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Oct 9; [Epub ahead of print] Immediately after TIA or minor stroke, patients are at high risk of stroke, were followed for 90 days, which might be reduced by using clopidogrel in addition to aspirin. The haemorrhagic risks of the combination of aspirin (162mg load
then 81mg od) and clopidogrel (300mg load then 75mg od) do not seem to offset this potential benefit. We were unable to provide evidence of benefit of simvastatin (40mg od in evening) in this setting. This aggressive prevention approach merits further study.
294. Rothwell PM, Giles MF, Chandratheva A, et al; on behalf of the Early use of Existing Preventive Strategies for Stroke (EXPRESS) study. Effect of urgent treatment of transient ischaemic attack and minor stroke on early recurrent stroke (EXPRESS study):
a prospective population-based sequential comparison. Lancet. 2007 Oct 8; [Epub ahead of print] (Drugs used:ASA 300mg x1 then 75mg od, clopidogrel 300mg x1 then 75mg od x 30 days, simvastatin 40mg od, perindopril 4mg od +/- indapamide 1.25mg od) Early
initiation of existing treatments after TIA or minor stroke was associated with an 80% reduction in the risk of early recurrent stroke. Further follow-up is required to determine long-term outcome, but these results have immediate implications for service provision
and public education about TIA and minor stroke.[ 300-mg loading dose and subsequent 75-mg daily dose of aspirin. This was combined with a 300-mg loading dose followed by a 75-mg daily dose of clopidogrel for 30 days.90-day stroke risk was 10.3% in
phase 1 and 2.1% in phase 2 (adjusted hazard ratio, 0.20; P = .0001).]
295. Lavallee PC, Meseguer E, Abboud H, Cabrejo L, Olivot JM, Simon O, Mazighi M, Nifle C, Niclot P, Lapergue B, Klein IF, Brochet E, Steg PG, Leseche G, Labreuche J, Touboul PJ, Amarenco P. A transient ischaemic attack clinic with round-the-clock access
(SOS-TIA): feasibility and effects. Lancet Neurol. 2007 Oct 8; [Epub ahead of print]

296. Wiviott SD, Braunwald E, McCabe CH, et al.; the TRITON-TIMI 38 Investigators. Prasugrel versus Clopidogrel in atients with Acute Coronary Syndromes. N Engl J Med. 2007 Nov 4; [Epub ahead of print] In patients with acute coronary syndromes with
scheduled percutaneous coronary intervention, prasugrel therapy was associated with significantly reduced rates of ischemic events, including stent thrombosis, but with an increased risk of major bleeding, including fatal bleeding. Overall mortality did not differ
significantly between treatment groups.
297. Anderson JL, Horne BD, Stevens SM, Grove AS, Barton S, Nicholas ZP, Kahn SF, May HT, Samuelson KM, Muhlestein JB, Carlquist JF; Couma-Gen Investigators. Randomized trial of genotype-guided versus standard warfarin dosing in patients initiating oral
anticoagulation. Circulation. 2007 Nov 27;116(22):2563-70. Epub 2007 Nov 7. An algorithm guided by pharmacogenetic and clinical factors improved the accuracy and efficiency of warfarin dose initiation. Despite this, the primary end point of a reduction in outof-range INRs was not achieved. In subset analyses, pharmacogenetic guidance showed promise for wild-type and multiple variant genotypes.( CYP2C9 *2 and CYP2C9 *3 and VKORC1C1173T)
298. Ad2000 Collaborative Group. Aspirin 75mg/d in Alzheimer's disease (AD2000): a randomised open-label trial. Lancet Neurol. 2007 Dec 6; [Epub ahead of print] n=310. Although aspirin is commonly used in dementia, in patients with typical AD 2 years of
treatment with low-dose aspirin has no worthwhile benefit and increases the risk of serious bleeds.
299. Garcia DA, Regan S, Henault LE, et al. Risk of thromboembolism with short-term interruption of warfarin therapy. Arch Intern Med. 2008;168 63-69. Current guidelines from several European and US cardiology groups allow for the cessation of warfarin for up
to 1 week in patients at risk for bleeding because of an invasive procedure such as dental surgery or colonoscopy. Although we still need more research to provide a definitive answer, this study does not refute these recommendations, finding that 0.59% of patients
who stop treatment develop a thromboembolism within the subsequent 30 days. (LOE = 2b)
300. Krasopoulos G, Brister SJ, Beattie WS, Buchanan MR. Aspirin "resistance" and risk of cardiovascular morbidity: systematic review and meta-analysis. BMJ. 2008 Jan 17; [Epub ahead of print] Patients who are resistant to aspirin are at a greater risk of clinically
important cardiovascular morbidity long term than patients who are sensitive to aspirin.
301. van Stralen KJ, Rosendaal FR, Doggen CJ. Minor injuries as a risk factor for venous thrombosis. Arch Intern Med. 2008 Jan 14;168(1):21-6.
302. Oliveira GBF, Crespo EM, Becker RC, et al. Incidence and prognostic significance of thrombocytopenia in patients treated with prolonged heparin therapy. Arch Intern Med. 2008;168:94-102.
303. Cohen AT, Tapson VF, Bergmann JF, et al. Venous thromboembolism risk and prophylaxis in the acute hospital care setting (ENDORSE study): a multinational cross-sectional study. Lancet. 2008;371:387-394.
304. Ho PM, Peterson ED, Wang L, et al. Incidence of death and acute myocardial infarction associated with stopping clopidogrel after acute coronary syndrome. JAMA. 2008 Feb 6;299(5):532-9.
305. Sconce E, Avery P, Wynne H, et al. Vitamin K supplementation can improve stability of anticoagulation for patients with unexplained variability in response to warfarin. Blood. 2007 Mar 15;109(6):2419-23. Epub 2006 Nov 16. Vitamin K supplementation can
help achieve control of anticoagulation in adults with unexplained instability of response to warfarin. This may be a welcome relief to frustrated patients, clinicians, and staff. (LOE = 1b)
306. Schwarz UI, Ritchie MD, Bradford Y, Li C, Dudek SM, Frye-Anderson A, Kim RB, Roden DM, Stein CM. Genetic determinants of response to warfarin during initial anticoagulation. N Engl J Med. 2008 Mar 6;358(10):999-1008. Initial variability in the INR
response to warfarin was more strongly associated with genetic variability in the pharmacologic target of warfarin, VKORC1, than with CYP2C9.
307. Tapson VF. Acute pulmonary embolism. N Engl J Med. 2008 Mar 6;358(10):1037-52.
308. Bennett CL, Silver SM, Djulbegovic B, et al. Venous thromboembolism and mortality associated with recombinant erythropoietin and darbepoetin administration for the treatment of cancer-associated anemia. JAMA. 2008 Feb 27;299(8):914-24.
309. L'Allier PL, et al. PREPAIR Study Investigators. Clopidogrel 600-mg double loading dose achieves stronger platelet inhibition than conventional regimens: results from the PREPAIR randomized study. J Am Coll Cardiol. 2008 Mar 18;51(11):1066-72.
310. Douketis JD, et al. The risk for fatal pulmonary embolism after discontinuing anticoagulant therapy for venous thromboembolism. Ann Intern Med. 2007 Dec 4;147(11):766-74. The risk for fatal PE is 0.19 to 0.49 events per 100 person-years for patients who
have finished a course of anticoagulant therapy for a first episode of symptomatic VTE. The case-fatality rate for death from recurrent PE is 4% to 9%.
311. Thijs V, Lemmens R, Fieuws S. Network meta-analysis: simultaneous meta-analysis of common antiplatelet regimens after transient ischaemic attack or stroke. Eur Heart J. 2008 Mar 17; [Epub ahead of print] In the network meta-analysis, all antiplatelet regimens
(aspirin, aspirin plus dipyridamole, thienopyridines, and combination of aspirin and thienopyridines) were significantly more effective than placebo. The combination of aspirin and dipyridamole was more effective than thienopyridines (OR, 0.84; 95% CI, 0.73-0.97)
and more effective than aspirin (OR, 0.78; 95% CI, 0.70-0.87). Our analysis suggests that the most powerful antiplatelet regimen in the prevention of serious vascular events after TIA or stroke is the combination of aspirin and dipyridamole.
312. O'Donnell MJ, Hankey GJ, Eikelboom JW. Antiplatelet Therapy for Secondary Prevention of Noncardioembolic Ischemic Stroke. A Critical Review. Stroke. 2008 Mar 27; [Epub ahead of print] For patients with ischemic stroke or transient ischemic attack caused
by atherothromboembolism, immediate & long-term aspirin reduces the relative risk of recurrent stroke, MI, & death attributable to vascular causes. Oral anticoagulation is not more effective than aspirin. Long-term clopidogrel reduces the relative risk of stroke, MI,
or vascular death by about 9% (0.3% to 16.5%) compared with aspirin. Any long-term benefits of clopidogrel combined with aspirin, compared with aspirin or clopidogrel alone, appear to be offset by increased major bleeding. The combination of aspirin and
extended-release dipyridamole reduces the relative odds of stroke, MI, or vascular death by about 18% (odds ratio 0.82, 0.74 to 0.91) compared with aspirin alone without causing more bleeding. Cilostazole reduces the risk of stroke, MI, or vascular death by 39%
compared to placebo. A large clinical trial comparing clopidogrel with the combination of aspirin and dipyridamole, in >20 000 patients with recent (<120 days) atherothrombotic ischemic stroke, is expected to report in 2008. Emerging antiplatelet therapies
presently being evaluated for secondary prevention of atherothromboembolism include other P2Y12 ADP receptor antagonists (prasugrel, cangrelor, AZD 6140), thromboxane receptor antagonists (eg, S18886 - terutroban), and thrombin receptor (PAR-1)
antagonists (eg, SCH530348).
313. Verro P, Gorelick PB, Nguyen D. Aspirin plus dipyridamole versus aspirin for prevention of vascular events after stroke or TIA: a meta-analysis. Stroke. 2008 Apr;39(4):1358-63. Epub 2008 Mar 6. The combination of aspirin plus dipyridamole is more effective
than aspirin alone in preventing stroke and other serious vascular events in patients with minor stroke and TIAs.
314. Perry DJ, Nokes TJ, Heliwell PS. Guidelines for the management of patients on oral anticoagulants requiring dental surgery. London (UK): British Committee for Standards in Haematology; 2007.
315. Dember LM, Beck GJ, Allon M, et al. Dialysis Access Consortium Study Group. Effect of clopidogrel on early failure of arteriovenous fistulas for hemodialysis: a randomized controlled trial. JAMA. 2008 May 14;299(18):2164-71. Clopidogrel reduces the
frequency of early thrombosis of new arteriovenous fistulas but does not increase the proportion of fistulas that become suitable for dialysis.
316. Medical Letter. Treatment Guidelines. Antiplatelet and Anticoagulant Drugs May 2008.
317. Lubitz SA, Fischer A, Fuster V. Catheter ablation for atrial fibrillation. BMJ. 2008 Apr 12;336(7648):819-26.
318. Ovbiagele B, Cruz-Flores S, Lynn MJ, Chimowitz MI; Warfarin-Aspirin Symptomatic Intracranial Disease (WASID) Study Group. Early stroke risk after transient ischemic attack among individuals with symptomatic intracranial artery stenosis. Arch Neurol. 2008
Jun;65(6):733-7. Among individuals having intracranial atherosclerotic disease with TIA, most subsequent strokes in the territory of a stenotic intracranial artery occur early (ie, < or =90 days). Prompt management of TIA in patients having intracranial stenosis,
particularly those demonstrating cerebral infarction on brain imaging, is indicated.
319. Rahme E, Dasgupta K, Burman M, et al. Postdischarge thromboprophylaxis and mortality risk after hip-or knee-replacement surgery. CMAJ. 2008 Jun 3;178(12):1545-54. Fewer than 1 in 5 elderly patients discharged home after a hip-or knee-replacement surgery
received postdischarge thromboprophylaxis. Those prescribed these medications had a lower risk of short-term mortality.
320. Eriksson BI, Dahl OE, Rosencher N, et al..; RE-NOVATE Study Group. Dabigatran etexilate versus enoxaparin for prevention of venous thromboembolism after total hip replacement: a randomised, double-blind, non-inferiority trial. Lancet. 2007 Sep
15;370(9591):949-56. Erratum in: Lancet. 2007 Dec 15;370(9604):2004. Oral dabigatran etexilate was as effective as enoxaparin in reducing the risk of venous thromboembolism after total hip replacement surgery, with a similar safety profile.
321. Eriksson BI, et al. Rivaroxaban versus enoxaparin for thromboprophylaxis after hip arthroplasty. RECORD1 N Engl J Med. 2008 Jun 26;358(26):2765-75. A once-daily, 10-mg oral dose of rivaroxaban was significantly more effective for extended
thromboprophylaxis than a once-daily, 40-mg subcutaneous dose of enoxaparin in patients undergoing elective total hip arthroplasty. The two drugs had similar safety profiles.
322. Kakkar AK, Brenner B, Dahl OE, Eriksson BI, Mouret P, Muntz J, Soglian AG, Pap AF, Misselwitz F, Haas S; the RECORD2 Investigators. Extended duration rivaroxaban versus short-term enoxaparin for the prevention of venous thromboembolism after total
hip arthroplasty: a double-blind, randomised controlled trial. Lancet. 2008 Jul 5;372(9632):31-39. Epub 2008 Jun 24.
323. Lassen MR, Ageno W, Borris LC, Lieberman JR, Rosencher N, Bandel TJ, Misselwitz F, Turpie AG; RECORD3 Investigators. Rivaroxaban versus enoxaparin for thromboprophylaxis after total knee arthroplasty. N Engl J Med. 2008 Jun 26;358(26):2776-86.
Rivaroxaban was superior to enoxaparin for thromboprophylaxis after total knee arthroplasty, with similar rates of bleeding.
324. Rietbrock S, Heeley E, Plumb J, van Staa T. Chronic atrial fibrillation: Incidence, prevalence, and prediction of stroke using the Congestive heart failure, Hypertension, Age >75, Diabetes mellitus, and prior Stroke or transient ischemic attack (CHADS2) risk
stratification scheme. Am Heart J. 2008 Jul;156(1):57-64. (Increased with age & in men)
325. Ebbing M, Bleie Ø, Ueland PM, Nordrehaug JE, Nilsen DW, et al. Mortality and cardiovascular events in patients treated with homocysteine-lowering B vitamins after coronary angiography: a randomized controlled trial. (WENBIT) JAMA. 2008 Aug 20;300(7):
795-804. This trial did not find an effect of treatment with folic acid/vitamin B(12) or vitamin B(6) on total mortality or cardiovascular events. Our findings do not support the use of B vitamins as secondary prevention in patients with coronary artery disease.
326. Yusuf S, Diener HC, Sacco RL, et al. the PRoFESS Study Group. Telmisartan to Prevent Recurrent Stroke and Cardiovascular Events. N Engl J Med. 2008 Aug 27. [Epub ahead of print] Therapy with telmisartan initiated soon after an ischemic stroke & continued
for 2.5 years did not significantly lower the rate of recurrent stroke, major cardiovascular events, or diabetes.
327. Sacco RL, Diener HC, Yusuf S, et al. the PRoFESS Study Group. Aspirin and Extended-Release Dipyridamole versus Clopidogrel for Recurrent Stroke. N Engl J Med. 2008 Aug 27. [Epub ahead of print] There were more major hemorrhagic events among ASAERDP recipients (419 [4.1%]) than among clopidogrel recipients (365 [3.6%]) (hazard ratio, 1.15; 95% CI, 1.00 to 1.32), including intracranial hemorrhage (hazard ratio, 1.42; 95% CI, 1.11 to 1.83). The trial did not meet the predefined criteria for noninferiority but
showed similar rates of recurrent stroke with ASA-ERDP and with clopidogrel. There is no evidence that either of the two treatments was superior to the other in the prevention of recurrent stroke.
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Brain Natriuretic Peptide (BNP) has diagnostic value for both types of HF and is recommended where available, when diagnosis in unclear. The use of BNP in non-acute HF and
community outpatient practice remains to be clarified.3
Table: Brain natriuretic peptide (BNP) and prohormone of BNP (NT-proBNP) assay cut-off points for the diagnosis of heart failure3
HF possible but
Age
HF unlikely
HF very likely
consider alternative diagnoses
BNP (pg/mL)
All
<100
100-500
>500
<50
<300
300-450
>450
NT-proBNP (pg/mL)
50-75
<300
300-900
>900
>75
<300
300-1800
>1800
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QT PROLONGATION and TORSADES DE POINTES: DRUGS and SUDDEN DEATH
Additional references:
Arking DE, Pfeufer A, Post W, et al. A common genetic variant in the NOS1 regulator NOS1AP modulates cardiac repolarization. Nat
Genet 2006; DOI: 10.1038/ng1790. Available at: http://www.nature.com/ng.
Basavarajaiah S, Wilson M, Whyte G, et al. Prevalence and significance of an isolated long QT interval in elite athletes. Eur Heart J.
2007 Dec;28(23):2944-9. Epub 2007 Oct 18. The prevalence of prolonged QTc in elite athletes is 0.4%. A QTc of >500
ms is highly suggestive of LQTS. A QTc of <500 ms in the absence of symptoms or familial disease is unlikely to
represent LQTS in elite athletes.
Ehret GB, et al. Drug-Induced Long QT Syndrome in Injection Drug Users Receiving Methadone: High Frequency in Hospitalized
Patients and Risk Factors. Arch Intern Med. 2006 Jun 26;166(12):1280-7.
Kaufman ES, McNitt S, Moss AJ, Zareba W, et al. Risk of death in the long QT syndrome when a sibling has died. Heart Rhythm. 2008
Jun;5(6):831-6. Epub 2008 Mar 4.
Leitch A, McGinness P, Wallbridge D. Calculate the QT interval in patients taking drugs for dementia. BMJ. 2007 Sep
15;335(7619):557.
Medical Letter –Treatment Guidelines: Drugs for Cardiac Arrhythmias. June 2007.
Moss AJ, Zareba W, Hall WJ, et al. Effectiveness and limitations of beta-blocker therapy in congenital long-QT syndrome.Circulation.
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Morganroth J, et al; CAPRIE Study Group. A randomized trial comparing the cardiac rhythm safety of moxifloxacin vs levofloxacin in
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Napolitano C, et al. Genetic testing in the long QT syndrome: development and validation of an efficient approach to genotyping in
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Nuttall GA, Eckerman KM, Jacob KA, et al. Does Low-dose Droperidol Administration Increase the Risk of Drug-induced QT
Prolongation and Torsade de Pointes in the General Surgical Population? Anesthesiology. 2007 Oct;107(4):531-536. This
indicates that the Food and Drug Administration black box warning for low dose droperidol is excessive and unnecessary.
Roden DM. Clinical practice. Long-QT syndrome. N Engl J Med. 2008 Jan 10;358(2):169-76.
Schwartz PJ, Priori SG, Cerrone M, et al. Left cardiac sympathetic denervation in the management of high-risk patients affected by
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Stollberger C, Huber JO, Finsterer J. Antipsychotic drugs and QT prolongation. Int Clin Psychopharmacol. 2005 Sep;20(5):243-51.
Wang NC, Maggioni AP, Konstam MA, et al. Efficacy of Vasopressin Antagonism in Heart Failure Outcome Study With Tolvaptan
(EVEREST) Investigators. Clinical implications of QRS duration in patients hospitalized with worsening heart failure
& reduced left ventricular ejection fraction. JAMA. 2008 Jun 11;299(22):2656-66. A prolonged QRS duration appears
common in patients with reduced LVEF who are hospitalized for heart failure and is an independent predictor of high
postdischarge morbidity and mortality.
Wedam EF, Bigelow GE, Johnson RE, Nuzzo PA, Haigney MC. QT-Interval Effects of Methadone, Levomethadyl, and Buprenorphine
in a Randomized Trial. Arch Intern Med. 2007 Dec 10;167(22):2469-75. Buprenorphine is associated with less QTc
prolongation than levomethadyl or methadone and may be a safe alternative.
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Other acne drugs
Salicylic Acid = SAW χ
Oxy, Clearasil, Neutrogena, others
Gels, lotions, toners, cleansers, sticks, pads, washes
& astringents
C
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); alcoholcontaining 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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Arowojolu AO, Gallo MF, Lopez LM, Grimes DA, Garner SE. Combined oral contraceptive pills for treatment of acne. Cochrane Database Syst Rev. 2007 Jan 24;(1):CD004425. The three COCs evaluated in placebo-controlled trials are effective in reducing inflammatory and non-inflammatory facial acne
lesions. Few differences were found between COC types in their effectiveness for treating acne.

