in placebo groups NNH=1300 over 28 weeks). Ann Intern Med. 2006 Jun 5; [Epub ahead of print] Editorial: The Arg/Arg genotype may be reason LABAs less effective in  
  some esp.  African Americans.  Use good doses of ICS first & if a LABA unresponsive pt the use of anticholinergics may be helpful. ) 
17 Calverley PM, Walker P. Chronic obstructive pulmonary disease. Lancet. 2003 Sep 27;362(9389):1053-61.  
18 O'Donnell DE., Aaron S., Bourbeau J. et al. Canadian Thoracic Society recommendations for management of chronic obstructive pulmonary disease - 2003.  Can Respir J. May/June 2003;10 (Suppl  
    A): 11A-33A   &   State of the Art Compendium: CTSociety recommendations for the management of chronic obstructive pulmonary disease. Can Respir July/August 2004; 11(Suppl B):7B-59B. 
19 Sutherland ER, Cherniack RM. Management of chronic obstructive pulmonary disease. N Engl J Med. 2004 Jun 24;350(26):2689-97. (Rodrigo GJ, Nannini LJ.  Tiotropium for the treatment of stable  
    chronic obstructive pulmonary disease: A systematic review with meta-analysis. Pulm Pharmacol Ther. 2006 Mar 2; [Epub ahead of print]) 
20 Ducharme FM. Inhaled glucocorticoids versus leukotriene receptor antagonists as single agent asthma treatment: systematic review of current evidence. BMJ. 2003 Mar 22;326(7390):621.  
21 Ram F, Cates C,  Long-acting beta2-agonists vs anti-leukotrienes as add-on therapy to inhaled corticosteroids for chronic asthma. Cochrane Database Syst Rev. 2005 Jan 25;(1):CD003137.  
22 Bisgaard H, Zielen S, Garcia-Garcia ML, et al. Montelukast reduces asthma exacerbations in 2- to 5-year-old children with intermittent asthma. Am J Respir Crit Care Med 2005; 171:315-22.  
       (In this manufacturer-sponsored study, montelukast reduced the annual frequency of exacerbations by 0.7 in children with mild intermittent asthma triggered by upper respiratory infections. Hospitalization rates were unaffected. One would need to treat 9 of these children for 1 year to prevent 1 exacerbation. (LOE = 2b-) InfoPOEMs) 
23 Silverman RA, Nowak RM, Korenblat PE, et al. Zafirlukast treatment for acute asthma. Chest 2004; 126:1480-89.  
24 Barr RG, Rowe BH, Camargo CA Jr. Methylxanthines for exacerbations of chronic obstructive pulmonary disease: meta-analysis of randomised trials. BMJ. 2003 Sep 20;327(7416):643. 
25 Ram FS, et al. Efficacy of theophylline in people with stable chronic obstructive pulmonary disease: a systematic review and meta-analysis. Respir Med. 2005 Feb;99(2):135-44.  
 
Additional references: 
Aalbers R et al. Adjustable maintenance dosing with budesonide/formoterol vs fixed-dose salmeterol/fluticasone in moderate to severe asthma. Curr Med Res Opin. 2004;20(2):225-40.  
Aaron SD, Vandemheen KL, Fergusson D, Maltais F, Bourbeau J, Goldstein R, Balter M, O'donnell D, McIvor A, Sharma S, Bishop G, Anthony J, Cowie R, Field S, Hirsch A,  
                   Hernandez P, Rivington R, Road J, Hoffstein V, Hodder R, Marciniuk D, McCormack D, Fox G, Cox G, Prins HB, Ford G, Bleskie D, Doucette S, Mayers I, 
                   Chapman K, Zamel N, Fitzgerald M.  Tiotropium in Combination with Placebo, Salmeterol, or Fluticasone-Salmeterol for Treatment of Chronic Obstructive Pulmonary  
                   Disease: A Randomized Trial. Ann Intern Med. 2007 Feb 19; [Epub ahead of print] Addition of fluticasone-salmeterol to tiotropium therapy did not statistically influence rates of COPD exacerbation but did  
                          improve lung function, quality of life, and hospitalization rates in patients with moderate to severe COPD. 
Adams NP, Bestall JC, Jones PW, et al. Inhaled fluticasone at different doses for chronic asthma in adults and children. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD003534. 



 

                                                                                                                                                                                                                                                                                                       
Adams NP, Jones PW.  The dose-response characteristics of inhaled corticosteroids when used to treat asthma: An overview of Cochrane systematic reviews. Respir Med. 2006  
                      Aug;100(8):1297-306. Epub 2006 Jun 23. The key findings are that all inhaled corticosteroids demonstrate a dose-response relationship for efficacy measures, but most of the benefit in mild-to-moderate severity disease is gained in the low-to-moderate dose range of each  
                                          drug. In this group, high doses of fluticasone lead to small improvements in measures of control at the expense of a steep increase in the incidence of oral side-effects. In patients with severe disease who are dependent on oral steroids, there may be appreciable benefit in reducing oral steroids from very high  
                                          compared with high doses of fluticasone. 
Agrawal SK, Singh M, Mathew JL, Malhi P. Efficacy of an individualized written home-management plan in the control of moderate persistent asthma: A randomized, controlled  
                       trial. Acta Paediatr. 2005 Dec;94(12):1742-6.  
Aggarwal P, et al. Comparison of nebulised magnesium sulphate and salbutamol combined with salbutamol alone in the treatment of acute bronchial asthma: a randomised study. 
                      Emerg Med J. 2006 May;23(5):358-62.  
Alfageme I, Vazquez R, Reyes N, et al. Clinical efficacy of anti-pneumococcal vaccination in patients with COPD. Thorax. 2005 Oct 14; [Epub ahead of print]  
Anderson HR, Ayres JG, Sturdy PM, et al. Bronchodilator treatment and deaths from asthma: case-control study. BMJ. 2005 Jan 15;330(7483):117. Epub 2004 Dec 23.  
Anthonisen NR, et al.; Lung Health Study Research Group. The effects of a smoking cessation intervention on 14.5-year mortality: a randomized clinical trial. Ann Intern Med. 2005 Feb 15;142(4):233-9.  
Appleton S, et al. Long-acting beta2-agonists for poorly reversible chronic obstructive pulmonary disease. Cochrane Database Syst Rev. 2006 Jul 19;3:CD001104. 
Arrington-Sanders R, et al. Ritonavir-fluticasone interaction causing Cushing syndrome in HIV-infected children and adolescents. Pediatr Infect Dis J. 2006 Nov;25(11):1044-8.  
Bacharier LB, et al. Long-term effect of budesonide on hypothalamic-pituitary-adrenal axis function in children with mild to moderate asthma. Pediatrics.2004 Jun;113(6):1693-9.    
Barr RG, Bourbeau J, Camargo CA, Ram FS. Tiotropium for stable chronic obstructive pulmonary disease: A meta-analysis. Thorax. 2006 Oct;61(10):854-62. Epub 2006 Jul 14.  
                      Tiotropium reduced COPD exacerbations and related hospitalisations, improved quality of life and symptoms, and may have slowed the decline in FEV1. Long term trials are warranted to evaluate the effects of tiotropium on decline in FEV1 and to clarify its role compared with LABA. 
Barr RG, et al. Inhaled tiotropium for stable chronic obstructive pulmonary disease. Cochrane Database Syst Rev. 2005 Apr 18;(2):CD002876 & ACP Journal club. AUTHORS'  
                               CONCLUSIONS: Tiotropium reduced COPD exacerbations and related hospitalisations compared to placebo and ipratropium. It also improved health-related quality-of-life and symptom scores among patients with moderate and  
                               severe disease, and may have slowed decline in FEV1. Additional long-term studies are required to evaluate its effect on mortality and change in FEV1 to clarify its role in comparison to, or in combination with, long-acting ss2-agonists  
                               and to assess its effectiveness in mild and very severe COPD. (Barr RG, Bourbeau J, Camargo Jr CA, Ram FS.  Tiotropium for stable chronic obstructive pulmonary disease: a meta-analysis. Thorax. 2006 Jul 14; [Epub ahead of print]) 
Bateman ED, Boushey HA, et al. Can guideline-defined asthma control be achieved? The Gaining Optimal Asthma ControL Study(GOAL salmeterol/fluticasone vs fluticasone).Am J Respir Crit Care Med 2004;170:836-44.  
Bateman ED, et al. Asthma control can be maintained when fluticasone propionate/salmeterol in a single inhaler is stepped down. J Allergy Clin Immunol. 2006 Mar;117(3):563-70.   
                     CONCLUSION: In pts achieving asthma control with FSC 250/50 microg twice daily, stepping treatment down to a lower dose of FSC 100/50 microg twice daily is more effective than switching to an inhaled corticosteroid alone. 
Bavbek S, et al. Safety of Meloxicam in Aspirin-Hypersensitive Patients with Asthma and/or Nasal Polyps. A Challenge-Proven Study. Int Arch Allergy Immunol. 2006 Oct  
                      2;142(1):64-69 [Epub ahead of print]  
Bergen R, Black S, et al. Safety of cold-adapted live attenuated influenza vaccine in a large cohort of children & adolescents. Pediatr Infect Dis J. 2004 Feb;23(2):138-44. 
Berry MA, Hargadon B, Shelley M, et al. Evidence of a role of tumor necrosis factor alpha in refractory asthma. N Engl J Med. 2006 Feb 16;354(7):697-708.  
Beta2-agonists Drug Class Review Nov/06 Oregon Health & Science University. http://www.ohsu.edu/drugeffectiveness/reports/documents/Beta%20Agonists%20Final%20Report.pdf  
Bisgaard H, et al. Twelve-month safety and efficacy of inhaled fluticasone propionate in children aged 1 to 3 years with recurrent wheezing.  Pediatrics. 2004 Feb;113(2):e87-94.   
Bisgaard H, et al. Intermittent inhaled corticosteroids in infants with episodic wheezing. N Engl J Med. 2006 May 11;354(19):1998-2005. Intermittent inhaled corticosteroid therapy had no effect on the  
                                     progression from episodic to persistent wheezing and no short-term benefit during episodes of wheezing in the first three years of life. (budesonide 400ug/d) 
Blais L, et al. Use of inhaled corticosteroids during the first trimester of pregnancy and the risk of congenital malformations among asthmatic women. Thorax. 2006 Nov 22.  
Boushey HA, Sorkness CA, King TS, et al, for the National Heart, Lung, and Blood Institute's Asthma Clinical Research Network. Daily versus as-needed corticosteroids for mild  
                       persistent asthma. N Engl J Med 2005; 352: 1519-528 & ACP Journal Club. (InfoPOEMs: Intermittent therapy, as measured by the outcomes that matter, is as effective as continuous therapy with oral  
                                zafirlukast or inhaled budesonide for patients with very mild but persistent asthma. Note that patients had a clear plan of action for when symptoms flared up: Begin inhaled budesonide in the "yellow zone," when symptoms initially  
                                worsen, and add prednisone 0.5 mg/kg if symptoms enter the "red zone," when breathlessness is present at rest or with activities of daily living. (LOE = 1b) ) 
Bueving HJ, et al. Influenza vaccination in children with asthma: randomized double-blind placebo-controlled trial. Am J Respir Crit Care Med. 2004 Feb 15;169(4):488-93. Epub 2003 Dec 04.)  
Buhl R, et al. Comparable efficacy of ciclesonide once daily versus fluticasone propionate twice daily in asthma. Pulm Pharmacol Ther. 2006;19(6):404-12. Epub 2005 Nov 28.  
Busse, W.W., Managing Asthma During Pregnancy: NAEPP Recommendations for Pharmacologic Treatment--Update 2004 http://www.nhlbi.nih.gov/health/prof/lung/asthma/astpreg.htm  
Butz AM, et al.  Effectiveness of nebulizer use-targeted asthma education on underserved children with asthma. Arch Pediatr Adolesc Med. 2006 Jun;160(6):622-8. A nebulizer education intervention had no effect  
                                on asthma severity or health care use. 
Calverley PM, Anderson JA, Celli B, Ferguson GT, Jenkins C, Jones PW, Yates JC, Vestbo J; TORCH investigators. Salmeterol and fluticasone propionate and survival in chronic obstructive pulmonary  
                         disease. N Engl J Med. 2007 Feb 22;356(8):775-89. n=6112 The reduction in death from all causes among patients with COPD in the combination-therapy group did not reach the predetermined level of statistical  
                                significance. There were significant benefits in all other outcomes among these patients.  The international, industry-supported TORCH trial, researchers randomized more than 6000 COPD patients to receive either inhaled salmeterol &   
                               fluticasone propionate 500/50ug, each drug alone, or placebo. At 3 years, rates of all-cause mortality (the primary outcome) were 12.6% with combination therapy, 13.5% with salmeterol, 16.0% with fluticasone, and 15.2% with placebo.  
                               The mortality difference between the combination-therapy and placebo groups fell just short of statistical significance (P=0.052). However, combination therapy was associated with significant improvements in health status, lung function,  
                               and the frequency of COPD exacerbations. Patients taking fluticasone, alone or in combination, had an increased rate of pneumonia.  
Cattarelli D, et al. A randomised, double blind, placebo controlled trial of the effect of theophylline in prevention of vasomotor nephropathy in very preterm neonates with respiratory distress syndrome. 
                        Arch Dis Child Fetal Neonatal Ed. 2006 Mar;91(2):F80-4. Epub 2005 Oct 4.  
Castro-Rodriguez JA, Rodrigo GJ.  Beta-agonists through metered-dose inhaler with valved holding chamber versus nebulizer for acute exacerbation of wheezing or asthma in children under 5 years of  
                        age: a systematic review with meta-analysis. J Pediatr. 2004 Aug;145(2):172-7.   
Cates CJ, et al. Vaccines for preventing influenza in people with asthma. Cochrane Database Syst Rev. 2004;(2):CD000364. Update of: Cochrane Database Syst Rev. 2000;(4):CD000364. 



