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Clinical Question 

At what age is it safe for children to take aspirin for fever or viral syndromes? 

Evidence-Based Answer 

Aspirin should not be used to treat acute febrile viral illness in children. (Strength of 

Recommendation [SOR]: C, based on case-control studies). Although no causal link has been 

proven, data from case-control and historic cohort studies demonstrate an association between 

aspirin use and Reye syndrome. The risk of Reye syndrome decreases with age, becoming 

extremely rare by the late teenage years. Other nonsteroidal anti-inflammatory drugs are 

effective antipyretics and are not associated with the constellation of symptoms seen in Reye 

syndrome, which includes nausea, vomiting, headache, excitability, delirium, combativeness, and 

coma. Aspirin use in children younger than 19 years should be limited to diseases in which 

aspirin has a proven benefit, such as Kawasaki disease and the juvenile arthritides. (SOR: C, 

based on expert opinion). 

Evidence Summary 

The primary concern associated with aspirin use in the treatment of fever in children is Reye 

syndrome. First described in 1963, Reye syndrome is an acute, noninflammatory encephalopathy 

and hepatotoxicity that follows an acute viral illness. Although it is associated with salicylate 

treatment in case-control and historic cohort studies, accurate diagnosis of Reye syndrome is 

difficult.1–3 From 1980 to 2000, approximately 25 percent of initial Reye syndrome diagnoses 

were subsequently changed.4,5 

Aspirin's role in the pathogenesis of Reye syndrome is unclear, and some believe the syndrome 

is caused by a viral infection.2,6 However, case-control studies and other historic data associate 

use of salicylates during febrile viral infections to the development of Reye syndrome in 

children.7–9 A comprehensive review of studies linking aspirin to Reye syndrome concludes that 

the methodology of many early studies was flawed, but later cohort studies linking Reye 

syndrome to aspirin employed methodologies that addressed those criticisms.4 

The absolute risk of aspirin treatment is unknown and difficult to calculate precisely. Peak 

incidence of Reye syndrome in the United States occurred in 1980, when 555 cases were 

reported. Since peaking in 1980, the incidence of Reye syndrome has dropped to less than two 
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cases per year.2 This dramatic decline coincides with increasing reports linking aspirin to Reye 

syndrome. In 1986 the U.S. Food and Drug Administration (FDA) required that aspirin labels 

state that children and teenagers should not use the product.1 Today, Reye syndrome is rare. 

Recent estimates indicate 0.2 to 1.1 cases per 1 million children younger than 18 years.3 

No study indicates the lowest ―safe‖ age for salicylate use during viral infections. Epidemiologic 

data show that only 8 percent of Reye syndrome cases occur in children 15 to 17 years of age; 

the syndrome is extremely rare in patients older than 18 years. Figure 1 summarizes the age-

related prevalence data.3,10 

 

 

 

 

Figure 1. 

Bar graph showing the percentage of reported Reye syndrome cases by age. 

Percentage of Reported Reye Syndrome Cases by Age 

*—There are case reports of Reye syndrome occurring in adults up to 61 years of age.10 

Information from references 3 and 10. 

Recommendations from Others 

The National Reye's Syndrome Foundation, the U.S. Surgeon General, the FDA, the Centers for 

Disease Control and Prevention, and the American Academy of Pediatrics recommend that 

aspirin and combination products containing aspirin not be taken by anyone younger than 19 

years during fever-causing illnesses.11 The British Medicines and Health-care products 

Regulatory Agency recommends that aspirin labels state that aspirin is not for use in children 

younger than 16 years unless recommended by a physician.12 

http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b2
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b1
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b3
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-f1
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b3
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b10
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b10
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b3
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b10
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b11
http://www.aafp.org/afp/2009/1215/p1472.html#afp20091215p1472-b12


Address correspondence to Anthony I. Beutler, MAJ, USAF, MC, at abeutler@usuhs.mil. 

Reprints are not available from the authors. 

Author disclosure: Nothing to disclose. 

 

Copyright Family Physicians Inquiries Network. Used with permission. 