Benzoyl peroxide products: Adasept B.P. .5 acne gel; Clean & Clear Continuous Control = BP 5% lotion = WATER based; CLEAN & CLEAR PERSA-GEL = BP 5% gel = WATER BASED; OVERNIGHT ACNE CONTROL LOTION = BP 3% lotion = WATER based;
CLEAR ACNE TREATMENT CREAM = BP 5% cream = WATER based; CLEAR PORE ON-THE SPOT ACNE TREATMENT, VANISHING = BP 2.5% lotion; CLEAR SKIN TREATMENT REPAIRING LOTION = BP 3.7% lotion;
CLEAR ZONE ACNE SYSTEM SKIN PURIFYING MOISTURIZER = BP 3.5% lotion; CLEARASIL STAYCLEAR ACNE TREATMENT CREAM BP PLUS - VANISHING = BP 5% cream; CLEARZ - IT = BP 5% lotion;
CLINIQUE ACNE SOLUTIONS CLEARING MOISTURIZER = BP 2.5% lotion; CLINIQUE ACNE SOLUTIONS EMERGENCY LOTION = BP 5% lotion; DERMACNE LOTION TRAITMENT 5% = BP 5% lotion;
DERMALOGICA SPECIAL CLEARING BOOSTER = BP 5% lotion; LIFE ACNE MEDICATION = BP 5% gel; MEDICATED ACNE GEL 5% = BP 5% gel; NATURE'S CURE ACNE TREATMENT = BP 5% cream;
OBAGI CLENZIDERM ACNE GEL = BP 5% gel; OXY 5 COVER UP FORMULA = BP 5% cream; OXY 5 SENSITIVE SKIN VANISHING LOTION = BP 2.5% lotion; OXY 5 VANISHING FORMULA = BP 5% lotion;
OXYDERM LOT 20% = BP 20% lotion - Schedule F; OXYDERM LOTION 10% = BP 10% lotion - Schedule F; OXYDERM LOTION 5% = BP 5% lotion; PURE PEFECTION CLASSIC REPLENISHING CLEANSER = BP 2.5% cream;
PURE PERFECTION CLASSIC RENEWING CREME = BP 2.5% cream; RODAN & FIELDS/PROACTIV SOLUTION:RENEWING CLEANSER = BP 2.5% lotion; RODAN & FIELDS/PROACTIV SOLUTION:REPAIRING LOTION = BP 2.5% lotion;
SPECTRO ACNECARE DEEP PORE VANISHING LOTION = BP 5% lotion; SPECTRO ACNECARE VANISHING LOTION FOR SENSITIVE SKIN = BP 2.5% lotion; CLEAR ZONE ACNE SYSTEM SKIN PURIFYING WASH = BP 3.5% liquid (WASH);
PANOXYL CREAMY WASH 4% = BP 4% (WASH)
Berard A, Azoulay L, Koren G, Blais L, Perreault S, Oraichi D. Isotretinoin, pregnancies, abortions and birth defects: a population-based perspective. Br J Clin Pharmacol. 2007 Feb;63(2):196-205. Of the 90 women who became pregnant while on the drug, 76 terminated the pregnancy (84%), three had a
spontaneous abortion (3%), two had trauma during delivery resulting in neonatal deaths (2%) and nine had a live birth (10%). Among the live births, only one had a congenital anomaly of the face and neck (11%).
Draelos ZD, et al. Two randomized studies demonstrate the efficacy and safety of dapsone gel, 5% for the treatment of acne vulgaris. J Am Acad Dermatol. 2007 Mar;56(3):439.e1-10. Epub 2007 Jan 17. Dapsone gel 5% (Aczone) is marginally more effective than placebo (NNT = 13, 9-23) in the treatment of
acne vulgaris. At 12 weeks of treatment, less than half the patients in the treatment group received acne assessment scores of "none" or "minimal". No serious adverse events were reported, but data from follow-up longer than 3 months is forthcoming. (LOE = 1b)
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Health Canada Sept/07 is advising consumers not to use BuXie PaiDu XiaoDou Su is used as an acne treatment and was found to contain the prescription drug rifampicin (rifampin).
iPLEDGE (The iPLEDGE program is a computer-based risk management program designed to further the public health goal to eliminate fetal exposure to isotretinoin through a special restricted distribution program approved by the FDA. The program strives to ensure that: No female patient starts isotretinoin
therapy if pregnant & No female patient on isotretinoin therapy becomes pregnant . This enhanced program is a SINGLE pregnancy risk management program for prescribing and dispensing all isotretinoin products (brand and generic products). The iPLEDGE program requires registration
of all wholesalers distributing isotretinoin, all healthcare professionals prescribing isotretinoin, all pharmacies dispensing isotretinoin, and all male and female patients prescribed isotretinoin. This program is designed to create a verifiable link between the negative pregnancy test and the
dispensing of the isotretinoin prescription to the female patient of childbearing potential. The iPLEDGE program requires that all patients meet qualification criteria and monthly program requirements. Before the patient receives his/her isotretinoin prescription each month, the prescriber
must counsel the patient and document in the iPLEDGE system that the patient has been counseled about the risks of isotretinoin. There are also additional qualification criteria and monthly requirements for female patients of childbearing potential. As part of the ongoing risk
management of isotretinoin products, it is crucial that a female of childbearing potential selects and commits to use two forms of effective contraception simultaneously for one month before, during, and for one month after isotretinoin therapy. She must have 2 negative urine or blood
(serum) pregnancy tests with a sensitivity of at least 25 mIU/ml before receiving the initial isotretinoin prescription. The first pregnancy test is a screening test and can be conducted in the prescriber’s office. The second pregnancy test must be done in a CLIA-certified laboratory according
to the package insert. Each month of therapy, the patient must have a negative result from a urine or blood (serum) pregnancy test conducted by a CLIA-certified laboratory prior to receiving each prescription. https://www.ipledgeprogram.com/
Medical Letter Nov 20/06. Extended release minocycline od (Solodyn) for acne
March 15, 2007 – InfoPOEMs: Dapsone gel effective for acne vulgaris treatment. Bottom Line: Dapsone gel 5% (Aczone) is marginally more effective than placebo (NNT = 13, 9-23) in the treatment of acne vulgaris. At 12 weeks of treatment, less than half the patients in the treatment group received acne
assessment scores of "none" or "minimal". No serious adverse events were reported, but data from follow-up longer than 3 months is forthcoming. (LOE = 1b)
November 8, 2006 -- Medicis and Dow Pharmaceutical Sciences, Inc. announced that the U.S. Food and Drug Administration ("FDA") has approved Ziana(TM) (clindamycin phosphate 1.2% and tretinoin 0.025%) Gel. Ziana(TM) Gel is the first and only combination of
clindamycin and tretinoin approved for once daily use for the topical treatment of acne vulgaris in patients 12 years or older.
November 8, 2006 -- QLT Inc. announced positive results of a Phase IV clinical trial of Aczone(TM) dapsone in more than 50 patients with G6PD deficiency that was performed to meet a post-approval commitment requested by the FDA. Mar/08 FDA removes G6PD screening & labeling requirements from the
label. June 6/08 /CNW/ - QLT Inc. (NASDAQ: QLTI; TSX: QLT) announced today that Health Canada has completed its review of QLT USA, Inc.'s labeling supplement (SNDS) for Aczone(R) and has removed the glucose-6-phosphate dehydrogenase (G6PD) screening and blood
monitoring requirements.
Scope A, Agero AL, Dusza SW, Myskowski PL, Lieb JA, Saltz L, Kemeny NE, Halpern AC. Randomized double-blind trial of prophylactic oral minocycline and topical tazarotene for cetuximab-associated acne-like eruption. J Clin Oncol. 2007 Dec 1;25(34):5390-6. Prophylaxis with oral minocycline may be
useful in decreasing the severity of the acneiform rash during the first month of cetuximab treatment. Topical tazarotene is not recommended for management of cetuximab-related rash.
Strauss JS, Krowchuk DP, Leyden JJ, Lucky AW, Shalita AR, Siegfried EC, et al.; American Academy of Dermatology/American Academy of Dermatology Association. Guidelines of care for acne vulgaris management. J Am Acad Dermatol. 2007 Apr;56(4):651-63. Epub 2007 Feb 5.
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FDA Issues Public Health Advisory Informing Health Care Providers of Safety Concerns Associated with the Use of Two Eczema Drugs, Elidel and Protopic Mar
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Richter B, Bandeira-Echtler E, et al.. Pioglitazone for type 2 diabetes mellitus. Cochrane Database Syst Rev. 2006 Oct 18;(4):CD006060. Until new evidence becomes available, the benefit-risk ratio of pioglitazone remains unclear.
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Health Canada – Advisory on rosiglitazone (Avandia) (June 01, 2007) http://www.hc-sc.gc.ca/dhp-mps/medeff/advisories-avis/prof/2007/avandia_hpc-cps_4_e.html
Important Advice for Managing Your Patients
In Canada, Avandia® is NOT approved for use:
- with insulin therapy
- with the combination of metformin AND a sulfonylurea
- in patients with pre-diabetes.
Avandia® is contraindicated in patients with NYHA Class III and IV cardiac status.
Avandia® should be used with caution in any patient with NYHA Class I and II cardiac status.
All patients should be monitored for signs and symptoms of fluid retention, edema, and rapid weight gain.
The dose of Avandia® used in combination with a sulfonylurea should not exceed 4mg daily.
More links, information and a RxFiles Q&A Summary available at: http://www.rxfiles.ca/Rosiglitazone-CV-Controversy.htm
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EXTRAS Page
Upcoming Trials in Diabetes/CV Risk Prevention:
 NAVIGATOR (Nateglinide and Valsartan in Impaired Glucose Tolerance Outcomes Research);  TRANSCEND (Telmisartan Randomized Assessment Study in aCE iNtolerant subjects with
cardiovascular Disease); RAPSODI (rimonabant in diabetes prevention)
Prediabetes ADA:
• Includes: 1) Impaired Fasting Glucose {8hr fasting BG between 5.6-6.9mmol/L) & 2) Impaired glucose tolerance {Postprandial BG of 7.8-11.0mmol/L 2hrs post 75g oral glucose challenge}
• Risk factors: family hx, obesity – especially around waist, age >45, hypertension, gestational diabetes hx, sedentary lifestyle. Screening recommendations vary; USPSTF recommends screening particularly if BP >135/80. Oral Glucose
Challenge most recommended, but A1c screen also advocated by some.