 

                                                                                                                                                                                                                                                                                                       
Cates CJ, Crilly JA, Rowe BH. Holding chambers (spacers) versus nebulisers for beta-agonist treatment of acute asthma. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD000052.  
Chandra A, Shim C, Cohen HW, et al. Regular vs ad-lib albuterol for patients hospitalized with acute asthma. Chest. 2005 Sep;128(3):1115-20. CONCLUSIONS: In the management of asthma  
                              exacerbation, ad-lib administration of albuterol is therapeutically as effective as regular, scheduled administration. This method of drug administration also reduces the total dose of beta-agonists received by the hospitalized patient. 
Chang A, Halstead R, Petsky H. Methylxanthines for prolonged non-specific cough in children. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005310.  

         Chaudhuri R, et al.  Effects of smoking cessation on lung function and airway inflammation in smokers with asthma. Am J Respir Crit Care Med. 2006 Jul 15;174(2):127-33. Epub 2006 Apr 27.  
Chen YZ, et al.  Early intervention of recent onset mild persistent asthma in children aged under 11 yrs: the Steroid Treatment As Regular Therapy in early asthma (START) trial. 
                      Pediatr Allergy Immunol. 2006 May;17 Suppl 17:7-13.  
Ciclesonide Alvesco: New drug. Pharmacist’s Letter Nov 2006. 
Comet R, et al. Benefits of low weekly doses of methotrexate in steroid-dependent asthmatic patients. A double-blind, randomized, placebo-controlled study. Respir Med. 2005 Aug 12  
Cooper CB, Tashkin DP. Recent developments in inhaled therapy in stable chronic obstructive pulmonary disease. BMJ. 2005 Mar 19;330(7492):640-4. 
Covelli H, et al. Absence of electrocardiographic findings and improved function with once-daily tiotropium in patients with COPD. Pharmacotherapy. 2005 Winter;25(12):1708-18.  
Currie GP, Wedzicha JA. ABC of chronic obstructive pulmonary disease. Acute exacerbations. BMJ. 2006 Jul 8;333(7558):87-9.  
Currie GP, Lee DK, Lipworth BJ.  ABC of chronic obstructive pulmonary disease. Pharmacological management—oral treatment. BMJ. 2006 Jun 24;332(7556):1497-9.  
Currie GP, Lipworth BJ.  ABC of chronic obstructive pulmonary disease  Pharmacological management--inhaled treatment. BMJ. 2006 Jun 17;332(7555):1439-41. 
Dahl R, et al. EXCEL: A randomised trial comparing salmeterol/fluticasone propionate and formoterol/budesonide combinations in adults with persistent asthma. Respir Med. 2006  
                      May 2; [Epub ahead of print] Twice-daily treatment with SFC and FBC over 6 months significantly improved asthma symptoms and lung function in patients with persistent asthma. The rate of exacerbations was significantly  
                               reduced over time on both treatments but SFC was found to be significantly superior to FBC in reducing the rate of moderate/severe exacerbations with sustained treatment. 
Dalhousie Academic Detailing Service Resources: Update on COPD.   http://cme.medicine.dal.ca/files/COPD.pdf ; Summary http://cme.medicine.dal.ca/files/COPD%20Summary.pdf  
Decramer M, Celli B, et al. Clinical trial design considerations in assessing long-term functional impacts of tiotropium in COPD: the UPLIFT trial.COPD. 2004;1(2):303-12. ?2008 
Decramer M, Rutten-van Molken M, et al. Effects of N-acetylcysteine on outcomes in COPD (Bronchitis Randomized on NAC Cost-Utility Study, BRONCUS): a randomised  
                       placebo-controlled trial. Lancet. 2005 May;365(9470):1552-60. (InfoPOEMs: N-acetylcysteine does not prevent chronic obstructive pulmonary disease lung-function decline or exacerbation. (LOE = 1b))  
Deykin A, et al. Combination Therapy with a Long-acting {beta}-Agonist and a Leukotriene Antagonist in Moderate Asthma. Am J Respir Crit Care Med. 2006 Sep 14; [Epub  
                       ahead of print] Patients with moderate asthma similar to those we studied should not substitute the combination of an LTRA and a LABA for the combination of ICS and LABA.  
de Vries et al. Reported adverse drug reactions during the use of inhaled steroids in children with asthma in the Netherlands. Eur J Clin Pharmacol. 2006 May;62(5):343-6. Epub  
                     2006 Apr 1. Alteration of behaviour was the most frequently reported sADR. There are more indications that alterations of behaviour could be a real sADR of ICS. Non- 
                     fatal adrenal insufficiency was the only reported possible life threatening sADR. The association of hypertrichosis and teeth abnormalities after ICS in children has not  
                     been reported in the literature before. 
Dolovich MB, Ahrens RC, Hess DR, et al. Device selection and outcomes of aerosol therapy: evidence-based guidelines: American College of Chest Physicians/American College of  
                      Asthma, Allergy, and Immunology. Chest 2005 Jan;127(1):335-71. 
Donohue JF, Kalberg C, Emmett A, Merchant K, Knobil K. A short-term comparison of fluticasone propionate/salmeterol with ipratropium bromide/albuterol for the treatment of  
                     COPD. Treat Respir Med. 2004;3(3):173-81.  
Ducharme FM, et al. Long-acting beta2-agonists versus anti-leukotrienes as add-on therapy to inhaled corticosteroids for chronic asthma. Cochrane Database Syst Rev. 2006 Oct  
                      18;(4):CD003137. In asthmatic adults inadequately controlled on low doses of inhaled steroids, the addition of LABA is superior to LTRA for preventing exacerbations requiring systemic steroids, and for improving lung function, symptoms, and the use of rescue beta(2)-agonists. 
Duffy N, Walker P, Diamantea F, et al. Intravenous aminophylline in patients admitted to hospital with non-acidotic exacerbations of chronic obstructive pulmonary disease: a  
                     prospective randomised controlled trial. Thorax. 2005 Sep;60(9):713-7. Epub 2005 Jun 6.  
Eder W, Ege MJ, von Mutius E. The asthma epidemic. N Engl J Med. 2006 Nov 23;355(21):2226-35. 
Enriquez R, et al. Cessation of asthma medication in early pregnancy. Am J Obstet Gynecol. 2006 Jul;195(1):149-53. Epub 2006 May 2.  
Erin EM, et al. The Effects of a Monoclonal Antibody Directed against Tumor Necrosis Factor-{alpha} (infliximab)in Asthma. Am J Respir Crit Care Med. 2006 Oct 1;174(7):753-62.  
                     Epub 2006 Jul 13.  
Ernst P, et al. Canadian Asthma Guideline Group. Safety and effectiveness of long-acting inhaled beta-agonist bronchodilators when taken with inhaled corticosteroids. Ann Intern  
                     Med. 2006 Nov 7;145(9):692-4. 
Esposito-Festen J, et al. Aerosol Therapy by Pressured Metered-Dose Inhaler-Spacer in Sleeping Young Children: To Do or Not to Do? Chest. 2006 Aug;130(2):487-492.  
Feuillet-Dassonval C, et al. [Written asthma action plans: a useful tool for self-management] Arch Pediatr. 2005 Dec;12(12):1788-96. Epub 2005 Aug 26.  
FitzGerald JM, et al. Asthma control in Canada remains suboptimal: the Reality of Asthma Control (TRAC) study. Can Respir J. 2006 Jul-Aug;13(5):253-9.  
FitzGerald JM, et al. Canadian Asthma Exacerbation Study Group. Doubling the dose of budesonide vs maintenance treatment in asthma exacerbations. Thorax. 2004Jul;59(7):550-6.  
FitzGerald JM, Boulet LP, Follows RM. The CONCEPT trial: a 1-year, multicenter, randomized,double-blind, double-dummy comparison of a stable dosing regimen of  
                      Salmeterol/fluticasone propionate with an adjustable maintenance dosing regimen of formoterol/budesonide in adults with persistent asthma. Clin Ther. 2005 Apr;27(4):393-406. CONCLUSIONS: In   
                                    this  adult population with persistent asthma, stable dosing of SAL/FP 50/250 microg BID resulted in significantly greater increases in symptom-free days, days free of rescue medication, and morning PEE, as well as almost halving the exacerbation rate, compared with AMD of FOR/BUD 6/200 microg. The results  