REFERENCES 

1. Prior  MJ, Nelson  EB, Temple  AR.  Pediatric ibuprofen use increases while incidence of 

Reye's syndrome continues to decline.  Clin Pediatr (Phila).  2000;39(4):245–247. 

2. Belay  ED, Bresee  JS, Holman  RC, Khan  AS, Shahriari  A, Schonberger  LB.  Reye's 

syndrome in the United States from 1981 through 1997.  N Engl J Med.  1999;340(18):1377–

1382. 

3. Sullivan  KM, Belay  ED, Durbin  RE, Foster  DA, Nordenberg  DF.  Epidemiology of Reye's 

syndrome, United States, 1991–1994: comparison of CDC surveillance and hospital admission 

data.  Neuroepidemiology.  2000;19(6):338–344. 

4. Australian Government Department of Health and Aging, Therapeutic Goods Administration, 

Medicines Evaluation Committee. Review of aspirin/Reye's syndrome warning statement, April 

2004. http://www.tga.health.gov.au/npmeds/aspirin_reye.pdf. Accessed August 20, 2009. 

5. Schrör  K.  Aspirin and Reye syndrome: a review of the evidence.  Paediatr Drugs. 

 2007;9(3):195–204. 

6. Orlowski  JP, Hanhan  UA, Fiallos  MR.  Is aspirin a cause of Reye's syndrome? A case 

against.  Drug Saf.  2002;25(4):225–231. 

7. Forsyth  BW, Horwitz  RI, Acampora  D, et al.  New epidemiologic evidence confirming that 

bias does not explain the aspirin/Reye's syndrome association.  JAMA.  1989;261(17):2517–

2524. 

8. Glasgow  JF.  Reye's syndrome: the case for a causal link with aspirin.  Drug Saf. 

 2006;29(12):1111–1121. 

9. Hurwitz  ES, Barrett  MJ, Bregman  D, et al.  Public Health Service study of Reye's syndrome 

and medications. Report of the main study [published correction appears in JAMA. 

1987;257(24):3366].  JAMA.  1987;257(14):1905–1911. 

10. Peters  LJ, Wiener  GJ, Gilliam  J, Van Noord  G, Geisinger  KR, Roach  ES.  Reye's 

syndrome in adults. A case report and review of the literature.  Arch Intern Med. 

 1986;146(12):2401–2403. 

mailto:abeutler@usuhs.mil
http://www.tga.health.gov.au/npmeds/aspirin_reye.pdf


11. National Reye's Syndrome Foundation. Reye's syndrome bulletin, 2005 

http://www.reyessyndrome.org/images/pdf/BULLETIN.pdf. Accessed August 20, 2009. 

12. Macdonald  S.  Aspirin use to be banned in under 16 year olds.  BMJ.  2002;325(7371):988. 

Clinical Inquiries provides answers to questions submitted by practicing family physicians to the 

Family Physicians Inquiries Network (FPIN). Members of the network select questions based on 

their relevance to family medicine. Answers are drawn from an approved set of evidence-based 

resources and undergo peer review. The strength of recommendations and the level of evidence 

for individual studies are rated using criteria developed by the Evidence-Based Medicine 

Working Group (http://www.cebm.net/levels_of_evidence.asp). 

The complete database of evidence-based questions and answers is copyrighted by FPIN. If 

interested in submitting questions or writing answers for this series, go to http://www.fpin.org or 

e-mail: questions@fpin.org. 

AFP Home | Past Issues | CME Quiz | Contact AFP | Search AFP 

 

http://www.reyessyndrome.org/images/pdf/BULLETIN.pdf
http://www.cebm.net/levels_of_evidence.asp
http://www.fpin.org/
mailto:questions@fpin.org
http://www.aafp.org/online/en/home/publications/journals/afp.html
http://www.aafp.org/online/en/home/publications/journals/afp/afpsearch.html
http://www.aafp.org/afpquiz/
http://www.aafp.org/online/en/home/publications/journals/afp/contactus.html
http://www.aafp.org/online/en/home/publications/journals/afp/afpsearch.html