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

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

•

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

•

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

•

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

•

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

•

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

•

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

There is some disconcordence between randomized trial outcome evidence and the frequently reported "1% A1C..." benefit. One thing that has growing certainty is that the risks and benefits of
drug regimens that lower A1C is more complex than what was previously commonly accepted. While a high A1C is not good, some methods of lowering A1C in some patient groups, may also
be harmful. While we do not want to be lazy in addressing glucose control, the evidence suggests that we not assume a net benefit for all A1C lowering interventions in all Type 2 diabetes
patients. {Let the target serve the patient, and not the patient the target.}
Multfactorial intervention - blood pressure, lipids, ASA, lifestyle – in addition to glucose control, is essential in reducing macrovascular endpoints!
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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
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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
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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:
Health Canada Apr/07 is warning consumers about Bitter orange & cardiovascular reactions in the Canadian Adverse Reactions April 2007 Newsletter.
The Safe Use of Health Products for Weight Loss. Health Canada April 2007 http://www.hc-sc.gc.ca/iyh-vsv/med/weight-amaigr_e.html
Pharmacist’s Letter: Health Benefits of Drinking Green Tea. Nov 2006.
Savitz DA, Chan RL, Herring AH, et al. Caffeine and miscarriage risk. Epidemiology. 2008 Jan;19(1):55-62. There is little indication of possible harmful effects
of caffeine on miscarriage risk within the range of coffee and caffeine consumption reported, with a suggested reporting bias among women with losses
before the interview.
Vanherweghem JL, et al. Rapidly progressive interstitial renal fibrosis in young women: association with slimming regimen including Chinese herbs. Lancet.
1993 Feb 13;341(8842):387-91.
Weng X, Odouli R, Li DK. Maternal caffeine consumption during pregnancy and the risk of miscarriage: a prospective cohort study. Am J Obstet Gynecol. 2008
Jan 24; [Epub ahead of print] Our results demonstrated that high doses of caffeine intake during pregnancy increase the risk of miscarriage,
independent of pregnancy-related symptoms.

Cochrane reviews CD:
•
•

•
•
•
•
•
•
•
•
•
•
•

TNF-a for induction: data not combined. One RCT indicates single infusion may induce remission. CDP571 may induce remission; no evidence for etanercept. Need longer f/u to assess SE such as TB & lymphoma.
MTX for induction: data not combined. Evidence from a single large trial suggests benefit of MTX 25 mg IM weekly for induction of remission & complete withdrawal from steroids in refractory disease. No
evidence supports lower dose PO MTX.
CsA for induction: low dose PO CsA does not induce remission. Higher PO or IV doses not adequately evaluated, but ↑risk SE such as nephrotoxicity. One study found clinical improvement on unvalidated scale,
but remission not assessed.
AZA and 6-MP effective for inducing remission (NNT=5); OR increases after 17 weeks of tx; NNT=3 for steroid sparing effect; NNT for SE=14.
Budesonide: superior to placebo for induction & superior to mesalamine; budesonide was inferior to prednisone/prednisolone, but fewer SE. Note: in disease limited to ileum or ascending colon.
Natalizumab: superior to placebo for induction, but trials halted after 2 cases fatal progressive multifocal leukoencephalopathy in MS.
Corticosteroids superior to enteral nutrition therapy for induction.
5-ASA not superior to placebo in maintaining remission in CD.
PO budesonide 6 mg/day not effective in maintaining remission.
Anti-tubercular tx for maintaining remission: may be effective when remission induced by corticosteroids combined with anti-TB tx; however, this is based on subgroup analyses of 2 trials with small numbers
Corticosteroids (maintenance): not effective and increased AE.
Probiotics (maintenance): Lactobacilli GC, E. coli strain Nissle 1917, VSL#3, Saccharomyces boulardii-all not effective, but may be due to small sample size
AZA (maintenance): effective NNT=7 for maintenance; NNT=3 for steroid sparing; NNH=19.

Cochrane reviews UC:
•
•
•
•
•

5-ASA superior to placebo to induce remission in UC & trended towards benefit over sulfasalazine (SSZ). However, cost an issue, therefore SSZ generally preferred. 5-ASA has fewer SE than SSZ. 5-ASA not
associated with male infertility, but SSZ is.
5-ASA superior to placebo in maintaining remission for UC (NNT=6). 5-ASA NOT superior to SSZ (NNT= -19), indicating SSZ superior. HOWEVER, many trials required tolerance of SSZ as part of inclusion
criteria (Bergman 2006)
Transdermal nicotine superior to placebo for inducing remission in UC, however no benefit was seen when compared to standard therapy (oral prednisone or mesalamine). More patients on transdermal nicotine
withdrew due to AE then placebo or standard therapy.
Only 2 small trials identified for CsA; could not be pooled as major differences in design & patients involved. Quick response rates in severe disease appear beneficial, but long-term effects unknown.
In moderate-severe, refractory disease, infliximab induces remission. NNT=5 at 8 weeks (based on ACT studies alone)

Contributors and Reviewers: Dr. G. Bruce (SHR-Gastroent-Peds), Dr. L.J. Worobetz (SHR-Gastroent), Dr. P.C. Ganguli (SHR-Gastroent), Dr. P. Thomson (Winnipeg Health Sciences Centre –
Pharmacy-GI)
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Notes:

• VSL#3 is a probiotic mixture that contains Bifidobacterium (B. longum, B. infantis and B. breve); Lactobacillus (L. acidophilus, L. casei, L. delbrueckii ssp.
Bulgaricus, and L. plantarum); and Streptococcus salivarius ssp. thermophilus.
• Probiotic Mixture: Lactobacillus rhamnosus GG, L. rhamnosus LC705, Bifidobacterium breve Bd99 and Propionibacterium freudoenreichii ssp. shermanii JS.
A total of 8-9x109 CFU/day; equal amount of each strain.
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FDA May 2007 FDA chemical analysis revealed that Energy Max contains thione analog of sildenafil, a substance with a structure similar to sildenafil, the active ingredient in Viagra, an FDA-approved drug for ED.Substances
like this are called analogs because they have a structure similar to another drug and may cause similar side effects and drug interactions. True Man contains a thione analog of sildenafil or piperadino vardenafil, an
analog of vardenafil, the active ingredient in Levitra, another FDA-approved prescription drug for ED. Neither the thione analog of sildenafil nor piperadino vardenafil are components of approved drug products.
FDA: Sept 21, 2007 -- TWC Global LLC, Inc., issued nationwide recall of Axcil and Desirin, both marketed as dietary supplements, because they contain potentially harmful, undeclared ingredients. FDA laboratory analysis of Axcil and Desirin found that
the lot of 02B07 contained 3mg/g of sildenafil, the active ingredient of a FDA approved drug used for erectile dysfunction (ED).
FDA Feb/08 Palo Alto Labs and FDA notified consumers and healthcare professionals of a voluntary nationwide recall of two dietary supplements, Aspire36 and Aspire Lite. The products were
recalled because they were found to contain Aildenafil in trace amounts and Dimethyl sildenafil thione, an analog of Sildenafil, a drug used to treat erectile dysfunction.
FDA May/08 The U.S. Food and Drug Administration is advising consumers not to purchase or use "Blue Steel" or "Hero" products, marketed nationally as dietary supplements, because these products contain undeclared ingredients similar to sildenafil.
FDA May/08 is requesting that the manufacturer of Xiadafil — an "all natural" dietary supplement sold to treat erectile dysfunction — recall all its stock from natural food stores & discontinue marketing it on the Web since it contains an analog of sildenafil.
FDA May/08 notified consumers and healthcare professionals that supplement products sold under the brand name of Viril-ity Power (VIP) Tablets is being recalled because one lot was found to contain a potentially harmful undeclared ingredient,
hydroxyhomosildenafil, an analog of sildenafil.
FDA July/08 Jack Distribution, LLC issued a voluntary nationwide recall of selected lots of Rize 2 The Occasion Capsules and Rose 4 Her Capsules, marketed as dietary supplements. The products were recalled because certain lots contained
thiomethisosildenafil, an undeclared analog of sildenafil, a FDA-approved drug used for Erectile Dysfunction.
FDA July/08 not to buy or use Viapro 375mg Capsules because one lot of the product was found to contain a potentially harmful undeclared ingredient, thio-methisosildenafil, an analog of sildenafil.
FDA Aug/08 chemical analysis of Xiadafil VIP tablet lots 6K029 and 6K029-SEI found that the product contained an undeclared ingredient, hydroxyhomosildenafil
Gazzaruso C, Solerte SB, Pujia A, et al. Erectile dysfunction as a predictor of cardiovascular events and death in diabetic patients with angiographically proven asymptomatic coronary artery disease a potential protective role

for statins and 5-phosphodiesterase inhibitors. J Am Coll Cardiol. 2008 May 27;51(21):2040-4.
Gopalakrishnan R, et al. Sildenafil in the treatment of antipsychotic-induced erectile dysfunction: a randomized, double-blind, placebo-controlled, flexible-dose,two-way crossover trial.Am J Psychiatry.2006Mar;163(3):494-9.
Grover SA, Lowensteyn I, Kaouache M, et al. The prevalence of erectile dysfunction in the primary care setting. Importance of risk factors for diabetes and vascular disease. Arch Intern Med 2006; 166:213-219.
Giuliano F, et al.; Vardenafil Study Group. Efficacy and safety of vardenafil in men with erectile dysfunction caused by spinal cord injury. Neurology. 2006 Jan 24;66(2):210-6.
Giuliano F, Sanchez-Ramos A, Lochner-Ernst D, et al. Efficacy and Safety of Tadalafil in Men With Erectile Dysfunction Following Spinal Cord Injury. Arch Neurol. 2007 Sep 10; [Epub ahead of print] Tadalafil (10 mg and
20 mg) improved erectile function and was well tolerated by men with ED secondary to traumatic SCI.
Health Canada Jan/06 Natural health product Libidfit may pose health risks (promoted for sexual enhancement and erectile dysfunction, but contains an undeclared amount of a pharmaceutical ingredient similar to sildenafil)
http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_02_e.html
Health Canada May/06 is warning consumers not to use the product Nasutra because it has been found to contain the undeclared ingredient sildenafil (chemical name for Viagra) that could lead to serious health risks,
especially for patients with existing medical conditions such as heart problems, those who may be taking heart medications, or those who may be at risk for strokes.
Health Canada Feb/07 is advising consumers not to use the following product listed in the table below due to concerns about possible side-effects. More info Power 58; Platinum Power 58; Ehanix; Jolex; Onyo; Deguozonghengtianxia because they
contained acetildenafil. Acetildenafil is an analogue of sildenafil, a prescription medication indicated for treatment of erectile dysfunction.

Health Canada Mar/07 is warning consumers not to use the unauthorized natural health product XOX For Men, because it contains an undeclared pharmaceutical ingredient, tadalafil, an ingredient found in the prescription drug
Cialis. The use of XOX For Men could pose serious health risks, especially for patients with existing medical conditions such as heart problems, those taking heart medication, or those at risk of stroke.
Health Canada Mar/07 is warning consumers not to use the unauthorized product Vigorect Oral Gel Shooter, because it contains an undeclared drug substance tadalafil, which should only be available by prescription.
Health Canada Apr/07 is warning consumers from the United States FDA found V.MAX and Rhino Max (Rhino V Max) to contain undeclared amounts of aminotadalafil, an analogue of tadalafil, used to treat erectile dysfunction.
Health Canada May/07 is warning consumers Urat Madu capsules are marketed for the treatment of erectile dysfunction. The product is adulterated with sildenafil, a prescription drug that has been associated with serious side effects including sudden
vision loss, penile tissue damage and urinary tract infection.
Health Canada May/07 is advising consumers that HS Joy of Love product is marketed as a dietary supplement and was found to contain piperadino vardenafil.
Health Canada May/07 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: Power 58 Extra, Platinum Power 58 Extra, Enhanix New Extra Men's Formula, Valentino, King Power Oral Solution, and
Stretch Up Capsules are marketed as treatments for erectile dysfunction. The products contain analogues of sildenafil and vardenafil, which are prescription drugs used for the treatment of erectile dysfunction.
Health Canada June/07 is warning consumers not to use the product Encore Tabs for Men, because it contains an undeclared pharmaceutical ingredient similar to the approved drug tadalafil.
Health Canada July/07 is warning consumers not to use Zencore Tabs, a product advertised as a dietary supplement for sexual enhancement, because it contains an undeclared pharmaceutical ingredient similar to the approved drug tadalafil.
Health Canada July/07 & the US Food and Drug Administration (FDA) found Liviro3 to contain tadalafil, a prescription drug that should only be taken under the guidance of a health professional.
Health Canada Aug/07 via Medsafe, the New Zealand health regulatory authority, advised the public not to use the products Darling Capsules, Dali Capsules, Spanish Fly Capsules, and an unnamed product, because they were found to contain sildenafil.
Health Canada Aug/07 Consumers who use Excite for women or Ultimates for men may be at risk of serious side effects similar to those associated with sildenafil.
Health Canada Sept/07 is advising consumers not to use Satis 60 Hours Ever Lasting Formula is used for the treatment of erectile dysfunction/sexual enhancement. It was found to contain piperidenafil an analogue of vardenafil.. True Man and
Energy Max are used as sexual enhancement/ erectile dysfunction products and were found to contain an analogue of sildenafil or vardenafil.
Health Canada Sept/07 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: Top Gun for Men Herbal Extracts has been found to contain a substance similar to tadalafil. Oyster Plus has been found to
contain tadalafil. Deguozhanjiang contains sildenafil and tadalafil, prescription drugs used for the treatment of erectile dysfunction. Chongcaoliubian Jiaonang and Santi Scalper Penis Erection Capsule contain sildenafil.
Health Canada Nov/07 is advising consumers not to use Axcil and Desirin, are promoted as natural sexual enhancement/ erectile dysfunction products. Consumers are warned not to use Axcil and Desirin because both products were found to contain the
prescription drug sildenafil.
Health Canada Mar/08 is warning consumers not to use ADAM, an unauthorized product that contains an undeclared pharmaceutical ingredient similar to the prescription drug sildenafil.
Health Canada Mar/08 is warning consumers not to use Libidus, an unauthorized product promoted on the web site of the manufacturer for the treatment of erectile dysfunction.
The product may pose serious health risks, as it was found to contain the undeclared prescription drug sildenafil.
Health Canada April//08 warns that Singapore's Health Sciences Authority (HSA) advised the public not to use the product Power 1 Walnut, because it was found to contain the prescription drugs sildenafil and glibenclamide
Health Canada April//08 is advising consumers not to use 2 foreign health products, Aspire 36 and Aspire Lite, because they were found to contain undeclared sildenafil analogues.
Health Canada April/08 is warning consumers not to use Vigoureux, an unauthorized product promoted for the treatment of erectile dysfunction. The product may pose serious
health risks, as it was found to contain the prescription drug sildenafil