 

                                                                                                                                                                                                                                                                                                       
                                    suggest that there is a minimum daily amount of maintenance therapy necessary to prevent exacerbations in adults with persistent asthma. 
Gartlehner G, et al. Efficacy & safety of inhaled corticosteroids in patients with COPD: a systematic review and meta-analysis of health outcomes. Ann Fam Med. 2006 May-Jun;4(3):253-62. (InfoPOEMs:  
                                  Inhaled corticosteroids prevent exacerbations in patients with mod-severe COPD. The benefit is minor, however, and steroids don't prevent exacerbations in patients with mild COPD. The prevention of exacerbations with steroids must be balanced against the higher rate of fractures and glaucoma. (LOE = 1a-) )  
Gibson PG, Powell H, Coughlan J, et al. Self-management education and regular practitioner review for adults with asthma. Cochrane Database Syst Rev. 2003;(1):CD001117.  
Graeme P Currie, Graham S Devereux, Daniel K C Lee, and Jon G Ayres. Recent developments in asthma management. BMJ, Mar 2005; 330: 585 - 589.  
Granger R, et al. Injectable vaccines for preventing pneumococcal infection in patients with COPD. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD001390.  There is no evidence from randomised  
                                   controlled trials that injectable pneumococcal vaccination in persons with COPD has a significant impact on morbidity or mortality. Further large randomised controlled trials would be needed to ascertain if the small benefits suggested by individual studies are real. 
Green RH, et al.  A randomised comparison of the effects of asthma treatment given in addition to inhaled corticosteroids on airway inflammation & airway responsiveness. Eur Respir J. 2006 Feb 2.  
Grove A, Lipworth BJ. Bronchodilator subsensitivity to salbutamol after twice daily salmeterol in asthmatic patients. Lancet. 1995 Jul 22;346(8969):201-6.  
Guilbert TW, et al. Long-term inhaled corticosteroids in preschool children at high risk for asthma. N Engl J Med. 2006 May 11;354(19):1985-97. In preschool children at high risk for asthma, two years of inhaled- 
                              corticosteroid therapy did not change the development of asthma symptoms or lung function during a third, treatment-free year. (fluticasone 88ug bid) 
Haidl P, Schmidt F, Wiese C, Koehler D. Peak inspiratory flow rate after methacholine challenge in asthmatic patients and its impact on the effect of formoterol via different  
                    inhalers. J Aerosol Med. 2006 Fall;19(3):364-71. If patients fail to generate a PIMF of 30 l/min, 6 microg formoterol via Turbuhaler may provide inadequate relief in a severe asthma attack. 

Haland G, et al. ORAACLE. Reduced lung function at birth and the risk of asthma at 10 years of age. N Engl J Med. 2006 Oct 19;355(16):1682-9.Reduced lung function at birth is associated with an increased  
                                   risk of asthma by 10 years of age. For some measures of lung mechanics, a reading below the median at birth was also associated with severe bronchial hyperresponsiveness (9.1% v 4.9%, P = 0.05) and use of inhaled corticosteroids at 10 years (5.9% v 2.4%, P = 0.02). 
Halterman JS, et al. Improved preventive care for asthma: a randomized trial of clinician prompting in pediatric offices. Arch Pediatr Adolesc Med. 2006 Oct;160(10):1018-25.  
Harrison TW, et al. Doubling the dose of inhaled corticosteroid to prevent asthma exacerbations: randomised controlled trial. Lancet. 2004 Jan 24;363(9405):271-5.  
Irvin CG, et al. Clinical Trial of Low-Dose Theophylline and Montelukast in Patients with Poorly Controlled Asthma. Am J Respir Crit Care Med. 2006 Sep 22. Neither montelukast nor low-dose  
                                  theophylline lowered the event-rate of poor asthma control in patients with poorly-controlled asthma despite improved lung function. For patients not using ICS, low-dose theophylline improved asthma symptom control more than montelukast or placebo and provides a safe and low-cost alternative asthma treatment. 
Jarjour NN, et al. Control of airway inflammation maintained at a lower steroid dose with 100/50 ug of fluticasone propionate/salmeterol. J Allergy Clin Immunol. 2006 Jul;118(1):44-52.Epub 2006 Jun 2.  
Jat GC, et al.  400 µg of inhaled budesonide vs 200 µg of inhaled budesonide and oral montelukast in children with moderate persistent asthma: randomized controlled trial . Ann  
                   Allergy Asthma Immunol. 2006 Sep;97(3):397-401. The overall control of asthma with 5 mg of oral montelukast and 200 microg of inhaled budesonide is inferior to that with 400 microg of inhaled budesonide in children with moderate persistent asthma. 

Jenkins C, et al. Efficacy and safety of high-dose budesonide/formoterol (Symbicort) compared with budesonide administered either concomitantly with formoterol or alone in patients with  
                      persistent symptomatic asthma. Respirology. 2006 May;11(3):276-86.  
Johansson SG, Oman H, Nopp A, Pettersson S. The importance of IgE antibody levels in anti-IgE treatment. Allergy. 2006 Oct;61(10):1216-9.  
Johnston SL, et al. TELICAST Investigators.   The effect of telithromycin in acute exacerbations of asthma. N Engl J Med. 2006 Apr 13;354(15):1589-600.(InfoPOEMs: Telithromycin may add a small benefit of questionable  
                                clinical significance for adult patients with acute asthma. This comes at the price of high drug cost, increased nausea and diarrhea, and a theoretical increased risk of drug resistance in the community. Given this balance of benefits and harms, as well as recent reports of  
                               catastrophic liver failure in a small number of patients taking telithromycin, physicians should resist the temptation to prescribe this drug for asthma. (LOE = 1b) ) 
Jonkers RE, et al. Onset of relief of dyspnoea with budesonide/formoterol or salbutamol following methacholine-induced severe bronchoconstriction in adults with asthma: a  
                    double-blind, placebo-controlled study. Respir Res. 2006 Dec 4;7(1):141 [Epub ahead of print] Budesonide/formoterol and salbutamol both provided rapid relief of dyspnoea and reversal of airway obstruction in patients with asthma  
                                     with experimentally induced bronchoconstriction. The perception of relief, as confirmed by objective lung function assessment, provides further evidence that budesonide/formoterol can be used as reliever medication in asthma. 
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.  
                 n=770 16weeks Esomeprazole improved PEF in subjects with asthma who presented with both GERD and NOC. In subjects without both GERD and NOC, no improvement could be detected. (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 pts with reflux, either. (LOE = 2b-) )  
Konikoff MR, et al. A randomized, double-blind, placebo-controlled trial of fluticasone for pediatric eosinophilic esophagitis. Gastroenterology. 2006 Nov;131(5):1381-91. Epub 2006 Aug 16.  
Koopmans JG, Lutter R, Jansen HM, van der Zee JS.  Adding salmeterol to an ICS: long term effects on bronchial inflammation in asthma. Thorax. 2006 Apr;61(4):306-12. Epub 2006 Jan 31.  
Irwin RS, et al. American College of Chest Physicians (ACCP). Diagnosis and management of  cough executive summary: ACCP evidence-based clinical practice guidelines. Chest. 2006 Jan;129(1  
                       Suppl):1S-23S.  http://www.chestjournal.org/cgi/content/full/129/1_suppl/1S  
Lange P, et al. Inhaled corticosteroids and decline of lung function in community residents with asthma. Thorax. 2006 Feb;61(2):100-4.  
Laude EA, et al. The effect of helium and oxygen on exercise performance in COPD: a randomized crossover trial. Am J Respir Crit Care Med. 2006 Apr 15;173(8):865-70. Epub 2006 Jan 26. (InfoPOEMs:  
                                 Inhaling a combination of 72% helium and 28% oxygen during exertion increases the comfortable walking distance and reduces the perception of exertional difficulty in patients with stable chronic obstructive pulmonary disease (COPD). (LOE = 2b) ) 
Levalbuterol (Xopenex HFA) Medical Letter Mar 13,2006. 
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.  
Lokke A, et al. Developing COPD: a 25yr follow up of the general population. Thorax. 2006 Nov;61(11):935-9. The absolute risk of developing COPD among continuous smokers is at least 25%, which is larger than was previously estimated. 
Lundback B, Ronmark E, Lindberg A, et al. Control of mild to moderate asthma over 1-year with the combination of salmeterol and fluticasone propionate. Respir Med. 2005 Oct 20 
Macie C, Wooldrage K, Manfreda J, Anthonisen NR. Inhaled Corticosteroids and Mortality in COPD. Chest. 2006 Sep;130(3):640-6.  
Man WD, Polkey MI, Donaldson N, Gray BJ, Moxham J. Community pulmonary rehabilitation after hospitalisation for acute exacerbations of chronic obstructive pulmonary  
                  disease: randomised controlled study. BMJ. 2004 Nov 20;329(7476):1209. Epub 2004 Oct 25.  
Masoli M, et al. Moderate dose inhaled corticosteroids plus salmeterol versus higher doses of inhaled corticosteroids in symptomatic asthma. Thorax. 2005 Sep;60(9):730-4. 
Masoli M, et al. Inhaled fluticasone and adrenal effects in adult asthma: systematic review & meta-analysis. Eur Respir J. 2006 May 31; [Epub ahead of print]  
Marks GB, et al. Prevention of asthma during the first 5 years of life: a randomized controlled trial. J Allergy Clin Immunol. 2006 Jul;118(1):53-61. Epub 2006 May 30.  
                  House dust mite avoidance measures and dietary fatty acid modification, as implemented in this trial during infancy and early childhood, did not prevent the onset of asthma, eczema, or atopy in high-risk children. 



