
Antipyretic Therapy and acute viral infection
Aspirin and NSAID may increased severity and infectivity of viral respiratory infection. 
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Aspirin and NSAID may promote infection
Animal trials: Rabbits infected with Pasteurella had a 29% mortality rate. One group had their fever 
lowered by 1.5 degrees with salicylates, and had 100% mortality. Salicylates alone in uninfected 
rabbits caused no mortality. Treated rabbits had a lower white blood cell count than their infected but 
untreated counterparts, and their lung and liver bacterial counts were higher. 

Vaughn LK, Veale WL, Cooper KE. Effects of antipyresis on bacterial numbers in infected rabbits. Brain Res Bull. 
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Influenza mortality increased 
Animal trials: on meta-analysis of 8 trials, the use of aspirin, acetaminophen, or diclofenac increased 
mortality from experimental influenza infection by 34%. 

Eyers S, Weatherall M, Shirtcliffe P, Perrin K, Beasley R. The effect on mortality of antipyretics in the treatment 
of influenza infection: systematic review and meta-analysis. J R Soc Med. 2010 Oct;103(10):403-11. 

Pneumonia mortality 
Animal trials: In a meta-analysis of 3 studies, antipyretic therapy in pneumonia doubled mortality rate 
in animals.  The Pneumococcus bacterium is temperature sensitive, and lowering temperature can 
facilitate survival and infection by the  bacterium.

Jefferies S, Weatherall M, Young P, Eyers S, Beasley R. Systematic review and meta-analysis of the effects of 
antipyretic medications on mortality in Streptococcus pneumoniae infections. Postgrad Med J. 2012 
Jan;88(1035):21-7. 

NSAID and inferferon response 
NSAID inhibit cyclo-oxygenase (COX), this is how they work. COX is essential for the production of the 
interferon response to viral infection, the primary defense against infection.

Pottathil R, Chandrabose KA, Cuatrecasas P, Lang DJ. Establishment of the interferon-mediated antiviral state: role 
of fatty acid cyclooxygenase. Proc Natl Acad Sci U S A. 1980 Sep;77(9):5437-40.

Antibody response in humans 
Human trials of experimental rhinovirus infection treated with salicylates and NSAID. Lowering the 
fever with aspirin and acetaminophen suppressed antibody response and increased the severity of 
subjective symptoms. Ibuprofen had a strong similar trend (worse than placebo on every measure) but
which did not reach statistical significance. 
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ibuprofen on immune function, viral shedding, and clinical status in rhinovirus-infected volunteers. J Infect 
Dis. 1990 Dec;162(6):1277-82.



Duration of illness 
Patients with experimental infection with Influenza or Shigella were given aspirin or acetaminophen.
“There was a striking correlation between antipyretic therapy and duration of illness in subjects 
infected with influenza A and Shigella sonnei” 

Plaisance KI, Kudaravalli S, Wasserman SS, Levine MM, Mackowiak PA. Effect of antipyretic therapy on the 
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Aspirin in the 1918 influenza pandemic 
• May have been responsible for a large proportion of excess mortality in the U.S. 
• Standard medical regimen in civilian and military population, beginning in October 1918, was 

8.0-31.2 g per day, levels which today are known to be frankly toxic. Until that month influenza 
mortality had been fairly average. In October the mortality skyrocketed to levels never seen 
before or since. 

• This dose would result in an expected 33% of subjects developing hyperventilation and 3% 
pulmonary edema. 

• Mortality rate in the U.S. from the pandemic was about 3%.
• Antipyretic suppression of antiviral mechanisms, in addition to adverse effects of toxicity, 

contributed to the severity of the pandemic. 
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