Health Canada April/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Tian Li was found to contain tadalafil and hydroxyhomosildenafil. Xian Zhi Wei II was found to contain sibutramine and
phenolphthalein, which are not meant for self-care and may cause serious side effects.
Health Canada May/08 is advising consumers not to use vpxl No1 Dietary Supplement for Men was found to contain tadalafil
Health Canada May/08 is warning consumers not to use Desire, an unauthorized product promoted to enhance male sexual performance as this product may pose serious health risks in certain patients. Lot 0070263 of the product was found to contain the
prescription drug phentolamine.
Health Canada June/08 Nangen Zengzhangsu (may also be known as Nangen or Nangeng), Sanbianwan, Jiu Bian Wang, Tian Huang Gu Shen Dan, Zui Xian Dan Gong Shi Zi, and Power Up. The Hong Kong Department of Health has warned consumers
not to use these herbal/proprietary Chinese medicine products promoted for erectile dysfunction because they have been found to contain sildenafil and/or glibenclamide.
Health Canada June/08 Zhong Hua Niu Bian. Zhong Hua Niu Bian is an herbal/proprietary Chinese medicine product promoted for erectile dysfunction. Singapore's Health Sciences Authority has warned against the use of this product because it has been
found to contain sildenafil, glibenclamide, tadalafil and sibutramine
Health Canada July/08 Foreign Product Alerts: Super Shangai,Strong Testis, Shangai Ultra, Shangai Ultra X, Lady Shangai, Shangai Regular (also known as Shangai Chaojimengnan), Actra-Sx, An unknown product containing the plant Lycium
barbarum L., Adam Free, NaturalUp, Erextra, Yilishen, Blue Steel, Hero, & Naturalë Super Plus. These products have been found to contain sildenafil or an unapproved substance similar to sildenafil.
Health Canada July/08 is advising consumers not to use foreign health products due to concerns about possible side-effects: Wodibo. Wodibo is promoted as an all-natural Chinese potency-enhancing product for the treatment of erectile dysfunction. The
Danish Medicines Agency has warned against the use of Wodibo because it was found to contain sildenafil and tadalafil, prescription drugs authorized for treatment of erectile dysfunction. Viril-Ity-Power (VIP) Tabs. The U.S. Food
and Drug Administration has warned consumers not to use Viril-Ity-Power (VIP) Tabs because it was found to contain an undeclared ingredient similar to the prescription drug sildenafil.
Health Canada Aug/08 is warning consumers not to use Rize 2 The Occasion capsules (Rize2), an unauthorized product promoted for the treatment of erectile dysfunction, because it may pose serious health risks. Rize 2 contains an undeclared
pharmaceutical ingredient similar to the prescription drug sildenafil.
Health Canada Aug/08 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: Oyster Extract Caps. The Hong Kong Department of Health has recalled Oyster Extract Caps because they were found to contain
an undeclared ingredient similar to the prescription drug sildenafil. Xiadafil VIP Tabs. At the request of the U.S. Food and Drug Administration, U.S. federal authorities seized all Xiadafil VIP Tabs sold in 8 tablet bottles (Lot
#6K029) and blister cards of 2 tablets (Lot #6K029-SEI) because they were found to contain an undeclared ingredient similar to the prescription drug sildenafil. Herb Vigour, Natural Vigour and China Vigour. The Netherlands
Health Care Inspectorate, the U.K. Medicines and Healthcare Products Regulatory Agency, and the Danish Medicines Agency has warned against the use of Herb Vigour, Natural Vigour and China Vigour because they were found to
contain undeclared pharmaceutical ingredients used for the treatment of erectile dysfunction that should only be taken under the supervision of a health care professional.
Health Canada Aug/08 is advising consumers not to use 9 foreign health products due to concerns about possible side-effects: Armstrong Natural Herbal Supplement, Enhanix New Extra Men's Formula, Power 58 Extra, and Platinum Power 58
Extra were adulterated with tadalafil or unapproved substances with structures similar to tadalafil and vardenafil.
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Köhler TS, Kim J, Feia K, et al. Prevalence of androgen deficiency in men with erectile dysfunction. Urology. 2008 Apr;71(4):693-7. Epub 2008 Mar 3. Androgen deficiency was quite common in men presenting with ED and correlated
significantly with age, uncontrolled diabetes, hypercholesteremia, and anemia. Although additional prospective studies evaluating the effect of testosterone supplementation in this population are needed, clinicians, including urologists, should be keenly aware of the large
overlap of patients with ED who might also have the entity, androgen deficiency in the aging male.
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Medical Letter, Sildenafil (Revatio) for Pulmonary Arterial Hypertension. Vol 47 (Issue 1215/1216) Aug 15/29,2005. p.65-67.
Melnik T, Soares B, Nasselo A. Psychosocial interventions for erectile dysfunction. Cochrane Database Syst Rev. 2007 Jul 18;(3):CD004825. There was evidence that group psychotherapy may improve erectile function. Treatment response varied between patient
subgroups, but focused sex-group therapy showed greater efficacy than control group (no treatment). In a meta-analysis that compared group therapy plus sildenafil citrate versus sildenafil, men randomised to receive group therapy plus sildenafil showed significant
improvement of successful intercourse, and were less likely than those receiving only sildenafil to drop out. Group psychotherapy also significantly improved ED compared to sildenafil citrate alone. Regarding the effectiveness of psychosocial interventions for the treatment of
ED compared to local injection, vacuum devices and other psychosocial techniques, no differences were found.
Min JK, Williams KA, Okwuosa TM, et al. Prediction of coronary heart disease by erectile dysfunction in men referred for nuclear stress testing. Arch Intern Med 2006; 166:201-206.

Mittleman MA, Maclure M, Glasser DB. Evaluation of acute risk for myocardial infarction in men treated with sildenafil citrate. Am J Cardiol. 2005 Aug 1;96(3):443-6.
Muller A, Smith L, Parker M, Mulhall JP. Analysis of the efficacy and safety of sildenafil citrate in the geriatric population. BJU Int. 2007 Jul;100(1):117-21. From these data, sildenafil is an effective agent in elderly men, but
had a lower efficacy rate with increasing age, especially in men aged >80 years.
Namachivayam P, et al. Sildenafil prevents rebound pulmonary hypertension after withdrawal of nitric oxide in children. Am J Respir Crit Care Med. 2006 Nov 1;174(9):1042-7. Epub 2006 Aug 17.
Nickel M, et al. Cabergoline treatment in men with psychogenic erectile dysfunction: a randomized, double-blind, placebo-controlled study. Int J Impot Res. 2006 May 18; [Epub ahead of print]
Nurnberg HG, Hensley PL, Heiman JR, Croft HA, Debattista C, Paine S. Sildenafil treatment of women with antidepressant-associated sexual dysfunction: a randomized controlled trial.JAMA. 2008 Jul 23;300(4):395-404.
In this study population, sildenafil treatment of sexual dysfunction in women taking SRIs was associated with a reduction in adverse sexual effects.
Padma-Nathan H, Yeager JL. An integrated analysis of alprostadil topical cream for the treatment of erectile dysfunction in 1732 patients. Urology. 2006 Aug;68(2):386-91.
Park K, Ku JH, Kim SW, Paick JS. Risk factors in predicting a poor response to sildenafil citrate in elderly men with erectile dysfunction. BJU Int. 2005 Feb;95(3):366-70.
Penson DF, McLerran D, Feng Z, Li L, et al. 5-year urinary and sexual outcomes after radical prostatectomy: results from the Prostate Cancer Outcomes Study. J Urol. 2008 May;179(5 Suppl):S40-4. Urinary and sexual
dysfunction were common 5 years following radical prostatectomy in this large, community based cohort of prostate cancer survivors. While a small minority of subjects experienced changes in urinary or sexual
function between years 2 and 5 after prostatectomy, functional outcomes remained relatively stable in the majority of participants.
Pharmacist’s Letter Oct 2006. Alternative or Off-label Routes of Drug Administration. (Vaginal & sublingual administration of: sildenafil)
Porst H, et al. Evaluation of the Efficacy and Safety of Once-a-Day Dosing of Tadalafil 5mg and 10mg in the Treatment of Erectile Dysfunction: Results of a Multicenter, Randomized, Double-Blind, Placebo-Controlled Trial.
Eur Urol. 2006 Aug;50(2):351-9. Epub 2006 Mar 20. 12-week study enrolled 268 men
Pryor JL, et al.; Dapoxetine Study Group. Efficacy and tolerability of dapoxetine in treatment of premature ejaculation: an integrated analysis of two double-blind, randomised controlled trials. Lancet. 2006 Sep
9;368(9539):929-37. (InfoPOEMs: In this study, dapoxetine (an investigational new short-acting selective serotonin reuptake inhibitor) taken 1 to 3 hours before sexual activity delayed ejaculation in men with moderateto-severe premature ejaculation. The net improvement due to medication was less than 2 minutes compared with baseline, but patients and partners were satisfied with this small amount of improvement. (LOE = 2b) )
Raina R, Pahlajani G, Agarwal A, Zippe CD. The early use of transurethral alprostadil after radical prostatectomy potentially facilitates an earlier return of erectile function and successful sexual activity. BJU Int. 2007
Dec;100(6):1317-21. Epub 2007 Sep 11. Initiating MUSE shortly after RP is safe and tolerable, and appears to shorten the recovery time to reagin erectile function.
Rees J, Patel B. Erectile dysfunction. BMJ. 2006 Mar 11;332(7541):593.
Reffelmann T, Kloner RA. Pharmacotherapy of erectile dysfunction: focus on cardiovascular safety. Expert Opin Drug Saf. 2005 May;4(3):531-40.
Roizenblatt S, et al. A double-blind, placebo-controlled, crossover study of sildenafil in obstructive sleep apnea. Arch Intern Med. 2006 Sep 18;166(16):1763-7. In patients with severe obstructive sleep apnea, a single 50-mg
dose of sildenafil at bedtime worsens respiratory and desaturation events.

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.
Rosenthal BD, et al.Adjunctive use of AndroGel(testosterone gel) with sildenafil to treat erectile dysfunction in men with acquired androgen deficiency syndrome after failure using sildenafil alone.Urology.2006Mar;67(3):571-4.
Saigal CS, Wessells H, Pace J, et al. Predictors and prevalence of erectile dysfunction in a racially diverse population. Arch Intern Med 2006; 166:207-212.
Setter SM, Iltz JL, Fincham JE, Campbell RK, Baker DE. Phosphodiesterase 5 inhibitors for erectile dysfunction. Ann Pharmacother. 2005 Jul;39(7):1286-95.
Sharma RK, Prasad N, Gupta A, Kapoor R. Treatment of erectile dysfunction with sildenafil citrate in renal allograft recipients: a randomized, double-blind, placebo-controlled, crossover trial. Am J Kidney Dis. 2006
Jul;48(1):128-33.
Striano P, Zara F, Minetti C, Striano S. Epileptic seizures can follow high doses of oral vardenafil. BMJ. 2006 Oct 14;333(7572):785.
Thompson IM, Tangen CM, Goodman PJ, Probstfield JL, Moinpour CM, Coltman CA. Erectile dysfunction and subsequent cardiovascular disease. JAMA. 2005 Dec 21;294(23):2996-3002.
Wilkins MR, Paul GA, Strange JW, et al. Sildenafil versus endothelin receptor antagonist for pulmonary hypertension (SERAPH) study. Am J Respir Crit Care Med 2005;171:1292-97. (InfoPOEMs: Is sildenafil (Viagra) more
effective than bosentan (Tracleer) in patients with class III pulmonary hypertension? In this small study, sildenafil and bosentan had similar effects on patients with moderately severe pulmonary hypertension. (LOE = 1b) )

Extras:
1) ACs, Other: propantheline -less effective & ↑ SE than flavoxate & oxybutynin. 11 NICE states not to use1; Adult: 7.5mg tid, 7.5-30mg 3-5x/day, 60mg qid; Geriatric: 7.5mg tid; Peds: 7.5-15mg q4-6h;
2) Adrenoreceptor agonists (phenylpropanolamine predominantly studied but use extended to ephedrine, pseudoephedrine): studied for SUI. But cardiac arrhythmias & HTN outweigh benefits 31.
3) Belladonna & opium suppositories-used to relieve pain of uretal spasms & pain associated with bladder tenesmus that can occur post-op32. Some report use in nocturnal diuresis11
dicyclomine -insufficient data to recommend over other agents, dose 20-40mg qid.11
4) Flavoxate: Not used for OAB currently1 but may be used in discomfort associated with BPH. Efficacy might be comparable to propantheline according to older, short-term studies11.
Dose: Adult: 100-200mg tid-qid. May reduce dose with Sx improvement. One trial found 1200mg to be superior to 600mg/day. May be effective in children from 6-12 y/o experiencing nocturnal
enuresis (33% vs 17% response in placebo)11. Pediatrics > 12y/o: 100-200mg tid-qid. May reduce dose with Sx improvement11.
11
5) Phenazopyridine : used strictly as a urinary analgesic. The necessity of this medication would suggest pathology different from UI. Dose: Adult: 200mg tid after meals. If renal GFR > 50ml/min 200mg q8-16h. Avoid if
Geriatrics: ↑risk of accumulation & toxicity. SE: discolor urine
GFR < 50ml/min.
6) Propiverine 53: tertiary amine with anticholinergic & calcium channel antagonist activity; has active metabolites; dose: 15mg IR bid or 30mg ER daily; available United Kingdom 2006.
Oxybutynin (Oxy) vs Tolterodine in OAB

• OBJECT: Oxy ER 10mg daily vs Tolt IR 2mg BID; 12 week; & ; Oxy ER slightly more effective (e.g. Total incontinence episodes/wk: NNT=45); no difference in overall AEs (dry mouth, CNS effects).52
• OPERA: Oxy ER 10mg vs Tolt ER 4mg daily; 12 week; only with severe symptoms; Oxy ER somewhat more effective (e.g. 23 vs 16.8% no UI; NNT=16); but also more dry mouth (Any 29.7% vs 22.3%; NNH=13; mod-severe 7.4% vs 5.0% , NS).50
• ACET: Oxy ER 5 or 10mg vs Tolt ER 2 or 4mg daily; 8 week; & ; Tolt 4mg more effective than Oxy 10 70 vs 60% improvement; but lower doses efficacy still ~60% & less dry mouth but similar for Tolt 4 vs Oxy 5 ; open label trial & subjective assessments subject to bias.51
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groups. Not all commercially available probiotic preparations are effective in children with acute diarrhoea.)( Medical Letter. Probiotics. Aug 13,2007.)
Besselink MG, van Santvoort HC, et al.; Dutch Acute Pancreatitis Study Group. Probiotic prophylaxis in predicted severe acute pancreatitis: a randomised,
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Franco M, Lachaine J, Weiss K. Effect of a fermented milk combining Lactobacillus acidophilus Cl1285 and Lactobacillus casei in the prevention of
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Roden DM. Drug-induced prolongation of the QT interval. N Engl J Med. 2004 Mar 4;350(10):1013-22.
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Extras
Combos to Avoid: Early virologic failure: abacavir + lamivudine (or emtricitabine) + tenofovir ; didanosine + lamivudine (or emtricitabine) + tenofovir; didanosine + tenofovir + NNRTI;
lamivudine/emtricitabine + tenofovir + nevirapine66
↑SE: Didanosine + stavudine (peripheral neuropthy, pancreatitis & lactic acidosis); ATV + IDV ↑bilirubin; 2 NNRTI regimen
Antagonism: stavudine + zidovudine
 Oral contraceptives + non-ritonavir boosted atazanavir (may ↑ hormone levels; Öuse lowest dose OC)67 or indinavir (will maintain hormone levels)

{Refractory large volume diarrhea, HIV related: octreotide (50-500mcg sc tid)$$$ }68,69

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

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
primaquine taken in conjunction with the last 2 wks of postMRZ, continue during stay, & 1 wk after leaving
exposure prophylaxis, but may be taken immediately after.
• Atovaquone/proguanil prophylaxis: primaquine is taken
during atovaquone/ proguanil post-exposure prophylaxis &
Primaquine eradicates latent parasites in the liver.
then for an additional 7-14 days after.