 

                                                                                                                                                                                                                                                                                                       
Marra F, et al. Does antibiotic exposure during infancy lead to development of asthma?: a systematic review and metaanalysis. Chest. 2006 Mar;129(3):610-8. Exposure to at least one course of  
                                  antibiotics in the first year of life appears to be a risk factor for the development of childhood asthma. 
Matsuyama W, Mitsuyama H, Watanabe M, et al. Effects of omega-3 polyunsaturated fatty acids on inflammatory markers in COPD. Chest. 2005 Dec;128(6):3817-27. (InfoPOEMs:  
                             This small study found that a diet rich in omega-3 fatty acids causes small improvements in chronic obstructive pulmonary disease (COPD) symptoms. (LOE = 1b) )  
McCarney RW, et al. An overview of two Cochrane reviews of complementary treatments for chronic asthma: acupuncture & homeopathy. Respir Med. 2004 Aug;98(8):687-96. 
Mometasone (Asmanex twisthaler) For Asthma.  Med Letter Dec 2005;47:98-99. FDA: age ≥12 220-440ug bid or 440ug od (Fardon TC, Lee DK, Haggart K, et al. Adrenal suppression with dry powder  
                         formulations of fluticasone propionate & mometasone furoate. Am J Respir Crit Care Med. 2004 Nov 1;170(9):960-6. Epub 2004 Jun 7; Corren J, Berkowitz R, Murray JJ, Prenner B. Comparison of once-daily mometasone furoate versus once-daily budesonide in patients with  
                         moderate persistent asthma. Int J Clin Pract. 2003 Sep;57(7):567-72; Mortimer KJ, Harrison TW, Tattersfield AE. Effects of inhaled corticosteroids on bone. Ann Allergy Asthma Immunol. 2005 Jan;94(1):15-21; quiz 22-3, 79.  ) 
Morgan WJ, et al. Inner-City Asthma Study Gp. Results of a home-based environmental intervention among urban children with asthma. N Engl J Med. 2004 Sep 9;351(11):1068-80.  
Mortimer KJ, et al. Oral and inhaled corticosteroids and adrenal insufficiency: a case-control study. Thorax. 2006 May;61(5):405-8. Epub 2006 Mar 3.  
Ni CM, Greenstone IR, Ducharme FM. Addition of inhaled long-acting beta2-agonists to inhaled steroids as first line therapy for persistent asthma in steroid-naive adults. Cochrane  
                  Database Syst Rev. 2005 Apr 18;(2):CD005307.  
Ni CM, Greenstone I, Danish A, et al. Long-acting beta2-agonists versus placebo in addition to inhaled corticosteroids in children and adults with chronic asthma. Cochrane Database  
                  Syst Rev. 2005 Oct 19;(4):CD005535.  
Niewoehner DE, et al. Prevention of exacerbations of COPD with tiotropium, a once-daily inhaled anticholinergic bronchodilator -an RCT. Ann Intern Med. 2005 Sep 6;143(5):317-26. (InfoPOEMs: Daily  
                          treatment with tiotropium for 6 months slightly decreases the number of patients experiencing a chronic obstructive pulmonary disease (COPD) exacerbation, though it doesn't decrease the number of patients who will be hospitalized for an exacerbation. (LOE = 1b-) )  
O'byrne PM, et al. Budesonide/Formoterol combination therapy as both maintenance and reliever medication in asthma (STAY trial). Am J Respir Crit Care Med. 2005 Jan 15;171(2):129-36.  
O'Byrne PM, et al. Low dose inhaled budesonide & formoterol in mild persistent asthma: the OPTIMA randomized trial. Am J Respir Crit Care Med. 2001 Oct 15;164(8 Pt 1):1392-7.  
O'byrne PM, et al. Effects of early intervention with inhaled budesonide on lung function in newly diagnosed asthma. Chest. 2006 Jun;129(6):1478-85. Long-term, once-daily treatment with low-dose budesonide improved both  
                          prebronchodilator and postbronchodilator FEV(1) in patients with recent-onset, persistent asthma, and reduced the loss of lung function over time (1 & 3yrs). 
O'donnell DE, et al. Effect of Fluticasone Propionate/Salmeterol on Lung Hyperinflation and Exercise Endurance in COPD. Chest. 2006 Sep;130(3):647-56.  
Ostrom NK, Decotiis BA, et al. Comparative efficacy & safety of low-dose fluticasone propionate & montelukast in children with persistent asthma. J Pediatr.2005Aug;147(2):213-20.  
Overbeek SE, et al. Formoterol added to low-dose budesonide has no additional antiinflammatory effect in asthmatic patients. Chest. 2005 Sep;128(3):1121-7. CONCLUSIONS: Our results  
                         demonstrate that BUD administered at a low dose has significant antiinflammatory effects in patients with mild asthma. No significant additional antiinflammatory effects could be demonstrated either by adding formoterol or by increasing the dose of BUD. 
Papi A, et al. Beclomethasone/formoterol vs budesonide/formoterol combination therapy in asthma. Eur Respir J. 2006 Nov 15; [Epub ahead of print]  The new fixed combination of beclomethasone and  
                               formoterol 200/12ug in HFA Modulite((R)) pMDI is equivalent to the marketed combination of budesonide and formoterol 400/12ug in terms of efficacy and tolerability profile.  

Pauwels RA, et al. START Investigators Group. Early intervention with budesonide in mild persistent asthma: a randomised, double-blind trial. Lancet. 2003Mar 29;361(9363):1071-6.  
Pauwels RA, et al. Effect of inhaled formoterol and budesonide on exacerbations of asthma. Formoterol and Corticosteroids Establishing Therapy (FACET) International Study Group. N Engl J Med.  
                     1997 Nov 13;337(20):1405-11. Erratum in: N Engl J Med 1998 Jan 8;338(2):139.  
Pauwels RA, et al; RELIEF Study investigators. Formoterol as relief medication in asthma: a worldwide safety and effectiveness trial. Eur Respir J. 2003 Nov;22(5):787-94.  
Pearlman DS, et al. Once-daily ciclesonide improves lung function and is well tolerated by patients with mild-to-moderate persistent asthma. J Allergy Clin Immunol. 2005 Dec;116(6):1206-12.   
Pedersen S, et al. A comparative study of inhaled ciclesonide 160 microg/day and fluticasone 176 microg/day in children with asthma. Pediatr Pulmonol. 2006 Oct;41(10):954-61.  
Paton J, et al. Adrenal responses to low dose synthetic ACTH (Synacthen) in kids receiving high dose inhaled fluticasone. Arch Dis Child. 2006Oct;91(10):808-13. Epub 2006Mar 23.  
Poels PJ, et al. Spirometry in chronic obstructive pulmonary disease. BMJ. 2006 Oct 28;333(7574):870-1. 
Qureshi F, et al. Clinical efficacy of racemic albuterol vs levalbuterol for the treatment of acute pediatric asthma. Ann Emerg Med. 2005 Jul;46(1):29-36. (InfoPOEMs: Levalbuterol (Xopenex) is no more effective and no  
                           safer than albuterol in the treatment of moderate asthma exacerbations in children. These results are similar to the results printed on the product labeling for levalbuterol. In another study of severe asthma, there were fewer hospitalizations with levalbuterol than with albuterol  
                          treatment in patients (J Pediatr 2003:143:731-36). Given the 15-fold higher price of levalbuterol, it makes little sense to use it when albuterol is as effective. (LOE = 1b) ) 
Rabe KF, et al. Budesonide/formoterol in a single inhaler for maintenance and relief in mild-to-moderate asthma: a randomized, double-blind trial. Chest. 2006 Feb;129(2):246-56.  
Rabe KF, et al. Effect of budesonide/formoterol for reliever therapy in asthma exacerbations: a randomised controlled, double-blind study. Lancet. 2006 Aug 26;368(9537):744-53.  
Rabe KF, et al. Roflumilast--an oral anti-inflammatory treatment for chronic obstructive pulmonary disease: a randomised controlled trial. Lancet. 2005 Aug 13-19;366(9485):563-71.  
Rees J.  Asthma control in adults. BMJ. 2006 Apr 1;332(7544):767-71. 
Rodrigo GJ, Castro-Rodriguez JA. Anticholinergics in the treatment of children and adults with acute asthma: a systematic review with meta-analysis. Thorax. 2005 Aug 10. Conclusions:  
                              This review strongly suggests that the addition of multiple doses of inhaled ipratropium bromide to beta2-agonists seems indicated as the standard treatment in children, adolescent and adult patients with moderate to severe exacerbations of asthma in the emergency setting. 

