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Anti-virals for Flu: Looking for evidence for 
“Stockpile, store, expire, repeat”  
 
Clinical Question: Do neuramidase inhibitors (NIs) 
oseltamivir (Tamiflu®) and/or zanamivir (Relenza®) 
improve clinical outcomes in healthy patients with 
influenza or influenza-like illness? 
 

Bottom-Line: Biased, poor quality, mostly unpublished evidence 
demonstrates that oseltamivir and zanamivir shorten the duration of 
influenza symptoms by ~1/2 a day. Objectively defined pneumonia 
or hospitalizations are not decreased.  
 
Evidence:  

• 2014 systematic reviews (three publications) of randomized, placebo-controlled trials 
(RCTs) including >160,000 pages of previously unreleased clinical study reports.1-3 

o Treating influenza-like illness or influenza in primarily healthy adults, oseltamivir 
(11 RCTs)1,2 and zanamivir (14 RCTs):1,3 
 Time to symptom improvement 0.6-0.7 days (~10%) better.1-3 

• Zanamivir benefit similar to “relief medications” (like 
acetaminophen/paracetamol).1,3 

 Pneumonia (x-ray confirmed): No benefit.1-3  
 Hospitalizations: No benefit1,2 or not reported.1,3 
 Adverse events:  

• Oseltamivir:1,2  
o Number Need to Harm: Nausea=28, vomiting=22.  

• Post-marketing surveillance reports (frequency unknown):   
o Zanamivir: Bronchospasm.4 
o Oseltamivir: Delirium and self-injury.5  

• 2015 systematic review6 concluded adults receiving oseltamivir had faster symptom 
alleviation, fewer lower respiratory tract complications and hospitalizations. 
o Used similar studies1,2 but conclusion based on subgroup of documented 

influenza. 
o Review funded by, and two authors had pre-existing industry financial 

affiliations, with manufacturer of oseltamivir. 
• From 26 systematic reviews, authors with financial conflicts of interest were:7 

o Five times more likely to report benefits of NI use. 
 This includes a systematic review of cohort studies from the 2009-10 

pandemic suggesting that NIs decrease mortality in hospitalized patients.8 
o Less likely to report on publication bias and quality of included studies. 

http://r20.rs6.net/tn.jsp?llr=j5jhyecab&et=1106581339886&s=0&e=0018HsPjNJAVitI8Ray9i14VUEPh8QgRLpopT1hs0e5ZuwGPqGnH9-N6tL_UP5LTij9cP43lHBva_IRi6MMeFppG6SamR3ro1dGo2mwyQcV95k=


• Other concerns (beyond publication bias):1 Not publishing protocols; inconsistent 
outcome definition; using “placebos” with potential adverse effects; incomplete 
reporting (example missing symptom cards). 

 
Context:   

• Since 1999, oseltamivir sales are >$18 billion, half from governments and company 
stockpiling. Most have never been used.9 

• NIs: Not recommended if symptoms >48 hours.4,5  
o Zanamivir: Contraindicated: Asthma or COPD.4 
o Oseltamivir: Limited evidence: underlying cardiac or respiratory disease.5 

• Limited data suggests NIs likely safe in pregnancy10 although makers of: 
o Zanamivir don’t recommend in pregnancy.4  
o Oseltamivir conclude insufficient data; only use when potential benefit justifies 

potential risk to fetus.5 
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Tools for Practice is a biweekly article summarizing medical evidence with a focus on 
topical issues and practice modifying information. It is coordinated by G. Michael Allan, MD, 
CCFP and the content is written by practicing family physicians who are joined occasionally 
by a health professional from another medical specialty or health discipline. Each article is 
peer-reviewed, ensuring it maintains a high standard of quality, accuracy, and academic 
integrity.  
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sign up for the distribution list at http://bit.ly/signupfortfp. Archived articles are available at 
no extra cost on the ACFP website.  
 
You can now earn credits on Tools for Practice! In August 2014, the ACFP launched 
GoMainpro, an online accreditation tool to help facilitate MAINPRO® accreditation for the 
ACFP’s Tools for Practice library which has been accredited for Mainpro-M1 credits by the 
College of Family Physicians of Canada (CFPC). The combination of the CFPC’s Direct Entry 
Program and GoMainpro’s tracking and reporting features provide an easy and convenient 
way to earn Mainpro-M1 credits. 
  
This communication reflects the opinion of the authors and does not necessarily mirror 
the perspective and policy of the Alberta College of Family Physicians. 
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