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
Risk also ↑’d with >6month stay, in part
Indian Subcontinent
1:250
due to underuse of protection measures.
Southeast Asia
1:1000
Stand-By Emergency Treatment (self-admin)
South America
1:2,500
Central America
1:10,000
may be recommended in select cases.
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{Not used very often! Licensed for malaria in USA}
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Second-line: chloroquine sensitive malaria
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- Only in chloroquine-sensitive P. falciparum malaria prevention

{Opthalmological exam periodically if used weekly low dose
long term; risk very low in first 5yrs; if >5yrs (BMJ,CDC), or high risk ( ACP)}.

• Caution: pts with hepatic failure, G6PD deficiency, pre-

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

existing auditory damage; psoriasis, prophyria
{Pregnancy: considered safe}
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• Vaccine Interaction : Assume same as chloroquine
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Treatment of Low Back Pain 21, 22
Red Flags (assessment considerations):
pain when recumbent
saddle anesthesia
pseudoclaudication
age >55y or <20
recent UTI
trauma (major
pain persisting >1mo

Tx Guidelines:
symptomatic relief can be accomplished with OTC medication and/or spinal manipulation
during acute phase, bed rest >4 days may further debilitate the patient
low-stress aerobic activity & exercise OK in first 2 weeks; may delay trunk muscle exercises
recommend return to work/normal activities as soon as possible
if problems persist, reassessment required
address nonphysical factors (psych/socioeconomic )-
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Scott PA, Kingsley GH, Smith CM, et al. Non-steroidal anti-inflammatory drugs and myocardial infarctions: comparative systematic review of evidence from observational studies and randomized controlled trials. Ann Rheum Dis. 2007 Oct;66(10):1296-304. Epub 2007 Mar 7. {The comparative risk
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OPIOID ANALGESIC: COMPARISON CHART
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Medical Letter: Treatment guidelines. Drugs for Pain April 2007.
Methadone: a focus on safety. Pharmacist’s Letter Sept 2006. (FDA Nov/06 warning http://www.fda.gov/cder/drug/InfoSheets/HCP/methadoneHCP.htm )
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See also RxFiles Newsletter – Fall, 2005 - Opioids in Chronic Non-Malignant Pain Troubleshooting Drug Therapy Issues www.RxFiles.ca
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Taddio A, et al. Intravenous morphine and topical tetracaine for treatment of pain in preterm neonates undergoing central line placement.JAMA. 2006 Feb 15;295(7):793-800.
Thomas J, Karver S, Cooney GA, et al. Methylnaltrexone for opioid-induced constipation in advanced illness. N Engl J Med. 2008 May 29;358(22):2332-43. Subcutaneous
methylnaltrexone rapidly induced laxation in patients with advanced illness and opioid-induced constipation. Treatment did not appear to affect central analgesia or precipitate
opioid withdrawal. {InfoPOEMs Aug2008: Methylnaltrexone (Relistor) is effective for the treatment of opioid-induced constipation in hospice patients. However, long-term safety is not known, so it should not be widely used for nonterminally
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Treatment Guidelines from the Medical Letter. Pharmaceutical Drug Overdose. Sept 2006. (Opiates: naloxone treatment)
Van den Brink W, Haasen C. Evidenced-based treatment of opioid-dependent patients. Can J Psychiatry. 2006 Sep;51(10):635-46.
Wilson JF. Strategies to stop abuse of prescribed opioid drugs. Ann Intern Med. 2007 Jun 19;146(12):897-900.
Fentanyl Patches: “Attempting to give 1/2 patch”
The rate of medication delivery from Duragesic® patches is in proportion to the surface area of drug reservoir in contact with the skin. Prior to the
availability of the 12.5 mcg/hr strength, the following procedure was occasionally used to achieve this rate:
1. An occlusive dressing like Opsite was put on the skin.
2. A 25 mcg/hr patch was then applied on top with half on the skin and half on the dressing.
This approach lacks documentation and can not be routinely recommended.
Opioid Intolerance:
• Pseudoallergy (COMMON! – may use non-opioid, lower opioid dose, alternate opioid even from same class, addition of H1 diphenhydramine +/- H2 ranitiidine blocker.
o Flushing, itching, hives, sweating, and/or mild hypotension
o Itching, flushing or hives at injection site only
• Potential true opioid allergy (RARE! - would require change to non-opioid or opioid from different chemical class – see below)
o Severe hypotension
o Skin reaction other than (Flushing, itching, hives)
o Breathing, speaking, swallowing difficulties
o Swelling of the face, lips, mouth, tongue, pharynx or larynx
Opioid Chemical Class
1. Phenylpiperidines: meperidine, fentanyl, sufentanil, remifentanil

2.
3.

Diphenylheptanes: methadone, propoxyphene
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

Extras, Links & References:
AMETOP: tetracaine (amethocaine) 4% Gel : Adults (including geriatrics) & children over 1 month  EMLA (lidocaine and prilocaine) - for intact skin, requires occlusion, needs to be
of age: Apply contents of the tube to the skin starting from the centre of the area to be anesthetized
applied for at least one hour Dose — To attain adequate anesthesia, 1 to 2 g of EMLA
cream should be applied per 10 sq cm (approximate size of a Canadian “toonie”) of skin and
& cover with an occlusive dressing. The contents expellable from 1 tube (approximately 1 g) will cover
2
& anesthetize an area of up to 30cm (6×5 cm {~ 3/4 area of a credit card}). Smaller areas of anesthetized
covered with an occlusive dressing for 45 to 60 minutes. The maximum application areas
recommended for children are Less than 10 kg —100 sq cm {~ 2.5x area of a credit card};10 to 20
skin may be adequate in infants & small children. Adequate anesthesia can usually be achieved for
kg — 600 sq cm; Greater than 20 kg — 2000 sq cm ; causes vasoconstriction.
venepuncture following a 30-minute application time, & for venous cannulation following a 45-minute
application time; after which the gel should be removed with a gauze swab & the site prepared with
an antiseptic wipe in the normal manner. It is not necessary to apply tetracaine gel for longer than
See www.usask.ca/pediatrics/services/pain for
the above times & anesthesia is maintained for 4 to 6 hrs in most patients after a single application.
[Clinical Trial in progress: Ametop vs Maxilene: http://www.druglib.com/trial/02/NCT00353002.html ]

information for parents on children’s pain

 Benzocaine –in NG tube placement controversial10 Causes methemoglobinemia!!! AVOID!
 Lidocaine iontophoresis {Numby Stuff}: mild electric current penetrates skin more quickly;
effective in 10-20min. 59 EMLA similar or slightly better.60,61 (Tingle may be bothersome.)
 TAC tetracaine 0.5% / epinephrine 0.05% / cocaine ≤ 11.8%, AE: seizures, arrhythmias, fatal; requires
narcotic storage (LET preferred)
Cancer Pain: Reference 62
Urethral Catheterization: lidocaine gel 2 min prior to insertion while setting up
then use as the lubricant as well (video: http://www.uihealthcare.com/topics/medicaldepartments/urology/catheterization/index.html)

Acetaminophen vs ibuprofen: http://www.cps.ca/English/statements/DT/dt98-01.htm For fever:63
 SHR Peds Pain Links: http://www.usask.ca/pediatrics/services/pain/
 CADTH. Short-Acting Agents for Procedural Sedation and Analgesia in Canadian Emerg.:
A Review of Clinical Outcomes and Economic Evaluation http://cadth.ca/media/pdf/O0428_Short-Acting-Procedural-Sedation_to_e.pdf
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Pain Intensity Scoring:
 Chose a scale that is age appropriate to patient & become familiar with using!
 Interpret in light of any other pain related physical factors (e.g. heart rate)
 Also interpret according to trends for improvement or worsening of pain control
 Sherbrooke algorithm for acute pain in children (post-op): gave regular analgesic
according to pain scale: {0-3: acetaminophen; 3-6: naproxen + acetaminophen; 6-9: morphine +
naproxen + acetaminophen; 9-10: notify MD. Overall ↓ in pain scores & a ↓ in opioid requirement.}
 Other links: Visual Analogue Scale: suitable for age 7+ {McGrath PA, Seifert CE, Speechley KN, et al. A new analogue scale for
assessing children's pain: an initial validation study. Pain. 1996 Mar;64(3):435-43.} Oucher Scale: age 3-12: http://www.oucher.org/history.html

FLACC SCALE – for assessing postop pain in very young children
Face
Legs
Activity
Cry
Consolability

No particular
expression or smile
Normal position or
relaxed
Lying quietly, normal
position, moves easily
No cry (awake or
asleep)
Content, relaxed

Occasional grimace or frown,
withdrawn, disinterested
Uneasy, restless, tense

Frequent to constant
quivering chin, clenched jaw
Kicking, or legs drawn up

Squirming, shifting back and forth,
tense
Moans or whimpers; occasional
complaint
Reassured by occasional touching,
hugging or being talked to, distractible

Arched, rigid or jerking
Crying steadily, screams or
sobs, frequent complaints
Difficult to console or
comfort

Each of the five categories (F) Face; (L) Legs; (A) Activity; (C) Cry; (C) Consolability is scored from 0-2, which results in a
total score between zero and ten.
From The FLACC: A behavioral scale for scoring postoperative pain in young children, by S Merkel and others, 1997,
Pediatr Nurse 23(3), p. 293-297. Copyright 1997 by Jannetti Co. University of Michigan Medical Center.

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

This is a thumbnail image. The full-size FPS-R with instructions is available on page 3 at
http://painsourcebook.ca/pdfs/pps92.pdf Numbers are not shown to children.
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From: Hicks CL, von Baeyer CL, Spafford PA, Van Korlaar I, Goodenough B. The Faces Pain Scale – Revised. Toward a common metric in
pediatric pain measurement. Pain 2001;93:173-183. ©2001 International Association for the Study of Pain. Reprinted with permission.
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Essential Tremor (ET) & Restless Legs Syndrome (RLS) - Treatment Options
Additional References:

Health Canada Aug/07: Eli Lilly Canada advises Healthcare Professionals that they will cease sale of Permax August 30, 2007 due to risk of cardiac valvulopathy.
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.
Satija P, Ondo WG. Restless legs syndrome : pathophysiology, diagnosis and treatment. CNS Drugs. 2008;22(6):497-518
Stefansson H, Rye DB, Hicks A, et al. A genetic risk factor for periodic limb movements in sleep.N Engl J Med. 2007 Aug 16;357(7):639-47. Epub 2007 Jul 18. We have discovered a variant associated with
susceptibility to periodic limb movements in sleep. The inverse correlation of the variant with iron stores is consistent with the suspected involvement of iron depletion in the pathogenesis of the disease.
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, Allen RP, Tenzer P, Hening W. Restless legs syndrome: nonpharmacologic and pharmacologic treatments. Geriatrics. 2007 Oct;62(10):13-6.
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.
Winkelman JW, Shahar E, Sharief I, Gottlieb DJ. Association of restless legs syndrome and cardiovascular disease in the Sleep Heart Health Study. Neurology. 2008 Jan 1;70(1):35-42. Restless legs
syndrome (RLS) is associated with prevalent coronary artery disease and cardiovascular disease. This association appears stronger in those with greater frequency or severity of RLS symptoms.
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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
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onset of PD, associated comorbidities, presentation with rigidity and bradykinesia, and decreased dopamine responsiveness. Future research into methods for earlier and more accurate diagnosis of the disease and identification and clarification of predictive factors of rapid disease progression is
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During Treatment With Tamoxifen or Raloxifene for Breast Cancer Prevention: The NSABP Study of Tamoxifen and Raloxifene (STAR) P-2 Trial. JAMA. 2006 Jun 5; [Epub ahead of print] No significant differences existed between the tamoxifen and raloxifene groups in patient-reported outcomes for physical health, mental health,
and depression, although the tamoxifen group reported better sexual function. Although mean symptom severity was low among these postmenopausal women, those in the tamoxifen group reported more gynecological problems, vasomotor symptoms, leg cramps, and bladder control problems, whereas women in the raloxifene
group reported more musculoskeletal problems, dyspareunia, and weight gain.)

Wallach S, Cohen S, Reid DM, Hughes RA, Hosking DJ, Laan RF, et al. Effects of risedronate treatment on bone density and vertebral fracture in patients on corticosteroid therapy. Calcif Tissue Int 2000;67:277-85.
Wactawski-Wende J, et al.; Women's Health Initiative Investigators. Calcium plus vitamin D supplementation and the risk of colorectal cancer. N Engl J
Med. 2006 Feb 16;354(7):684-96. Erratum in: N Engl J Med. 2006 Mar 9;354(10):1102. (InfoPOEMs: A modest dose of calcium and vitamin D does not alter the risk of colorectal cancer in healthy, normal-risk women. (LOE = 1b) )
Wells G, Cranney A, Peterson J, Boucher M, et al. Alendronate for the primary & secondary prevention of osteoporotic fractures in postmenopausal women. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD001155. At 10 mg per day, both clinically important and statistically significant reductions in
vertebral, non-vertebral, hip and wrist fractures were observed for secondary prevention ('gold' level evidence, www.cochranemsk.org). We found no statistically significant results for primary prevention, with the exception of vertebral fractures, for which the reduction was clinically important ('gold' level evidence).

Wells G, Cranney A, Peterson J, Boucher M, Shea B, Robinson V, Coyle D, Tugwell P. Etidronate for the primary and secondary prevention of osteoporotic fractures in postmenopausal women. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD003376. Etidronate, at 400 mg per day,
demonstrated a statistically significant and clinically important benefit in the secondary prevention of vertebral fractures. No statistically significant reductions in vertebral fractures were observed when it was used for primary prevention. In addition, no statistically significant reductions in non-vertebral, hip, or wrist fractures were
found, regardless of whether etidronate was used for primary or secondary prevention. The level of evidence for all outcomes is Silver (www.cochranemsk.org.).

Wells G, Cranney A, Peterson J, Boucher M, Shea B, Robinson V, Coyle D, Tugwell P. Risedronate for the primary and secondary prevention of osteoporotic fractures in postmenopausal women. Cochrane Database Syst Rev. 2008 Jan 23;(1):CD004523. At 5 mg/day a statistically significant
and clinically important benefit in the secondary prevention of vertebral, non-vertebral and hip fractures was observed, but not for wrist. The level of evidence for secondary prevention is Gold (www.cochranemsk.org) for vertebral and non-vertebral and Silver for hip and wrist. There were no statistically significant reductions in the
primary prevention of vertebral and non-vertebral fractures. The level of evidence is Silver.

Winzenberg T, Shaw K, Fryer J, Jones G. Effects of calcium supplementation on bone density in healthy children: meta-analysis of randomised controlled trials. BMJ. 2006 Sep 15; [Epub ahead of print]
Wong R, Wiffen PJ. Bisphosphonates for the relief of pain secondary to bone metastases. Cochrane Database Syst Rev. 2002;(2):CD002068.
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Zizic TM. Pharmacologic prevention of osteoporotic fractures. Am Fam Physician. 2004 Oct 1;70(7):1293-300.