Rodrigo GJ, Nannini LJ.  Tiotropium for the treatment of stable chronic obstructive pulmonary disease: A systematic review with meta-analysis. Pulm Pharmacol Ther. 2006 Mar 2    
Rodrigo GJ. Rapid effects of inhaled corticosteroids in acute asthma: an evidence-based evaluation. Chest. 2006 Nov;130(5):1301-11. Data suggests that ICS present early beneficial effects (1 to 2 h) when they were  
                                used in multiple doses administered in time intervals </= 30 min over 90 to 120 min. 
Salpeter S, Ormiston T, Salpeter E. Cardioselective beta-blockers for COPD. Cochrane Database Syst Rev. 2005 Oct 19;4:CD003566. Cardioselective beta- blockers, given to patients with COPD in the identified  
                            studies did not produce adverse respiratory effects. Given their demonstrated benefit in conditions such as heart failure, coronary artery disease and hypertension, cardioselective beta-blockers should not be routinely withheld from patients with COPD. 
Salpeter SR, et al. Meta-analysis: anticholinergics, but not beta-agonists, reduce severe exacerbations and respiratory mortality in COPD. J Gen Intern Med. 2006 Oct;21(10):1011-9. 
                           (InfoPOEMs: Anticholinergic treatment in patients with chronic obstructive pulmonary disease (COPD) produces better results than treatment with a beta-2 agonist. Studies comparing anticholinergic treatment with placebo have shown a greater decrease in the number of  
                           exacerbations. Studies comparing beta-2 agonist treatment with placebo have shown less benefit. In direct comparison with each other, there were 2.5 more exacerbations for every 100 patients treated with a beta-2 agonist instead of an anticholinergic. (LOE = 1a))  
Salpeter SR, Buckley NS. Systematic Review of Clinical Outcomes in COPD: beta-Agonist Use Compared With Anticholinergics and Inhaled Corticosteroids. Clin Rev Allergy  



 

                                                                                                                                                                                                                                                                                                       
                 Immunol. 2006 Oct;31(2-3):219-30. In conclusion, inhaled anticholinergic bronchodilators and corticosteroids should be used to improve long-term clinical outcomes in patients with COPD. beta-Agonists increase respiratory deaths in COPD, possibly as a result of poorer disease control. 
Sander N, et al. Dose counting and the use of pressurized metered-dose inhalers: canisters running on empty. Ann Allergy Asthma Immunol. 2006 Jul;97(1):34-8.  
Sano Y, Adachi M, Kiuchi T, Miyamoto T. Effects of nebulized sodium cromoglycate on adult patients with severe refractory asthma. Respir Med. 2005 Aug 8 
Scarfone RJ, Zorc JJ, Angsuco CJ.  Emergency physicians' prescribing of asthma controller medications. Pediatrics. 2006 Mar;117(3):821-7.  
Schuh S, et al. High-dose inhaled fluticasone does not replace oral prednisolone in children with mild to moderate acute asthma. Pediatrics. 2006 Aug;118(2):644-50.  
Schuh S, et al. A comparison of inhaled fluticasone and oral prednisone for children with severe acute asthma. N Engl J Med. 2000 Sep 7;343(10):689-94.  
Scicchitano R, et al. Efficacy & safety of budesonide/formoterol single inhaler vs a higher dose of budesonide in mod-severe asthma. Curr Med Res Opin. 2004 Sep;20(9):1403-18.  
Sheffer AL, Silverman M, Woolcock AJ, et al. Long-term safety of once-daily budesonide in patients with early onset, mild persistent asthma: results of the inhaled Steroid Treatment  
                 As Regular Therapy in early asthma (START) study. Annals of Allergy, Asthma and Immunology 2005; 94:48-54 
Silverman M, et al. Safety and tolerability of inhaled budesonide in children (3yrs) in the Steroid Treatment As Regular Therapy in early asthma (START) trial. Pediatr Allergy  
                 Immunol. 2006 May;17 Suppl 17:14-20. 
Slats AM, et al. Improvement in bronchodilation following deep inspiration after a course of high-dose oral prednisone in asthma. Chest. 2006 Jul;130(1):58-65.  
Smith AD, Cowan JO, Brassett, KP, et al. Use of exhaled nitric oxide measurements to guide treatment in chronic asthma. N Engl J Med 2005;352:2163-72. (InfoPOEMs: Using exhaled nitric  
                       oxide measurements to adjust inhaled corticosteroid doses allows patients to use a lower dose than the traditional approach based on symptoms and spirometry. Although there was no statistically significant differences regarding patient- 
                       oriented outcomes, all trends were consistent in favor of the fraction of nitric oxide measurement . (LOE = 1b-) )  
Sorkness CA, et al. for the Childhood Asthma Research and Education Network of the NHLBI. Long-term comparison of 3 controller regimens (fluticasone 100 mug twice daily  
                (fluticasone monotherapy), fluticasone 100 mug/salmeterol 50 mug in the morning and salmeterol 50 mug in the evening (PACT combination), and montelukast 5 mg in the  
                evening) for mild-moderate persistent childhood asthma: The Pediatric Asthma Controller Trial. (PACT) J Allergy Clin Immunol. 2006 Nov 29; [Epub ahead of print] Therefore,  
                             of the regimens tested, the PACT study findings favor fluticasone monotherapy in treating children with mild-moderate persistent asthma with FEV(1) >/= 80% predicted, confirming current guideline recommendations. 
Sovani MP, et al. A benefit-risk assessment of inhaled long-acting beta2-agonists in the management of obstructive pulmonary disease. Drug Saf. 2004;27(10):689-715. 
Stallberg B, et al. Potency ratio fluticasone (Flixotide Diskus)/budesonide (Pulmicort Turbuhaler). Respir Med. 2006 Aug 2. From these data the potency difference between the present drug inhaler combinations, Flixotide Diskus  
                            & Pulmicort Turbuhaler, was calculated to be between 1.50:1 (95% CI 1.10:1-2.05:1) & 1.75:1 (CI 1.26:1-2.43:1) depending on if patients with insufficient steroid-response were excluded from the calculations or not. In these steroid-naive patients, the potency difference was evident only at low daily doses, below 200mcg. 
Stelmach R, et al. Effect of treating allergic rhinitis with corticosteroids in patients with mild-to-moderate persistent asthma. Chest. 2005 Nov;128(5):3140-7.  
Stordal K, et al. Acid suppression does not change respiratory symptoms in children with asthma and gastro-oesophageal reflux disease. Arch Dis Child. 2005 Sep;90(9):956-60.  
                           (InfoPOEMs: Suppressing acid in asthmatic children with minimal symptoms of reflux does not improve asthma. This study does not address whether this holds true for children with clinically significant reflux. (LOE = 2b) )  

Stout JW, et al. Classification of asthma severity in children: the contribution of pulmonary function testing. Arch Pediatr Adolesc Med. 2006 Aug;160(8):844-50.  
Strunk RC, et al; for the CAMP Research Group. Mild to moderate asthma affects lung growth in children and adolescents. J Allergy Clin Immunol. 2006 Nov;118(5):1040-7.  
               Mild to moderate asthma results in a pattern of airway obstruction that increases in magnitude from age 5 to 18 years. 

Strunk RC, Bloomberg GR.  Omalizumab for asthma. N Engl J Med. 2006 Jun 22;354(25):2689-95. 
Tan WC, et al. in Caucasian versus Asian patients with asthma: 3-year results of the START study.Respirology. 2006 Nov;11(6):767-775.  
Tattersfield AE, et al. Comparison of formoterol and terbutaline for as-needed treatment of asthma: a randomised trial. Lancet. 2001 Jan 27;357(9252):257-61.  
Tattersfield AE, et al. Exacerbations of asthma: a descriptive study of 425 severe exacerbations. The FACET International Study Group. Am J Respir Crit Care Med. 1999 Aug;160(2):594-9.  
Teach SJ, et al. Improved asthma outcomes in a high-morbidity pediatric population: results of an emergency department-based randomized clinical trial. Arch Pediatr Adolesc Med.  
                     2006 May;160(5):535-41.  
Teper AM, Colom AJ, Kofman CD, et al. Effects of inhaled fluticasone propionate in children less than 2 years old with recurrent wheezing. Pediatr Pulmonol. 2004 Feb;37(2):111-5. 
Tomerak A, Vyas H, Lakenpaul M, et al. Inhaled beta2-agonists for treating non-specific chronic cough in children. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005373.  
van Noord JA, et al. Effects of tiotropium with and without formoterol on airflow obstruction and resting hyperinflation in patients with COPD. Chest. 2006 Mar;129(3):509-17.  
Vestbo J, et al.; TRISTSAN study group. Early onset of effect of salmeterol and fluticasone propionate in chronic obstructive pulmonary disease. Thorax. 2005 Apr;60(4):301-4.  
Vogelmeier C, et al. Budesonide/formoterol maintenance & reliever: an effective asthma treatment option? Eur Respir J. 2005 Nov;26(5):819-28. Erratum in: ERJ Dec;26(6):1191.  
Wagena EJ, Knipschild PG, et al. Efficacy of bupropion & nortriptyline for smoking cessation among people at risk for or with chronic obstructive pulmonary disease. Arch Intern  
                   Med. 2005 Oct 24;165(19):2286-92. CONCLUSIONS: Bupropion SR treatment is an efficacious aid to smoking cessation in patients with COPD. Nortriptyline treatment seems to be a useful alternative. 
Walker S, Monteil M, Phelan K, Lasserson TJ, et al.  Anti-IgE omalizumab for chronic asthma in adults & children. Cochrane Database Syst Rev. 2006 Apr 19;(2):CD003559. 
Walters J, Walters E, Wood-Baker R. Oral corticosteroids for stable chronic obstructive pulmonary disease. Cochrane Database Syst Rev. 2005 Jul 20;(3):CD005374. CONCLUSIONS: There  
                              is no evidence to support the long-term use of oral steroids at doses less than 10-15 mg prednisolone though some evidence that higher doses (>/= 30 mg prednisolone) improve lung function over a short period. Potentially harmful adverse effects e.g.. diabetes,  
                              hypertension, osteoporosis would prevent recommending long-term use at these high doses in most patients. 
Wen MC, et al. Efficacy and tolerability of anti-asthma herbal medicine intervention in adult patients with moderate-severe allergic asthma. J Allergy Clin Immunol. 2005     
                   Sep;116(3):517-24. CONCLUSION: Anti-asthma herbal medicine intervention appears to be a safe and effective alternative medicine for treating asthma. In contrast with prednisone, ASHMI had no adverse effect on adrenal function and had a beneficial effect on T(H)1 and T(H)2 balance. 
Wilt TJ, Niewoehner D, Kim C, et al. Use of spirometry for case finding, diagnosis, and management of chronic obstructive pulmonary disease (COPD). Evid Rep Technol Assess  
                   (Summ). 2005 Aug;(121):1-7. http://hiru.mcmaster.ca/PLUS_BATCHES/batch173_110905/8314.pdf  