HERBAL DRUG INTERACTION CHART
Additonal references:
Adawi R, Walsh L. Bradycardia & edema in a patient receiving herbal therapy for fertility. Ann Intern Med. 2005 Nov 15;143(10):763. Although the specific ingredient responsible for the bradycardia and edema was not
identified, a literature search identified some possibilities. There is a known association between Aconitum napellus and various arrhythmias, including severe bradycardia and left bundle-branch block pattern (1).
Licorice contains glycyrrhizic acid, which inhibits renal 11[beta]-hydroxysteroid dehydrogenase and causes a state of mineralocorticoid excess by impeding inactivation of cortisol.

Agha-Hosseini M, Kashani L, et al. Crocus sativus L. (saffron) in the treatment of premenstrual syndrome: a double-blind, randomised and placebo-controlled trial. BJOG. 2008 Mar;115(4):515-9.
Saffron was an effective treatment for PMS in this well-designed but small & short-term study. Consider recommending saffron, if cost is not an obstacle. Larger & longer studies are needed to confirm this result. (LOE = 1b)

Arnold J, Ouwehand WH, Smith GA, Cohen H. A young woman with petechiae.Lancet. 1998 Aug 22;352(9128):618. (tahini (pulped sesame seeds))
Azuno Y, Yaga K, Sasayama T, Kimoto K. Thrombocytopenia induced by Jui, a traditional Chinese herbal medicine. Lancet. 1999 Jul 24;354(9175):304-5.
Bandolier. Avocado/soybean unsaponifiables for OA. April 2004;122-23. Web site: http://www.jr2.ox.ac.uk/bandolier/band122/b122-3.html. The limited data to date support the safety and possible efficacy
of ASU for osteoarthritis of the knee. More and longer studies are needed before we can recommend this to our patients without hesitation. (LOE = 1b-)
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.
Chen XY, Wu TX, Liu GJ, et al. Chinese medicinal herbs for influenza. Cochrane Database Syst Rev. 2007 Oct 17;(4):CD004559. The present evidence is too weak to support or reject the use of
Chinese medicinal herbs for preventing and treating influenza.
Chow T, Browne V, et al. Ginkgo biloba & acetazolamide prophylaxis for acute mountain sickness: a randomized, placebo-controlled trial. Arch Intern Med. 2005 Feb 14;165(3):296-301.
Chuchalin AG, Berman B, Lehmacher W. Treatment of acute bronchitis in adults with a pelargonium sidoides preparation (EPS 7630): a randomized, double-blind, placebo-controlled trial. Explore
2005;1:437-45. (InfoPOEMs: The pelargonium sidoides extract (Umckaloabo in Germany) produced a significantly greater reduction in symptoms of acute bronchitis than
placebo, & more patients were satisfied with treatment. As with all herbal products, results may be different with pelargonium products other than this extract. (LOE = 1b))
Clegg et al . National Institutes of Health (NIH) Glucosamine/Chondroitin Arthritis Intervention Trial (GAIT) Clegg DO, et al. Glucosamine, chondroitin sulfate, and the two in combination for painful knee osteoarthritis. N Engl J Med. 2006 Feb
23;354(8):795-808. CONCLUSIONS: Glucosamine and chondroitin sulfate alone or in combination did not reduce pain effectively in the overall group of patients with osteoarthritis of the knee. Exploratory analyses
suggest that the combination of glucosamine and chondroitin sulfate may be effective in the subgroup of patients with moderate-to-severe knee pain. (The 1,538-pts GAIT trial compared the effectiveness & safety of
these supplements taken alone and in combination in patients with painful knee osteoarthritis (WOMAC Pain 125-400 mm) treated at 16 academic medical centers in the U.S. The response rate for all patients was
60.1% in a placebo group, 64% in a glucosamine hydrocholoride arm (500 mg TID); 65.4% in a chondroitin alone arm (400 mg TID); & 66.6% in a glucosamine-plus-chondroitin arm (500 mg/400mg TID) (p=0.09),
according to a study results reported at the American College of Rheumatology meeting in San Diego Nov/05). http://nccam.nih.gov/news/19972000/121100/qa.htm (InfoPOEMs: Glucosamine HCl and chondroitin
provides modest if any symptomatic benefit for patients with mild osteoarthritis of the knee. This study was well designed and avoided many of the design flaws of earlier studies. However, it had a high dropout rate
(20%) and used a different glucosamine salt than most previous studies. In addition, post-hoc analysis suggests a large benefit in patients with moderate to severe pain. There were also consistent trends toward benefit
for many secondary outcomes. (LOE = 1b) )
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) )
Dodge HH, Zitzelberger T, Oken BS, et al. A randomized placebo-controlled trial of ginkgo biloba for the prevention of cognitive decline. Neurology. 2008 Feb 27; [Epub ahead of print] n=118 42 month In unadjusted
analyses, ginkgo biloba extract (GBE) neither altered the risk of progression from normal to Clinical Dementia Rating (CDR) = 0.5, nor protected against a decline in memory function.
Secondary analysis taking into account medication adherence showed a protective effect of GBE on the progression to CDR = 0.5 and memory decline.

Draves AH, Walker SE. Analysis of the hypericin and pseudohypericin content of commercially available St John's Wort preparations. Can J Clin Pharmacol. 2003 Fall;10(3):114-8.
Draves AH, Walker SE. Parthenolide content of Canadian commercial feverfew preparations (Label claims are misleading in most cases). CPJ Dec 2003/Jan 2004, Vol. 136, No. 10, p23-30.
Effect of Gamma-Linolenic Acid on the Transcriptional activity of the Her- 2/neu (erbB-2) oncogene. Journal of the National Cancer Institute, Vol. 97, No. 21, November 2, 2005, p. 1611-1615.
Ernst E. Cardiovascular adverse effects of herbal medicines: a systematic review of the recent literature. Can J Cardiol. 2003;19:818-27.
Fava M, Alpert J, et al. A Double-blind, Randomized Trial of St John's Wort, Fluoxetine, and Placebo in Major Depressive Disorder. J Clin Psychopharmacol. 2005 Oct;25(5):441-447.
FDA May 2007 FDA chemical analysis revealed that Energy Max contains thione analog of sildenafil, a substance with a structure similar to sildenafil, the active ingredient in Viagra, an FDAapproved drug for ED.Substances like this are called analogs because they have a structure similar to another drug and may cause similar side effects and drug
interactions. True Man contains a thione analog of sildenafil or piperadino vardenafil, an analog of vardenafil, the active ingredient in Levitra, another FDA-approved
prescription drug for ED. Neither the thione analog of sildenafil nor piperadino vardenafil are components of approved drug products.
FDA Feb/08 Palo Alto Labs and FDA notified consumers and healthcare professionals of a voluntary nationwide recall of two dietary supplements, Aspire36 and Aspire Lite. The products were
recalled because they were found to contain Aildenafil in trace amounts and Dimethyl sildenafil thione, an analog of Sildenafil, a drug used to treat erectile dysfunction.
FDA Mar/08 The U.S. Food and Drug Administration is advising consumers not to purchase or use "Blue Steel" or "Hero" products, marketed nationally as dietary supplements, because these products
contain undeclared ingredients similar to sildenafil.
FDA April/08 Herbal Science International, Inc. and FDA informed consumers and healthcare professionals of a nationwide recall of twelve dietary supplements that contain ephedra, aristolochic
acid or human placenta because they may present a serious health hazard to consumers. FDA has long regarded dietary supplements containing ephedra, a botanical that
contains ephedrine alkaloids, as a potential health hazards because the alkaloid raises blood pressure and otherwise stress the circulatory system.
FDA May/08 is requesting that the manufacturer of Xiadafil — an "all natural" dietary supplement sold to treat erectile dysfunction — recall all its stock from natural food stores & discontinue
marketing it on the Web since it contains an analog of sildenafil.
FDA May/08 notified consumers and healthcare professionals that supplement products sold under the brand name of Viril-ity Power (VIP) Tablets is being recalled because one lot was found to
contain a potentially harmful undeclared ingredient, hydroxyhomosildenafil, an analog of sildenafil.
FDA May/08 The US Food and Drug Administration advised consumers not to use the products Total Body Formula in Tropical Orange and Peach Nectar flavours, and Total Body Mega Formula in
Orange/Tangerine flavour, because they contain high doses of selenium and chromium.
FDA July/08 Jack Distribution, LLC issued a voluntary nationwide recall of selected lots of Rize 2 The Occasion Capsules and Rose 4 Her Capsules, marketed as dietary supplements. The products
were recalled because certain lots contained thiomethisosildenafil, an undeclared analog of sildenafil, a FDA-approved drug used for Erectile Dysfunction.
FDA July/08 not to buy or use Viapro 375mg Capsules because one lot of the product was found to contain a potentially harmful undeclared ingredient, thio-methisosildenafil, an analog of sildenafil.
Fleshner N, Harvey M, et al. Evidence for contamination of herbal erectile dysfunction products with phosphodiesterase type 5 inhibitors. J Urology 2005; 174:636-41.(InfoPOEMs: At least some
natural products marketed for the treatment of erectile dysfunction are adulterated with phosphodiesterase type 5 inhibitors. Many of these products claim to be free of adverse effects but
in truth may be potentially fatal to patients concomitantly using nitrates. (LOE = 4) ) Two of 7 products (Super-X and Stamina-RX) contained significant amounts of sildenafil (Viagra, 30
mg) and tadalafil (Cialis, 20 mg), respectively.
Gagnier JJ, van Tulder MW, Berman B, Bombardier C. Herbal medicine for low back pain: a Cochrane review. Spine. 2007 Jan 1;32(1):82-92. Harpagophytum procumbens, Salix alba, and Capsicum
frutescens seem to reduce pain more than placebo. Additional trials testing these herbal medicines against standard treatments will clarify their equivalence in terms of efficacy. The quality
of reporting in these trials was generally poor; thus, trialists should refer to the CONSORT statement in reporting clinical trials of herbal medicines. (InfoPOEMs: If these authors have
included all the relevant studies, it appears that there is modest evidence that herbal remedies (oral Harpagophytum procumbens [devil's claw] and Salix alba [white willow bark], as well as
topical Capsicum frutescens [cayenne]) alleviate acute episodes of chronic nonspecific low back pain in adults. In general, the reporting of the trials included in this systematic review was

poor. Finally, this body of literature is prone to bias in favor of publishing positive results. (LOE = 1a-))
Gardiner P, Phillips R et al. Herbal and Dietary Supplement- Drug Interactions in Patients with Chronic Illnesses. Am Fam Physician. 2008;77 (1):73-78.
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.
Genistein: Atteritano M, Marini H, Minutoli L, et al. Effects of the phytoestrogen genistein on some predictors of cardiovascular risk in osteopenic, postmenopausal women: a two-year randomized, double-blind, placebo-controlled study. J Clin Endocrinol
Metab. 2007 Aug;92(8):3068-75. Epub 2007 May 22. These results suggest that 54mg genistein plus calcium, vitamin D(3), and a healthy diet was associated with favorable effects on both glycemic control and some
cardiovascular risk markers in a cohort of osteopenic, postmenopausal women. D'Anna R, Cannata ML, Atteritano M, et al. Effects of the phytoestrogen genistein on hot flushes, endometrium, and vaginal epithelium in
postmenopausal women: a 1-year randomized, double-blind, placebo-controlled study. Menopause. 2007 Jul-Aug;14(4):648-55. The phytoestrogen genistein has been shown to be effective on vasomotor symptoms
without an adverse effect on endometrium. Marini H, Minutoli L, Polito F, et al. Effects of the phytoestrogen genistein on bone metabolism in osteopenic postmenopausal women: a randomized trial. Ann Intern Med. 2007
Jun 19;146(12):839-47. Summary for patients in: Ann Intern Med. 2007 Jun 19;146(12):I34. Twenty-four months of tx with genistein has positive effects on BMD in osteopenic postmenopausal women.

Gertsch JH, Basnyat B, et al. Randomised, double blind, placebo controlled comparison of ginkgo biloba and acetazolamide for prevention of acute mountain sickness among Himalayan
trekkers: the prevention of high altitude illness trial (PHAIT). BMJ. 2004 Apr 3;328(7443):797. Epub 2004 Mar 11.
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
Guo R, Canter PH, Ernst E. A systematic review of randomised clinical trials of individualised herbal medicine in any indication. Postgrad Med J. 2007 Oct;83(984):633-7. There is a sparsity of
evidence regarding the effectiveness of individualised herbal medicine & no convincing evidence to support the use of individualised herbal medicine in any indication.
Gunton JE, Cheung NW, et al. Chromium Supplementation Does Not Improve Glucose Tolerance, Insulin Sensitivity, or Lipid Profile: A randomized, placebo-controlled, double-blind trial of
supplementation in subjects with impaired glucose tolerance. Diabetes Care. 2005 Mar;28(3):712-3.
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 Aug/06 is advising consumers not to use Salt Spring Herbals Sleep Well Dietary Supplement because a sample has been found to contain estazolam.
Health Canada Warns Consumers August 04, 2006 Not To Use Neophase Formula For Men Due To Potential Health Risks which has been found to contain an undeclared ingredient similar to the
active pharmaceutical ingredient found in Viagra. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_67_e.html
Health Canada Aug/06 is reminding consumers not to use Miracle II Miracle Neutralizer or any other products exported or sold by Tedco, Inc. of Louisiana because they could contain harmful bacteria.
http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_68_e.html
Health Canada Aug/06 is advising consumers about a possible link between health products containing the herbal medicine black cohosh and liver damage. There have been a number of international
case reports of liver damage suspected to be associated with the use of black cohosh, including three case reports in Canada and one published case of death in the
United States. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_72_e.html
Health Canada Aug/06 is advising consumers not to use four foreign health products due to concerns about possible side-effects: Reduce Weight, a proprietary Chinese Medicine marketed as a weightloss 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 weightloss product. The product is adulterated with sibutramine and mazindol, two prescription medications used to suppress appetite. Conting Qianweisu Slimming Herbs
Capsule is marketed as a weight-loss product. The product is adulterated with sibutramine, a prescription medication used to suppress appetite.
http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/fpa-ape/2006/2006_84_e.html http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/fpa-ape/2006/2006_83_e.html

Health Canada Sept/06 advises against use of the Ayurvedic medicinal product Jambrulin due to lead content http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_89_e.html
Health Canada Sept/06 is warning consumers not to use the natural health product Libidus because it contains an undeclared pharmaceutical ingredient, a modified form of vardenafil.
Health Canada Oct/06 is advising consumers not to use the unauthorized natural health products Emperor's Tea Pill (Tian Huang Bu Xin Wan) and Hepatico Extract (Shu Gan Wan) because
certain lots of these products contain high levels of lead and mercury. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_98_e.html
Heath Canada Nov/ 06 is warning Canadians not to use the unauthorized product Embrun de mer promoted for the treatment of skin irritation in newborns and adults because it contains unacceptable
amounts of harmful bacteria.
Health Canada Dec/06 is advising consumers not to use a product called Eden Herbal Formulations Sleep Ease Dietary Supplement, because it was found to contain an undeclared drug estazolam
http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2006/2006_127_e.html
Health Canada Dec/06 is advising consumers not to use two foreign health products due to concerns about possible side-effects: Slim & Detox Peptide, which are weight-loss products. Containing the
prescription drug sibutramine (the generic name for Meridia) http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/fpa-ape/index_e.html
Health Canada Jan/07 is advising consumers not to use Kang Da and four unlabelled products are marketed as herbal sexual enhancements and treatments for erectile dysfunction. The products are
adulterated with a prescription medication used in the treatment of sexual dysfunction. Qing Zhi and one unlabelled product are marketed as herbal weight-loss
products. The products are adulterated with sibutramine, a prescription medication used to suppress appetite.
Health Canada Feb/07 is advising consumers not to use a product called Sleepees, because it was found to contain an undeclared drug estazolam, which can be habit-forming when used
for as little as a few months. http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/2007/2007_16_e.html

Health Canada Feb/07 is updating Canadians about adverse reaction reports it has received concerning the use of EMPowerplus, a vitamin mineral supplement, for serious medical conditions.
Health Canada has received nine case reports of serious adverse reactions associated with the use of EMPowerplus. Most of the adverse reactions relate to worsening
of psychiatric symptoms in those patients with serious underlying mental health problems, such as bipolar disorder and depression.
Health Canada Feb/07 is advising consumers not to use the following product listed in the table below due to concerns about possible side-effects. More info Power 58; Platinum Power 58; Ehanix;
Jolex; Onyo; Deguozonghengtianxia because they contained acetildenafil. Acetildenafil is an analogue of sildenafil, a prescription medication indicated for treatment
of erectile dysfunction.
Health Canada Mar/07 is Health Canada is advising consumers not to use MIAOZI Slimming Capsules because they have been found to contain sibutramine, a prescription medication that should only
be taken under medical supervision.
Health Canada Mar/07 is warning consumers not to use the unauthorized natural health product XOX For Men, because it contains an undeclared pharmaceutical ingredient, tadalafil, an ingredient
found in the prescription drug Cialis. The use of XOX For Men could pose serious health risks, especially for patients with existing medical conditions such as heart
problems, those taking heart medication, or those at risk of stroke.
Health Canada Mar/07 is warning consumers not to use the unauthorized product Vigorect Oral Gel Shooter, because it contains an undeclared drug substance tadalafil.
Health Canada Apr/07 is warning consumers about Bitter orange & cardiovascular reactions in the Canadian Adverse Reactions April 2007 Newsletter.
Health Canada Apr/07 is warning consumers from The Hong Kong Department of Health found Lanmei Keili Ji to be adulterated with gliclazide, a hypoglycaemic agent (lowers blood sugar).
The Hong Kong Department of Health found Lexscl Fat Rapid Loss capsules to be adulterated with sibutramine and thyroid hormones. The United States Food
and Drug Administration found V.MAX and Rhino Max (Rhino V Max) to contain undeclared amounts of aminotadalafil, an analogue of tadalafil, used to treat
erectile dysfunction.
Health Canada April/07is advising consumers not to use a product called Eden Herbal Formulations Serenity Pills II because it contains the undeclared drug estazolam.
Health Canada April/07is advising consumers not to use a product FiberChoice plus Multivitamins is marketed as a fibre supplement. The product is contaminated with fish gelatin, a known allergen
that could cause life-threatening reactions in some sensitive individuals.
Health Canada May/07 is warning consumers Urat Madu capsules are marketed for the treatment of erectile dysfunction. The product is adulterated with sildenafil, a prescription drug that has been
associated with serious side effects including sudden vision loss, penile tissue damage and urinary tract infection.
Health Canada May/07 is advising consumers not to use Xiaokeshuping Jiangtangning Jiaonang capsules in Hong Kong to contain the undeclared pharmaceutical drugs phenformin, rosiglitazone,
and glibenclamide, which may be used in diabetes to lower blood sugar.
Health Canada May/07 is advising consumers that HS Joy of Love product is marketed as a dietary supplement and was found to contain piperadino vardenafil.
Health Canada May/07 is advising consumers not to use 6 foreign health products due to concerns about possible side-effects: Power 58 Extra, Platinum Power 58 Extra, Enhanix New Extra Men's
Formula, Valentino, King Power Oral Solution, and Stretch Up Capsules are marketed as treatments for erectile dysfunction. The products contain analogues of
sildenafil and vardenafil, which are prescription drugs used for the treatment of erectile dysfunction.
Health Canada June/07 is advising consumers not to use Optimum Health Care SleePlus TCM or BYL SleePlus, because the products contain the undeclared drug clonazepam.
Health Canada June/07 is warning consumers not to use the product Encore Tabs for Men, because it contains an undeclared pharmaceutical ingredient similar to the approved drug tadalafil.
Health Canada July/07 is warning Canadians not to use the dietary supplement MdMt, or any other supplements containing the synthetic steroids methyl-1-testosterone or methyldienolone that are
obtained without a prescription, due to potentially serious health risks including reduced fertility and liver disorders.
Health Canada July/07 is warning consumers not to use Zencore Tabs, a product advertised as a dietary supplement for sexual enhancement, because it contains an undeclared pharmaceutical ingredient
similar to the approved drug tadalafil.
Health Canada July/07 & the US Food and Drug Administration (FDA) found Liviro3 to contain tadalafil, a prescription drug that should only be taken under the guidance of a health professional.
Health Canada July/07 is advising consumers not to use the sleep supplement product Optimum Health Care Sleep Easy, because it contains the undeclared drug clonazepam.
Health Canada July/07 is advising consumers not to use 8 foreign health products due to concerns about possible side-effects: Jie Jie Pills and Chuan Xiong Cha Tiao Wan are proprietary Chinese
medicines that have been found to contain aristolochic acid, a natural toxin known to cause kidney failure and cancer in humans. Medsafe, the New Zealand health
regulatory authority, advised the public not to use the products Darling Capsules, Dali Capsules, Spanish Fly Capsules, and an unnamed product, because they were found
to contain sildenafil. Medsafe also advised the public not to use the product Dai Dai Hua Jiao Nang because it was found to contain sibutramine. The Hong Kong
Department of Health [HKDH] found batch #WA00030 of the product Kui Hua Chut Lee San Bird's Nest & Pearl to exceed the acceptable limit for microbiological
contaminants set out by the HKDH. Further investigation revealed that this product also exceeded the limit for bacterial contamination in Natural Health Products in Canada.
Health Canada Aug/07 Consumers who use Excite for women or Ultimates for men may be at risk of serious side effects similar to those associated with sildenafil.
Health Canada Aug/07 is advising Canadians of a recall in the United States of one lot of Metaboslim Apple Cider Vinegar, which is marketed as a dietary supplement, because it has been found to
contain sibutramine, a prescription medication that should only be taken under medical supervision.
Health Canada Sept/07 is advising consumers not to use 13 foreign health products due to concerns about possible side-effects: Jacaranda, Queenmer Fat Loss, Li Da Dai Dai Hua Jiao Nang,
J-minus and Jelimel Slimming Capsules. These products are promoted for weight loss and have been found to be adulterated with the prescription drug sibutramine.
Sibutramine is used for treating obesity and should only be taken under the supervision of a health professional. Junyu Jiaonanyihao has been found to contain the
undeclared prescription drugs sibutramine and dexamethasone, as well as phenolphthalein, which is currently prohibited in Canada. Satis 60 Hours Ever Lasting Formula
is used for the treatment of erectile dysfunction/sexual enhancement. It was found to contain piperidenafil an analogue of vardenafil, a drug that should only be used under
the supervision of a health professional. Qiangli Zhuanggutongbiling has reportedly been used for joint pain and stiffness. It was found to contain the undeclared
prescription drugs prednisolone acetate, cortisone acetate, piroxicam, and diclofenac. Heng Tong Jiangtangning Jiaonang was found to contain the prohibited drug
phenformin, and the prescription drug glibenclamide (glyburide) which should only be taken under the supervision of a health professional. Endopile Capsules is used for
the treatment of hemorrhoids and piles, and related symptoms and was found to contain potentially toxic levels of lead and mercury. BuXie PaiDu XiaoDou Su is used as an
acne treatment and was found to contain the prescription drug rifampicin (rifampin). True Man and Energy Max are used as sexual enhancement/ erectile dysfunction
products and were found to contain an analogue of sildenafil or vardenafil which are prescription medications.
Health Canada Sept/07 is advising consumers not to use 5 foreign health products due to concerns about possible side-effects: Top Gun for Men Herbal Extracts has been found to contain a substance
similar to tadalafil. Oyster Plus has been found to contain tadalafil. Deguozhanjiang contains sildenafil and tadalafil, prescription drugs used for the treatment of erectile
dysfunction. Chongcaoliubian Jiaonang and Santi Scalper Penis Erection Capsule contain sildenafil.
Health Canada Sept/07: Khun-Phra is a health product promoted for pain relief that has been found to contain the undeclared drugs dexamethasone, prednisolone, phenylbutazone, diazepam,
cyproheptadine and mebhydrolin.. Asam Urat Flu Tulang, PJ Dewandaru is a health product promoted to treat joint pain, rheumatism and arthritis. It has been found to
contain the undeclared drugs dexamethasone, diclofenac and acetaminophen.

Health Canada Oct/07 Foreign Product Alerts: Zhen Feng Da Brand Xi Tong Wan is promoted as a pain reliever. Lot #060908 has been found to contain undeclared
indomethacin, a prescription anti-inflammatory drug that should only be taken under the guidance of a health professional. Wellring Brand Yin Qiao Jie
Du is a health product promoted to treat cold and flu symptoms. Lot#51005 has been found to contain undeclared acetaminophen. Gu Ci Dan and Xu
Log Bou are promoted as pain relievers and have been found to contain undeclared indomethacin. Indomethacin is a prescription anti-inflammatory drug
that should only be taken under the guidance of a health professional.
Health Canada Oct/07 is advising, especially pregnant & breastfeeding women, not to use Calabash chalk because of the potential health risk due to high levels of lead.
Health Canada Oct/07: Foreign Product Alerts: Red Yeast Rice, Red Yeast Rice/Policosonal Complex and Cholestrix, and Xie Gan Wan. Red Yeast Rice, Red Yeast
Rice/Policosonal Complex and Cholestrix are promoted as dietary supplements for the treatment of high cholesterol. These products may contain
lovastatin, a prescription medication for the treatment of high cholesterol that should only be taken under the guidance of a health professional.
Xie Gan Wan is a Proprietary Chinese Medicine with unknown indication for use. Xie Gan Wan, was found to contain Aristolochia plant species.
Health Canada Oct/07: Royal Medic No.1 Chinese Caterpillar Fungus is a proprietary Chinese medicine promoted as a general health tonic, but Health Canada advises
Canadians not to use this product due to microbial contamination. Steripaste Medicated Paste Bandages may not be sterile therefore there is a
possibility the bandage may cause a wound infection.
Health Canada Nov/07 is advising consumers not to use Axcil and Desirin, are promoted as natural sexual enhancement/ erectile dysfunction products. Consumers are warned
not to use Axcil and Desirin because both products were found to contain the prescription drug sildenafil.
Health Canada Dec/07 is advising Canadians not to use unauthorized products manufactured by Wild Vineyard because of the potential health risk to consumers. Wild Vineyard
is not authorized to manufacture, package, label or import natural health products in Canada.
Health Canada Jan/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Baby’s Bliss Gripe Water (apple flavour), code
26952V, a natural health product given to infants to ease stomach discomfort and gas, was found to contain the parasite cryptosporidium. Cryptosporidium
may cause severe, chronic or even fatal effects, especially in infants. Zhong Ti Xiao Er Jian Pi San is a natural health product. Batch number JPS0704
has been recalled due to microbial contamination.
Health Canada Jan/08 is warning Canadians not to use the unauthorized product Yeniujyn because the product contains heavy metal contaminants and may pose a serious health
risk. Yeniujyn is advertised as a natural health product, for adults and children, to be used "to cure involuntary passage of urine diseases." The product
was found to contain high levels of lead and arsenic.