 

                                                                                                                                                                                                                                                                                                       
Wong CH, et al. Gastro-oesophageal reflux disease in 'difficult-to-control' asthma: prevalence and response to treatment with acid suppressive therapy. Aliment Pharmacol Ther.  
                    2006 May 1;23(9):1321-7.  
Wouters EF, Postma DS, Fokkens B, et al. COSMIC (COPD and Seretide: a Multi-Center Intervention and Characterization) Study Group. Withdrawal of fluticasone propionate from  
                   combined salmeterol/fluticasone treatment in patients with COPD causes immediate and sustained disease deterioration: a randomised controlled trial. Thorax. 2005   
                   Jun;60(6):480-7. CONCLUSIONS: Withdrawal of FP in COPD patients using SFC resulted in acute and persistent deterioration in lung function and dyspnoea and in an increase in mild exacerbations and percentage of disturbed  
                          nights. This study clearly indicates a key role for ICS in the management of COPD as their discontinuation leads to disease deterioration, even under treatment with a LABA. 
Zeiger RS, Szefler SJ, Phillips BR, et al.; for the Childhood Asthma Research and Education Network of the National Heart, Lung, and Blood Institute. Response profiles to  
                   fluticasone and montelukast in mild-to-moderate persistent childhood asthma. J Allergy Clin Immunol. 2006 Jan;117(1):45-52.  
 
Web sites: 
Asthma UK www.asthma.org.uk; Allergy UK www.allergyuk.org; Lung & Asthma Information Agency www.laia.ac.uk.  
Canadian Asthma Consensus Guidelines web site http://www.asthmaguidelines.com   
Canadian Network For Asthma Care (CNAC)  http://www.cnac.net?english/clinics.html  
Global Initiative for Asthma (GINA) http://www.ginasthma.com  



INHALATIONAL  DEVICES and MONITORING TOOLS 
References: 
A Guide to Spirometry for Primary Care Physicians by Dr. J. Lowry  
Daman HR. Pulmonary function testing: use of the peak expiratory flow rate in an out-patient or office setting. J Asthma. 1984;21(5):331-7.  
Dolovich MB, Ahrens RC, Hess DR, et al. Device selection & outcomes of aerosol therapy: evidence-based guidelines:  
            American College of Chest Physicians/American College of Asthma, Allergy, and Immunology. Chest 2005 Jan;127(1):335-71. 
RxFiles Asthma Pharmacotherapy 2003; RxFiles Asthma & COPD Pharmacotherapy Comparison Chart 2006 www.RxFiles.ca  
Sander N, et al. Dose counting & the use of pressurized metered-dose inhalers: canisters running on empty. Ann Allergy Asthma Immunol. 2006  
             Jul;97(1):34-8.  
www.inspiratory.com "In-check DIAL" bibliography  
 



TOBACCO / SMOKING CESSATION PHARMACOTHERAPY 

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

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

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

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

 

References:  

 
1 MicroMedex 2006;  Lexi Drugs 2006 
2 Therapeutic Choices 2003 
3 Henningfield J, Reginald V, August R, et al. Pharmacotherapy for Nicotine Dependence. CA Cancer J Clin 2005;55:281-299 
4 Morales-Suarez-Varela MM, Bille C, Christensen K, Olsen J. Smoking habits, nicotine use, and congenital malformations. Obstet Gynecol. 2006 Jan;107(1):51-7. 
5 Ludvig J, Miner B, Eisenberg M. Smoking Cessation in patients with coronary artery disease. AHJ 2004;149(4):565-570. 
6 Silagy C, Lancaster T, Stead L, Mant D, Fowler G.  Nicotine replacement therapy for smoking cessation.Cochrane Database Syst Rev. 2004;(3):CD000146. 
7 Silagy C, Lancaster T, Stead L, et al. Nicotine replacement therapy for smoking cessation. The Cochrane Database of Systemic Reviews 2004;3 
8 Lam W, Sze PC, Sacks HS, Chalmers TC.  Meta-analysis of randomised controlled trials of nicotine chewing-gum. Lancet. 1987 Jul 4;2(8549):27-30.  
9 Jorenby DE,  A controlled trial of sustained-release bupropion, a nicotine patch, or both for smoking cessation. N Engl J Med. 1999 Mar 4;340(9):685-91. . 
10 Chatkin JM, Mariante de Abreu C, Haggstram FM, et al..  Abstinence rates and predictors of outcome for smoking cessation: do Brazilian smokers need special strategies? Addiction. 2004 Jun;99(6):778-84. 
11 Simon JA, Duncan C, Carmody TP, Hudes ES. Bupropion for smoking cessation: a randomized trial. Arch Intern Med. 2004 Sep 13;164(16):1797-803. 
12 Joseph AM, Norman SM, Ferry LH, et al. The safety of transdermal nicotine as an aid to smoking cessation in patients with cardiac disease. N Engl J Med. 1996 Dec 12;335(24):1792-8. (n=584, 14 wks) 
13 http://heartdisease.about.com/cs/riskfactors/a/rimonabant_p.htm 
14 Hughes J, Stead L, Lancaster T. Antidepressants for Smoking Cessation. The Cochrane Database of Systemic Reviews 2004;4. 
15 Paluck EC, McCormack JP, Ensom MH, Levine M, Soon JA, Fielding DW.  Outcomes of bupropion therapy for smoking cessation during routine clinical use. Ann Pharmacother. 2006 Feb;40(2):185-90. 
16 Tonstad S, Farsang C, Klaene G, et al. Bupropion SR for smoking cessation in smokers with cardiovascular disease: a multicentre, randomised study. Eur Heart J. 2003 May;24(10):946-55.(n=629, 52 wks) 
17 Regier L, Jensen B.  Can Zyban be given with SSRIs in RxFiles Q&A Summary.  Accessed at: http://www.rxfiles.ca/acrobat/zyban%2Dssri%2Dq%26a.pdf 
18 Wisner KL, Hanusa BH, Perel JM, Peindl KS, et al. Postpartum depression: a randomized trial of sertraline versus nortriptyline. J Clin Psychopharmacol. 2006 Aug;26(4):353-60. 
19 Weissman AM, Levy BT, Hartz AJ, et al. Pooled analysis of antidepressant levels in lactating mothers, breast milk, and nursing infants. Am J Psychiatry. 2004 Jun;161(6):1066-78.  
20 Wagena E, et al. Efficacy of Bupropion & Nortriptyline for Smoking Cessation Among People at Risk for or with Chronic Obstructive Pulmonary Disease. Arch Intern Med 2005;165:2286-2292 (n=225; 12 wks). 
21 Haggstram FM, Chatkin JM, et al. A controlled trial of nortriptyline, bupropion SR & placebo for smoking cessation: preliminary results. Pulm Pharmacol Ther. 2006;19(3):205-9. Epub 2006 Mar 6. 
22 Henningfield J, Reginald V, August R, et al. Pharmacotherapy for Nicotine Dependence. CA Cancer J Clin 2005;55:281-299. 
23 Critchley J, Capewell S. Mortality Risk Reduction Associated with Smoking Cessation in Patients with Coronary Heart Disease. JAMA 2003; 290(1):86-97.    
24 http://heartdisease.about.com/cs/riskfactors/a/rimonabant_p.htm; http://www.docguide.com/news/content.nsf;  http://www.uc.edu/news/NR.asp?id=1417; http://psychiatriymmc.com/displayArticle.cfm?article.cfm?articleID=article105 
25 Acomplia (rimonabant) and OTC orlistat for weight loss. Pharmacist’s Letter 2006;22(3):220313. 
26 Medical Letter 2006. 48;66-68. 
27 Tonstad S, Tonnesen P, Hajek P, et al. Varenicline Phase 3 Study Group.  Effect of maintenance therapy with varenicline on smoking cessation: a randomized controlled trial. JAMA. 2006 Jul 5;296(1):64-71.  
28 Gonzales D, Rennard SI, Nides M, et al; Varenicline Phase 3 Study Group.  Varenicline, an alpha4beta2 nicotinic acetylcholine receptor partial agonist, 
   vs sustained-release bupropion and placebo for smoking cessation: a randomized controlled trial.  JAMA. 2006 Jul 5;296(1):47-55. (InfoPOEMs: Varenicline (Chantix) therapy for 12 weeks is significantly more effective than placebo at maintaining smoking abstinence at 52  
   weeks. Varenicline may also be marginally more effective than bupropion SR. Reported success rates are likely to be higher than real-world settings. (LOE = 1b)) 
29 Jorenby DE, Hays JT, Rigotti NA, et al.; Varenicline Phase 3 Study Group.  Efficacy of varenicline, an alpha4beta2 nicotinic acetylcholine receptor 
    partial agonist, vs placebo or sustained-release bupropion for smoking cessation: a randomized controlled trial.  JAMA. 2006 Jul 5;296(1):56-63.  
30 Critchley J, Capewell S. Mortality Risk Reduction Associated with Smoking Cessation in Patients with Coronary Heart Disease. JAMA 2003; 290(1):86-97.   
31 Weblinks: http://www.healthknowledgecentral.org/onepagers/smoking.pdf; http://www.quitnet.com/Library/Guides/NRT/lozenge_specifics.jtml  
32 Ranney L, Melvin C, Lux L et al.  Systematic Review: Smoking cessation Intervention Strategies for adults and adults in special populations.  Ann Intern Med. 2006 Sep 5; [Epub ahead of print] Early Release – Accessed online at 

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

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

of the Fagerstrom tolerance questionnaire.  J Behav Med. 1989;12:159-82.} 

 



 
 
TOBACCO / SMOKING CESSATION PHARMACOTHERAPY Extra articles: 
Bartecchi C, et al. Reduction in the incidence of acute myocardial infarction associated with a citywide smoking ordinance. Circulation. 2006 Oct 3;114(14):1490-6. Epub 2006 Sep 25. (InfoPOEMs: This observational study found that a citywide smoking ban was associated with a  
            reduction in the incidence of acute myocardial infarction (AMI) by approximately 70 per 100,000 person-years (that is, approximately 1 fewer AMI for every 1400 persons per year). Share this information with local politicians and other community leaders who are resisting curbs on smoking. Another  
            study by the Centers for Disease Control and Prevention found that a smoking ban in El Paso, Texas, had no negative economic consequences for bars and restaurants.* *http://www.cdc.gov/mmwr/preview/mmwrhtml/mm5307a2.htm (LOE = 4) ) 
Bjerregaard BK, et al. The effect of occasional smoking on smoking-related cancers : In the European Prospective Investigation into Cancer and Nutrition (EPIC). Cancer Causes Control. 2006 Dec;17(10):1305-9.  
Burstein AH, et al. Pharmacokinetics, safety, and tolerability after single and multiple oral doses of varenicline in elderly smokers. J Clin Pharmacol. 2006 Nov;46(11):1234-40. Thus, no dose adjustment is necessary based on age alone. 
Etter JF. Cytisine for smoking cessation: a literature review and a meta-analysis. Arch Intern Med. 2006 Aug 14-28;166(15):1553-9.  
Gunnell AS, et al. Synergy between Cigarette Smoking and Human Papillomavirus Type 16 in Cervical Cancer In situ Development. Cancer Epidemiol Biomarkers Prev. 2006 Oct 20; [Epub ahead of print]  
Harvard Study Confirms Rise in Nicotine Delivery of Cigarettes A reanalysis of data released last summer confirms that the nicotine yield from cigarettes increased about 11% from 1998 to 2005. A Harvard School of Public Health review of the data, which are annually  
         reported to the Massachusetts Department of Public Health by cigarette manufacturers, was released online. It found the nicotine increase across brands from the four major manufacturers and in all categories of cigarettes, such as menthol and ultralight. 
        The report said the nicotine boost was accomplished both by increasing the amount of nicotine in the cigarettes and by redesigning them to burn more slowly, so users take more puffs per cigarette.  http://www.hsph.harvard.edu/nicotine/trends.pdf  
Haslemo T, et al. The effect of variable cigarette consumption on the interaction with clozapine and olanzapine. Eur J Clin Pharmacol. 2006 Nov 7; [Epub ahead of print] A daily consumption of 7-12 cigarettes is probably sufficient for maximum induction of clozapine and olanzapine  
            metabolism. A 50% lower starting dose of both drugs in non-smokers seems rational to avoid side effects. 
Keating GM, Siddiqui MA. Varenicline : A Review of its Use as an Aid to Smoking Cessation Therapy. CNS Drugs. 2006;20(11):945-960.  
Maisonneuve P, et al. Impact of smoking on patients with idiopathic chronic pancreatitis. Pancreas. 2006 Aug;33(2):163-8.  
Menzies D, et al. Respiratory symptoms, pulmonary function, and markers of inflammation among bar workers before and after a legislative ban on smoking in public places. JAMA. 2006 Oct 11;296(14):1742-8.  
Mirkhel A, et al. Frequency of aspirin resistance in a community hospital. Am J Cardiol. 2006 Sep 1;98(5):577-9. Epub 2006 Jun 30. In conclusion, this study estimates aspirin resistance prevalence and shows a strong association of smoking with platelet hyperactivity in a diverse  
            community hospital population. Nonresponders to 81 mg/day frequently responded to 325 mg/day or to the addition of clopidogrel. 
Moshammer H, et al. Parental smoking and lung function in children: an international study. Am J Respir Crit Care Med. 2006 Jun 1;173(11):1255-63. Epub 2006 Feb 16.  
Mohiuddin SM, Mooss AN, Hunter CB, et al. Intensive smoking cessation intervention reduces mortality in high-risk smokers with cardiovascular disease. Chest. 2007 Feb;131(2):446-52. At 24 months, continuous abstinence smoking cessation rates were 33% in the intensive- 
           treatment group and 9% in the usual-care group (p < 0.0001). Over the 2-year follow-up period, 41 patients in the usual-care group were hospitalized compared to 25 patients in the intensive-treatment group (relative risk reduction [RRR], 44%; 95% confidence interval  
           [CI], 16 to 63%; p = 0.007). The all-cause mortality rate was 2.8% in the intensive-treatment group and 12.0% in the usual-care group (RRR, 77%; 95% CI, 27 to 93%; p = 0.014). The absolute risk reduction in mortality was 9.2% with a number needed to treat of 11. 
National Institutes of Health State-of-the-Science Conference Statement: Tobacco Use: Prevention, Cessation, and Control. Ann Intern Med. 2006 Sep 5; [Epub ahead of print] 
Nides M, et al. Smoking cessation with varenicline, a selective alpha4beta2 nicotinic receptor partial agonist: results from a 7-week, randomized, placebo- and bupropion-controlled trial with 1-year follow-up. Arch Intern Med. 2006 Aug 14-28;166(15):1561-8.  (InfoPOEMs:  
             Approximately 1 in 7 highly motivated patients will not be smoking 1 year after taking varenicline (Chantix) 1 mg twice daily for 6 weeks. Lower doses did not work. Side effects will be common and will not be tolerated by some patients. (LOE = 1b-) )  
Oncken C, et al. Efficacy and safety of the novel selective nicotinic acetylcholine receptor partial agonist, varenicline, for smoking cessation. Arch Intern Med. 2006 Aug 14-28;166(15):1571-7.  
Okuyemi KS, Nollen NL, Ahluwalia JS. Interventions to facilitate smoking cessation. Am Fam Physician. 2006 Jul 15;74(2):262-71. Review. Summary for patients in: Am Fam Physician. 2006 Jul 15;74(2):276.  
O'Malley SS, et al. A controlled trial of naltrexone augmentation of nicotine replacement therapy for smoking cessation. Arch Intern Med. 2006 Mar 27;166(6):667-74.  
Pletcher MJ, et al. Menthol cigarettes, smoking cessation, atherosclerosis, and pulmonary function: the Coronary Artery Risk Development in Young Adults (CARDIA) Study. Arch Intern Med. 2006 Sep 25;166(17):1915-22.  
Ranney L, Melvin C, Lux L, McClain E, Lohr KN.  Systematic Review: Smoking Cessation Intervention Strategies for Adults and Adults in Special Populations. Ann Intern Med. 2006 Sep 5; [Epub ahead of print]  
Retnakaran R, et al. Cigarette smoking and cardiovascular risk factors among Aboriginal Canadian youths. CMAJ. 2005 Oct 11;173(8):885-9.  
Rigotti NA, et al. Bupropion for smokers hospitalized with acute cardiovascular disease. Am J Med. 2006 Dec;119(12):1080-7. Bupropion improved short-term but not long-term smoking cessation rates over intensive counseling and appeared to be safe in hospitalized smokers with acute  
            cardiovascular disease. 
SDIS – Guidelines for NRT during pregnancy and lactation.  Available at: http://www.usask.ca/pharmacy-nutrition/services/sdis.shtml  
Soria R, et al. A randomised controlled trial of motivational interviewing for smoking cessation. Br J Gen Pract. 2006 Oct;56(531):768-74. (InfoPOEMs: In this study with several biases favoring the intervention, motivational interviewing appears to be more effective than brief advice in  
            promoting smoking cessation. (LOE = 2b))  
Stranges S, et al. Lifetime cumulative exposure to secondhand smoke and risk of myocardial infarction in never smokers: results from the Western new york health study, 1995-2001. Arch Intern Med. 2006 Oct 9;166(18):1961-7. Exposure to SHS has declined sharply among  
            nonsmokers in recent years. In the absence of high levels of recent exposure to SHS, cumulative lifetime exposure to SHS may not be as important a risk factor for MI as previously thought. 
Tverdal A, Bjartveit K. Health consequences of reduced daily cigarette consumption. Tob Control. 2006 Dec;15(6):472-80. Long-term follow-up provides no evidence that heavy smokers who cut down their daily cigarette consumption by >50% reduce their risk of premature death significantly.  
            In health education and patient counselling, it may give people false expectations to advise that reduction in consumption is associated with reduction in harm. 
 