Health Canada Jan/08 is warning Canadians not to use the unauthorized product 1- ZhenZhu HouFengSan Penji; Vyling Cornu Saigae Tataricae Cooling Tea; Natorny Kwek's
Herb 106; Chinese Herbal Heritage Herbal Slimming Tea; Vyling Urticaria Itch-Killer A; Vyling Water- Melon Pearls Powder; Phoenix Brand Tea For
Sore Throat And Fever; Qing Yin Bai Hua Tea; and Yinqiao Flu & Fever Tea. Nine specific batches of Chinese medicines and teas manufactured in
Singapore that have been recalled due to microbial (bacterial) and/or yeast and mould contamination.
Physio Care Lida Dai Dai Hua Jiao Nang Slimming Capsules (batch number 28012007 / expiration date: Jan 2009). This product is promoted for
weight loss and has been found to contain a derivative of the prescription drug sibutramine.
RGC-RMC Rheumax Capsule (batch number REM1-SI93016N). This batch of RGC-RMC Rheumax Capsule has been found to contain progesterone,
a steroid hormone that can have adverse effects on the brain, breast and skin and should only be taken if prescribed by a health professional.
Health Canada Feb/08 warning Canadians not to use Foreign Products: 1) Jingzhi Kesou Tanchuan; Guanxin Suhe capsules; Qing Re An Cang Wan; & Guan Xin Su He
2) Xiao Qin Long Capsules 3) Xiao Qin Long Wan; Chuan Xiong Cha Tiao Wan Tablets; Bai Tou Weng Wan
4) Wannianqing Pai Danggui Niantong Tang (batch number 050401) These products have been found to contain aristolochic acid, a toxin associated
with serious and potentially fatal health effects.
Health Canada Feb/08 warning Canadians not to use VPX ‘No Shotgun' and BSN ‘Cell Mass' Body Building Powders These products have been found to contain coumarin.
Health Canada Feb/08 warning Canadians not to use 1) Ding Lu Brand Guipi Wan (batch number 060401); Ding Lu Brand Bushen Yijing Wan (batch number 060401); Ding Lu
Brand Shiquan Dabu Wan (batch number 060401); Ding Lu Brand Xiangsha Liujun Wan (batch number 060401); Ding Lu Brand Xiaoyao Wan (batch
number 060401); Medco Brand Vitality Essence Extract Of Deer Fetus (batch number 61007); Plasmin (batch number 20060102) 2) Yogaraja Gulgulu
Pills (batch number GK039) and Pilsol Capsule 3) Conforer Global Yang Tonic-2 (batch number 060117) 4) Liang Gel San Concentrated Powder
(batch number G3238913) and Qing Xin Lian Zi Yin Concentrated Powder (batch number G3239274) These products were found to contain excessive
amounts of heavy metals.
Health Canada Mar/08 is warning consumers not to use Libidus, an unauthorized product promoted on the web site of the manufacturer for the treatment of erectile dysfunction.
The product may pose serious health risks, as it was found to contain the undeclared prescription drug sildenafil.
Health Canada April/08 is warning consumers not to use Foreign Product Alert: Tetrasil, Genisil, Aviralex, OXi-MED, Beta-mannan Micronutrient, Qina and SlicPlus.
They are marketed for the prevention or treatment of a variety of sexually transmitted diseases.
Health Canada April//08 is advising consumers not to use 2 foreign products, Aspire 36 & Aspire Lite, because they were found to contain undeclared sildenafil analogues.
Health Canada April/08 is warning consumers not to use Vigoureux, an unauthorized product promoted for the treatment of erectile dysfunction. The product may pose serious
health risks, as it was found to contain the prescription drug sildenafil
Health Canada April/08 is advising consumers not to use 2 foreign health products due to concerns about possible side-effects: Tian Li was found to contain tadalafil and
hydroxyhomosildenafil, and should only be taken under the guidance of a healthcare professional. Xian Zhi Wei II was found to contain sibutramine and
phenolphthalein, which are not meant for self-care and may cause serious side effects.
Health Canada April/08 is advising consumers not to use The Hong Kong Department of Health advised the public not to use the product Tian Sheng Yi Bao because it was
found to contain two pharmaceutical products, glibenclamide and phenformin
Health Canada April/08 is advising consumers about The Health Sciences Authority (HSA) of Singapore recalled Qili Brand Tongbianling Jiaonang, Sincere Brand
ChuanXinLian Jiaonang, Xiangyao Brand Xiangyao Weian Jiaonang, Biflora Brand Fufang Danshen Pian (film-coated), Biflora Brand 306
Xiaoyan Jiedu capsules, and Xiang Sha Liu Jun Wan as they were found to contain high levels of arsenic and/or mercury that exceeded the permissible
limits outlined by the HSA standards of safety and quality.
Health Canada May/08 is advising consumers not to use vpxl No1 Dietary Supplement for Men was found to contain tadalafil
Health Canada May/08 is reminding consumers who choose to use unapproved Ayurvedic medicinal products that some of these products may contain high levels of heavy
metals. Consumption of excessive amounts of heavy metals, such as lead, mercury, and arsenic, pose serious health risks.
Health Canada May/08 is warning consumers not to use Trophic Kelp & Glutamic Acid HCl due to the health risk posed by exposure to high levels of iodine.
Health Canada May/08 is warning consumers not to use Desire, an unauthorized product promoted to enhance male sexual performance as this product may pose serious health
risks in certain patients. Lot 0070263 of the product was found to contain the prescription drug phentolamine.
Health Canada June/08 is advising that Desire contains Phentolamine, which should only be used under the supervision of a health care professional.
Health Canada June/08 6-OXO, which contains the compound 4-androstene-3,6,17-trione, is an unauthorized natural health product in Canada. 1-AD contains 1-androstenediol,
an anabolic steroid that is regulated as a controlled substance in Canada
Health Canada July/08 Foreign Product Alerts: Super Shangai,Strong Testis, Shangai Ultra, Shangai Ultra X, Lady Shangai, Shangai Regular (also known as Shangai
Chaojimengnan), Actra-Sx, An unknown product containing the plant Lycium barbarum L., Adam Free, NaturalUp, Erextra, Yilishen,
Blue Steel, Hero, & Naturalë Super Plus. These products have been found to contain sildenafil or an unapproved substance similar to sildenafil.
Health Canada July/08 is advising consumers not to use 4 foreign health products due to concerns about possible side-effects: Wodibo. Wodibo is promoted as an all-natural
Chinese potency-enhancing product for the treatment of erectile dysfunction. The Danish Medicines Agency has warned against the use of Wodibo
because it was found to contain sildenafil and tadalafil, prescription drugs authorized for treatment of erectile dysfunction. Both of these medications
should only be used under the supervision of a health care professional. Viril-Ity-Power (VIP) Tabs. The U.S. Food and Drug Administration has
warned consumers not to use Viril-Ity-Power (VIP) Tabs because it was found to contain an undeclared ingredient similar to the prescription drug
sildenafil. The product has been recalled by the manufacturer in the U.S. Therma Power (red and blue varieties) and Grenade Fat Burner. The U.K.
Medicines and Healthcare products Regulatory Agency (MHRA) warned consumers not to use the ephedrine-containing products Therma Power (red
variety) and Grenade Fat Burner after the products were associated with serious adverse reactions. The MHRA also warned consumers to not use the
ephedrine-free Therma Power (blue variety) because it contains synephrine and caffeine, a combination that has been associated with cardiovascular
adverse reactions.
Health Canada Aug/08 is advising consumers not to use 9 foreign health products due to concerns about possible side-effects: Dan Bai Shou Shen Su was found to contain
undeclared thyroid hormones and sibutramine. Karntien and Karntien Easy to Slim were adulterated with sibutramine and a compound that is similar
in structure to sibutramine (N-desmethylsibutramine). Armstrong Natural Herbal Supplement, Enhanix New Extra Men's Formula, Power 58
Extra, and Platinum Power 58 Extra were adulterated with tadalafil or unapproved substances with structures similar to tadalafil and vardenafil. More
Slim was found to contain the undeclared pharmaceutical ingredient sibutramine. Soloslim was found to contain an undeclared substance similar in
structure to the prescription drug sibutramine. It also contains the prescription drug L-carnitine, as well as synephrine, which is not authorized for sale in
weight loss products in Canada.
Health Canada Aug/08 is advising consumers not to use 8 foreign health products due to concerns about possible side-effects: The Hong Kong Department of Health warned
against the use of Natural (Xin Yi Dai) and Lasmi because Natural (Xin Yi Dai) was found to contain sibutramine and phenolphthalein, and Lasmi was
found to contain sibutramine and spironolactone. The Hong Kong Department of Health warned against the use of AA Qu Feng Shu Jin Wan because it
was found to contain the undeclared pharmaceutical ingredient dexamethasone. Apisate contained fenfluramine and Energy ll contained sibutramine.
Obat Asam Urat and Asam Urat both contained dexamethasone, phenylbutazone and piroxicam. The Hong Kong Department of Health warned against
the use of Slim 3in1 (Xiao Nan zhi Bao) because it was found to contain the undeclared pharmaceutical ingredients sibutramine and phenolphthalein.
Health Canada Sept/08 is advising consumers not to use any unauthorized health products sold under the brand names Life Choice, Healthy Choice, Doctor's Choice and Your
Choice as well as other products without a brand name. All of these unauthorized health products have the same identifying image on their label.
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neural-tube defects in Canada. The decrease was greatest in areas in which the baseline rate was high.)
Wald NJ, Law MR, Morris JK, Wald DS. Quantifying the effect of folic acid. Lancet. 2001 Dec 15;358(9298):2069-73.
Wilson RD, Johnson JA, Wyatt P, Allen V, Gagnon A, Langlois S, Blight C, Audibert F, Désilets V, Brock JA, Koren G, Goh YI, Nguyen P, Kapur B; Genetics Committee of the Society of Obstetricians and Gynaecologists of Canada and The Motherrisk Program. Preconceptional vitamin/folic acid supplementation 2007: the use of folic acid in combination with a multivitamin supplement for the prevention of neural tube defects and other congenital anomalies. J Obstet Gynaecol Can. 2007 Dec;29(12):1003-26.
167. Mucha SM, deTineo M, Naclerio RM, Baroody FM. Comparison of montelukast and pseudoephedrine in the treatment of allergic rhinitis. Arch Otolaryngol Head Neck Surg. 2006 Feb;132(2):164-72.
168. Dodd SR, et al. In a systematic review, infrared ear thermometry for fever diagnosis in children finds poor sensitivity. J Clin Epidemiol. 2006 Apr;59(4):354-7. Epub 2006 Feb 20. (InfoPOEMs: Ear thermometry will only detect approximately two thirds of febrile children. Although it is fast and
easy, the use of ear thermometry should be limited to those situations in which it doesn't matter if fever is present. (LOE = 1a-) )

169. Poston L, et al. Vitamins in Pre-eclampsia (VIP) Trial Consortium. Vitamin C and vitamin E in pregnant women at risk for pre-eclampsia (VIP trial): randomised placebo-controlled trial. Lancet. 2006 Apr 8;367(9517):1145-54. (InfoPOEMs: Supplementation with vitamins C and E
during pregnancy does not reduce the risk of preeclampsia but does increase the risk of low birth weight. (LOE = 1b))

170. DHA Supplementation during Pregnancy & Lactation. Pharmacist’s Letter Aug,2006.
171. Pharmacist’s Letter. Vitamin D and Calcium: Not just for Bones anymore . July 2007.
172. InfoPOEM Feb08: Honey for cough. {A single dose of honey is effective at decreasing cough severity and sleep disruption in children with cough due to uncomplicated upper respiratory infections. Please remember that honey should never be given to infants because of the risk of botulism. (LOE = 2b).}
173. Paul IM, Beiler J, McMonagle A, Shaffer ML, Duda L, Berlin CM Jr. Effect of honey, dextromethorphan, and no treatment on nocturnal cough and sleep quality for coughing children and their parents. Arch Pediatr Adolesc Med. 2007 Dec;161(12):1140-6.
174. Smith SM, Schroeder K, Fahey T. Over-the-counter medications for acute cough in children and adults in ambulatory settings. Cochrane Database of Systematic Reviews 1999, Issue 1. Art. No.: CD001831. DOI: 10.1002/14651858.CD001831.pub3. {Acute cough is a common and troublesome symptom in
people who suffer from acute upper respiratory tract infection (URTI). Many people self-prescribe over-the-counter (OTC) cough preparations and health practitioners often recommend their use for the initial treatment of cough. The results of this review suggest that there is no good evidence for or against the effectiveness of OTC
medications in acute cough. The results of this review have to be interpreted with caution because the number of studies in each category of cough preparations was small. Many studies were of low quality and very different from each other, making evaluation of overall efficacy difficult.
http://www.cochrane.org/reviews/en/ab001831.html }

175. Pynnonen MA, Mukerji SS, Kim HM, Adams ME, Terrell JE. Nasal saline for chronic sinonasal symptoms: a randomized controlled trial. Arch Otolaryngol Head Neck Surg. 2007 Nov;133(11):1115-20. Nasal irrigation (nasal washing) using a stream of normal saline, is more effective in decreasing general
nasal or sinus symptoms than saline spray. The saline can be made at home, purchased as a kit, or adminstered using a neti pot. Direct your patients to an online source of video (eg, www.youtube.com) to see how it is administered. (LOE = 1b)

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

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

7. Lobeline: no evidence from long-term trials that it can aid smoking cessation
8. Other Antidepressants: moclobemide trial showed significant effect at 6 months, none @12 months;
SSRI’s no evidence of clinically important benefits; venlafaxine trial failed to show significant increase in
cessation compared to nicotine patch & counseling alone, but confidence intervals do not exclude effect
9. Nicotine: the different forms of NRT were all significantly more effective than control
10. Clonidine: some evidence for being efficacious, but appropriateness not well defined & needs more trials.3
11. Topiramate: potential to be useful in smoking cessation, especially in those with alcohol dependence, but
more data is required before conclusions should be drawn. 36
12. Other references of interest: 37,38,39,40,41,42,43,44,45,46,47; Tools to assess dependence. E.g. Fagerstrom Tolerance Scale 48

CHAMPIX / Varenicline – for Smoking Cessation



Perspective – at 52wks
Ö note: most of the industry ad claims look a bit more impressive due to analysis of the 52 week trials at their 12 week mark {e.g. at
12 weeks, company states 4x better than placebo and 2x better than Zyban}. Cessation success rates decline steadily throughout
the 1 year period. An analysis at 52 weeks is more realistic and helpful in predicting long-term success:







2.8x better than Placebo
NNT= 8
(95% CI: 6, 11)




1.6x better than Bupropion (Zyban)
NNT= 14
(95% CI: 9, 34)

Jorenby, D. E. et al. JAMA 2006;296:56-63.

Additional 12 wks: NNT=15
(1 extra success for every 15 people who take an extra 12 weeks.)
Considerations:

Funding by maker of Champix

Relatively new drug – limited safety data

Cost: $390/12 weeks

$200 more per 12wk course than Zyban

SE:

naus ea 30%;

wt gain (12 wk) 2.6kg vs 2kg for Zyban

behavior & mood changes?

FDA MedWatch Feb/08; 491 suicidal reports; 39 completed

Summary: Compared to ZYBAN, 12 weeks of varenicline (Champix) offers:
Advantages:
- one extra person successfully quitting at 1 year for every 14 patients treated. based on 2 RCTs
Disadvantages:
- more nausea, weight gain, and potentially mood/behavior changes
- relatively new drug with some potential unknowns (in terms of adverse reactions, drug interactions, etc)
- $200 more per person (not bad for 1/14 who might get extra benefit, but not good for the other 13 people.)
Qualifier:
- above based on studies, all funded by the manufacturer with the potential for associated bias
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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
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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.
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The following are the codes that appear on some of our charts. This table explains the rating system used.
RISK
FACTOR

CLASSIFICATION

A

SAFE

B

LIKELY SAFE

CAUTION

C/D
D

No risk. Considered safe in all trimesters.
No evidence of fetal risk in controlled studies in humans.
Minimal risk.
Either no evidence of risk in animals or risk found in animal studies not reproduced in humans.
With higher dose, longer duration of drug exposure or near term the risk becomes D

B/D
C

COMMENTS *

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

EXTREME CAUTION

X

CONTRAINDICATED

U

UNKNOWN

Positive evidence of risk.
Use only if benefit outweighs risk.
++ Positive evidence of risk.
Avoid in women who are or may become pregnant as risk of use outweighs any benefit.
Risk unknown or untested.
Information unavailable / inadequate at this time.

* Rating system has limitations eg. antidepressant frequently used like fluoxetine has a C rating; yet maprotiline (B rating) has less clinical experience
General Information about Pregnancy Exposure Registries http://www.fda.gov/womens/registries/default.htm
1. Drugs in Pregnancy and Lactation, 8th ed. Briggs GE, Freeman RK, Yaffe SJ, editors. Williams and Wilkins; Baltimore, MD: 2008.
2. Drug Information Handbook, 17th ed. Lacy CF, Armstrong LL, Goldman MP and Lance LL, editors. Lexi-Comp Inc; Hudson, Ohio: 2008-2009.
3. Individual Drug Product Monographs. 4. Micromedex 2008 {NOTE: for additional Canadian information on drugs in pregnancy & lactation see http://www.motherisk.org/index.jsp }
WHO Essential Medicines List http://www.who.int/medicines/publications/essentialmedicines/en/index.html
Common RxFiles ABBREVIATIONS & SYMBOLS –most of our charts have footnotes to explain unique abbreviations.



=prior approval required by NIHB (Non-Insured Health Benefits) coverage for eligible First Nations & Inuit 1-800-580-0950

=Exception Drug Status (EDS) in Saskatchewan (1-800-667-2549)

⊗

 =non-formulary in Saskatchewan
$ Retail Cost to Consumer based on acquisition cost, markup & dispensing

W

fee in Saskatchewan. Lowest generic price used where available

BP =blood pressure Bz =benzodiazepine CI =contraindication CV =cardiovascular
HR =Heart rate
HSR =Hypersensitivity reaction LFT =Liver Function tests
ς =indicates strength of tablet is scored
☺
= tastes good

=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
DI =drug interaction Dx =diagnosis g =generic avail. GI =Gastrointestinal HA =headache HF =heart failure
M =Monitoring Ê =a concern if given Pre-Op SE =side effect Sx =syndrome/symptom Sz =seizure Tx =treatment
= CDN (We are Canadian)
⊗ =Avoid → soybean & peanut allergy

=↓ dose required for Renal dysfunction 1 if 1) ≥ 75% renal excretion
2) toxic if accumulates 3) an active metabolite requiring dose adjustment. [CrCl <60ml/min shows impaired renal function] DISCLAIMER: The content of this newsletter represents the research, experience and opinions of the authors
and not those of the Board or Administration of Saskatoon Health Region (SHR). Neither the authors nor
CrCl ml/min Male={(140-age) x ABW weight in Kg } / {serum creatinine in umol/l x 0.814}
Saskatoon Health Region nor any other party who has been involved in the preparation or publication of this work
Female= 0.85 x CrCl male
warrants or represents that the information contained herein is accurate or complete, and they are not responsible
for any errors or omissions or for the result obtained from the use of such information. Any use of the newsletter
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) will imply acknowledgment of this disclaimer and release any responsibility of SHR, it employees, servants or

MDRD (eGFR)= most accurate, but need PDA with MedCalc to do the calculation.

agents. Readers are encouraged to confirm the information contained herein with other sources.
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