 
 
 
 
 
 
 
 
 
 
 



 
  

References Cannabinoids:   
Prepared by: Brent Jensen BSP, Loren Regier BSP BA for www.RxFiles.ca  
Copyright & Disclaimer Information:  http://www.rxfiles.ca/Copyright%20&%20Disclaimer.html  

 
 
1. Williamson EM, Evans FJ. Cannabinoids in clinical practice. Drugs. 2000 Dec;60(6):1303-14.    
 2. Use of Cannabis or Cannabinoids for Non-Malignant Chronic Pain Feb 2004. Alberta Heritage Foundation for Medical Research http://www.ahfmr.ab.ca/publications   
3. Beal JE, Olson R, Laubenstein L, et al. Dronabinol as a treatment for anorexia associated with weight loss in patients with AIDS. J Pain Symptom Manage. 1995 Feb;10(2):89-97.  n-139                                                                    
4. Natural Medicines Comprehensive Database 2005 
5. Campbell FA, Tramer MR, Carroll D, Reynolds DJ, Moore RA, McQuay HJ. Are cannabinoids an effective and safe treatment option in the management of pain? A qualitative systematic review. BMJ. 2001 Jul 7;323(7303):13-6. Conclusion:  
    Cannabinoids are no more  effective than codeine in controlling pain and have depressant effects on the central nervous system that limit their use. Their widespread introduction into clinical practice for pain management is therefore  
     undesirable. In acute postoperative pain they should not be  used. Before cannabinoids can be considered for treating spasticity and neuropathic pain, further valid randomised controlled studies are needed. 
6. Tramer MR, Carroll D, Campbell FA, et al. Cannabinoids for control of chemotherapy induced nausea and vomiting: quantitative systematic review. BMJ. 2001 Jul 7;323(7303):16-21. CONCLUSIONS: In selected patients, the cannabinoids tested  
    in these trials may be useful as mood enhancing adjuvants for controlling chemotherapy related sickness. Potentially serious adverse effects, even when taken short term orally or intramuscularly, are likely to limit their widespread use. 
7. Zajicek J, Fox P, et al.; UK MS Research Group. Cannabinoids for treatment of spasticity & other symptoms related to multiple sclerosis (CAMS study): multicentre randomised placebo-controlled trial. Lancet. 2003 Nov 
    8;362(9395):1517-26.n=630 15wk     INTERPRETATION: Treatment with cannabinoids did not have a beneficial effect on spasticity when assessed with the Ashworth scale. However, though there was a degree of unmasking among  
    the patients in the active treatment groups, objective improvement  in mobility and patients' opinion of an improvement in pain suggest cannabinoids might be clinically useful. 
8. Fox P, Bain PG, Glickman S, et al. The effect of cannabis on tremor in patients with multiple sclerosis. Neurology. 2004 Apr 13;62(7):1105-9. n=14 Cannabis extract does not produce a functionally significant improvement in MS- 
    associated tremor.  
9. Smith PF. The safety of cannabinoids for the treatment of multiple sclerosis. Expert Opin Drug Saf. 2005 May;4(3):443-56. Conclusion: given the modest therapeutic effects of cannabinoids demonstrated so far, & the risk of long-term  
     adverse side effects, there is  reason to be cautious about their use in the treatment of MS.   
10. Marijuana Medical Access Division, Drug Strategy & Controlled Substances Program, AL: 3503B, Ottawa, On K1A 1B9  1-866-337-7705) or the website www.hc-sc.gc.ca/dhp-mps/marihuana/index_e.html -Forms B1 & B2 &  
      Daily Amount Fact Sheet      Info for Health care professionals: www.hc-sc.gc.ca/dhp-mps/marihuana/how-comment/medpract/infoprof/information_e.html  
11. Sativex Fact sheet Health Canada http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-dgpsa/pdf/prodpharma/sativex_factsheet_e.pdf     Trial Info at  www.gwpharm.com & www.ccohta.ca            
12. Zajicek JP, et al.. Cannabinoids in multiple sclerosis (CAMS) study: safety and efficacy data for 12 months follow up. J Neurol Neurosurg Psychiatry. 2005 Dec;76(12):1664-9.  
13. Laumon B, Gadegbeku B, Martin JL, Biecheler MB. Cannabis intoxication and fatal road crashes in France: population based case-control study. BMJ. 2005 Dec 10;331(7529):1371. Epub 2005 Dec 1.  
14. London Royal Collage of Physicians Report Cannabis and cannabis-based medicines. Potential benefits and risks to health. Report of a Working Party 2005 Summary & Conclusions:  
      http://www.rcplondon.ac.uk/pubs/books/cannabis/cannabis_summary.pdf     
15. Arendt M, Rosenberg R, Foldager L, Perto G, Munk-Jorgensen P. Cannabis-induced psychosis and subsequent schizophrenia-spectrum disorders: follow-up study of 535 incident cases. Br J Psychiatry. 2005 Dec;187:510-5.  
16. Fergusson DM, Poulton R, Smith PF, Boden JM. Cannabis and psychosis. BMJ. 2006 Jan 21;332(7534):172-5. 
17. Burns TL, Ineck JR. Cannabinoid analgesia as a potential new therapeutic option in the treatment of chronic pain. Ann Pharmacother. 2006 Feb;40(2):251-60. Epub 2006 Jan 31.  
18 Rog DJ, Nurmikko TJ, Friede T, Young CA.  Randomized, controlled trial of cannabis-based medicine in central pain in multiple sclerosis. Neurology. 2005 Sep 27;65(6):812-9.  
19. Fergusson DM, Poulton R, Smith PF, Boden JM.  Cannabis and psychosis. BMJ. 2006 Jan 21;332(7534):172-5. 
20. Muller-Vahl KR.   Cannabinoids reduce symptoms of Tourette's syndrome. Expert Opin Pharmacother. 2003 Oct;4(10):1717-25. 
21. Mehra R, Moore BA, Crothers K, Tetrault J, Fiellin DA.  The association between marijuana smoking and lung cancer: a systematic review. Arch Intern Med. 2006 Jul 10;166(13):1359-67.  
22. Nabilone for Chemotherapy induced nausea & vomiting. Medical Letter Dec 4/18, 2006. 
23. Lynch ME, Young J, Clark AJ. A case series of patients using medicinal marihuana for management of chronic pain under the Canadian Marihuana Medical Access Regulations. J Pain Symptom Manage. 2006 Nov;32(5):497-501. n=30  
     Doses of marihuana ranged from less than 1 to 5g per day via the smoked or oral route of administration. Ninety-three percent of patients reported moderate or greater pain relief. Side effects were reported by 76% of patients, the most  
     common of which were increased appetite and a sense of well-being, weight gain, and slowed thoughts.  (Ave dose = 2.5g/day). 
 

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

Tetranabinex/nabidiolexTetranabinex/nabidiolex SATIVEXSATIVEX

BuccalBuccal spray solution (Narcotic)spray solution (Narcotic)
Indicated for adjunctive symptomatic relief of Indicated for adjunctive symptomatic relief of 
neuropathic pain in MS pts >18yrsneuropathic pain in MS pts >18yrs
Canada: 1st country to approve useCanada: 1st country to approve use
Limited evidence (66 person trial)Limited evidence (66 person trial)
Cost $537/4 bottles (40 days)Cost $537/4 bottles (40 days)

?

?? ?

 
 
 

CannabisCannabis --containscontains ~70 ~70 cannabinoidscannabinoids

Delta 9 THC is most psychoactive formDelta 9 THC is most psychoactive form
DeltaDelta--8 THC & 8 THC & cannabinolcannabinol less psychoactiveless psychoactive
CannabidiolCannabidiol may have analgesic activitymay have analgesic activity
DronabinolDronabinol MARINOLMARINOL & & NabiloneNabilone CESAMETCESAMET
for N&V with chemo & anorexia in AIDSfor N&V with chemo & anorexia in AIDS ptspts
MarijuanaMarijuana--Medical Access Medical Access RegualtionsRegualtions
99--THC 2.7mg & THC 2.7mg & cannabidiolcannabidiol 2.5mg 2.5mg SATIVEXSATIVEX

buccalbuccal spray; often 4spray; often 4--5 sprays/day5 sprays/day
conditional approval for neuropathic pain in MS conditional approval for neuropathic pain in MS 
4 bottles=$500 (about 200sprays= 40 days 4 bottles=$500 (about 200sprays= 40 days txtx))

 



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

the incidence of adverse events among hospital patients in Canada. CMAJ. 2004 May 25;170(11):1678-86.  
2 Finchem JE. An overview of adverse drug reactions. American Pharmacy. 1991;NS31 (6):47-52. 
3 Martys CR. Adverse reactions to drugs in general practice. BMJ. 1997;2:1194-97. 
4 Gandhi TK, Weingart SN, Borus J, et al. Adverse drug events in ambulatory care. N Engl J Med. 2003;348:1556-64. 
5 Budnitz DS, Pollock DA, Weidenbach KN, Mendelsohn AB, Schroeder TJ, Annest JL. National surveillance of emergency department visits for outpatient adverse drug events. JAMA. 2006 Oct 18;296(15):1858-66.  
6 David Flockhart: Important DI cytochrome p450 information http://medicine.iupui.edu/flockhart/  
7 The Institute for Safe Medication Practices – website accessede at www.ismp.org  
---------------------------------------- 
Fick DM, Cooper JW, Wade WE, Waller JL, Maclean JR, Beers MH.  Updating the Beers criteria for potentially inappropriate medication use in older adults: results of a US consensus panel of experts. 
Arch Intern Med. 2003 Dec 8-22;163(22):2716-24. Erratum in: Arch Intern Med. 2004 Feb 9;164(3):298.                  
                                                                                                                                                                 http://www.hqc.sk.ca/download.jsp?V6ADFDoNmPRD+4vt8vmeKjBIzBf0QfLQkUwK4QBZaJst2U9rf2NOdQ==  
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