
Clinical Therapeutics/Volume 29, Number 12, 2007

2716 Volume 29 Number 12

ABSTRACT
Background: Although many studies have investi-

gated the safety and tolerability of ibuprofen or aceta-
minophen (paracetamol) use in children, few have
specifically examined the association of ibuprofen or
acetaminophen and the occurrence of asthma in pedi-
atric populations.

Objectives: The primary objective of this literature
review was to ascertain whether ibuprofen use exacer-
bates the symptoms of asthma or asthma-related ad-
verse events in febrile children, and how it compares
with acetaminophen use. The secondary objective was
to develop an algorithm that allows for the consider-
ation of ibuprofen treatment in children by health care
professionals. 

Methods: Twelve electronic databases (MEDLINE,
EMBASE, Cochrane Database, DARE, British Nursing
Index, CBIB, Derwent Drug File, International Pharma-
ceutical Abstracts, Pharm-Line, CINAHL, PASCAL,
SCZZ-SciSearch) were searched from their year of in-
ception to June 2007, to identify English-language arti-
cles pertaining to ibuprofen or acetaminophen use in
the asthmatic pediatric population. The following
search terms were used: asthma, child, pediatric, pedi-
atrics, ibuprofen, Nurofen, Brufen, Motrin, Advil, pro-
pionic acid, paracetamol, and acetaminophen.

Results: Of 472 articles retrieved, 3 were relevant
for the development of the algorithm. Two were sub-
analyses of a major randomized controlled trial
(RCT), the Boston University Fever Study. Therefore,
some overlap should be noted. The third article was
another RCT. Other studies and review articles identi-
fied were used for the discussion. Findings from the
literature analysis indicated that the use of ibuprofen
in the pediatric population does not exacerbate asth-
ma morbidity. Two of the studies demonstrated that
ibuprofen was associated with a lower risk for asthma
morbidity in febrile children with or without asthma
compared with acetaminophen. In one study, ibupro-

fen use was associated with a lower relative risk for
hospitalization (0.63) and outpatient visits (0.56) for
asthma compared with acetaminophen. In the second
study, acetaminophen use was associated with the ex-
acerbation of wheezing in febrile children. This obser-
vation was corroborated by the findings of other
studies that revealed an increased risk for asthma,
wheezing, and other atopic outcomes with acetamino-
phen use.

Conclusions: The evidence reviewed in this article
suggests a low risk for asthma-related morbidity asso-
ciated with ibuprofen use in children and a possible
protective and therapeutic effect compared with aceta-
minophen. The findings also suggest that acetamino-
phen use in children is associated with an increased
risk for wheezing. The pediatric algorithm developed
might serve as a guide for health care professionals 
in assessing suitability for ibuprofen use in children.
(Clin Ther. 2007;29:2716–2723) Copyright © 2007
Excerpta Medica, Inc.
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INTRODUCTION
In some patients, ingestion of aspirin (acetylsalicylic
acid) can result in aspirin-induced asthma (AIA)—an
airway mucosa inflammatory disease—that can cul-
minate in episodes of asthma and attacks of rhinitis.1

AIA has been recognized as a distinct clinical syn-
drome for decades; it was first described by Widal et
al2 in 1922, after aspirin first became available. In
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~10% of cases, the asthma attacks are severe and
might be life threatening.3–6 For these reasons, the use
of aspirin in the asthmatic population, both adult and
pediatric, is largely discouraged because of its associ-
ation with AIA. The underlying pathophysiologic
basis of AIA has been proposed to be the inhibitory ef-
fect of aspirin on the cyclooxygenase (COX) pathway
of arachidonic acid metabolism. By inhibiting the
COX pathway, aspirin alters the balance between
lipooxygenase and COX activity in favor of lipooxy-
genase activity. This indirectly causes an increase in
the production of leukotrienes and subsequent bron-
choconstriction.7 Furthermore, inhibition of the COX
pathway results in a decline in the production of the
anti-inflammatory prostaglandin E2 (PGE2).

7

Symptoms of AIA usually start after the age of 
10 years and peak around the third decade of life.7

The reported prevalence of AIA in adults varies wide-
ly, affecting between 4% and 44% of the population.8

Differences in the reported rates of AIA are dependent
on the populations studied, methods used, definitions
of outcomes, and criteria for defining sensitivity reac-
tions. In an unselected population of children with or
without history of AIA, and with or without increased
levels of AIA markers subject to oral provocation, the
prevalence of AIA has been reported to be 5%.8

Owing to the high level of cross-sensitivity to as-
pirin, caution over the use of aspirin in the asthmatic
population has been extrapolated to other NSAIDs
that inhibit both COX-1 and COX-2. The cross-
sensitivity of aspirin is a pharmacologically determined
reaction. However, it has been well established that all
patients are cross-sensitive to NSAIDs9,10 and that the
exacerbation of asthma might occur in patients fol-
lowing the use of any drug that inhibits COX. The
earliest clinical study on the subject, conducted in
1976 by Szczeklik et al,11 found that NSAIDs induced
bronchoconstriction, as evidenced by a decrease in peak
expiratory flow. Another study,8 which assessed the
prevalence of AIA, found that cross-sensitivity to doses
of over-the-counter NSAIDs was present in most pa-
tients with AIA—98%, 100%, and 93% of those receiv-
ing ibuprofen, naproxen, or diclofenac, respectively.

Studies have suggested that acetaminophen (parac-
etamol) might also contribute to the exacerbation of
asthma or asthma-related adverse events (AEs). In an
oral provocation challenge study12 designed to assess
the prevalence of cross-sensitivity to high-dose aceta-
minophen (1000–1500 mg), 34% of aspirin-sensitive

patients were also sensitive to acetaminophen in a
dose-dependent manner. A systematic review8 report-
ed that the prevalence of cross-sensitivity to acetamino-
phen was 7% in adults with AIA. In a cross-sectional
analysis13 using the Third National Health and
Nutrition Examination Survey (a representative sam-
ple of the US population), acetaminophen use but not
ibuprofen or aspirin use, was associated with an in-
creased prevalence of asthma in adults.

Although it is recognized in adults, the prevalence
of NSAID- or acetaminophen-triggered asthma in
children is thought to be less frequent and is less well
defined because it might be difficult to recognize. In 
a randomized, double-blind, placebo-controlled, 
crossover bronchoprovocation challenge study14,15 in
100 children aged 6 to 18 years with mild-to-moderate
asthma, the prevalence of ibuprofen-sensitive asthma
was 2%.

Both ibuprofen and acetaminophen are commonly
used in the management of fever in children. One
study16 found that respiratory-related adverse drug re-
actions in children aged 4 months to 22 years were
greater with ibuprofen compared with acetaminophen.
However, in febrile children, ibuprofen has been sug-
gested to be as effective and well tolerated as acetamino-
phen.17 In febrile children with a history of asthma,
ibuprofen was as well tolerated as acetaminophen.18

Because acetaminophen is associated with the exac-
erbation of asthma or asthma-related AEs in adults,8,13

the possibility of it having similar effects in children
needs to be clarified. It also remains to be determined
whether ibuprofen exacerbates the symptoms of asth-
ma in affected children. As aspirin is not recommended
in children because of Reye’s syndrome, and the symp-
toms of AIA can be nonspecific, it might be difficult to
identify children likely to have cross-sensitivity to other
NSAIDs or to acetaminophen. An algorithm has been
developed to allow health care professionals to make
informed decisions in the administration of NSAIDs to
adults at risk for AIA.19 However, this algorithm can-
not be used for the pediatric population because the
classic symptoms and markers of AIA displayed by
adults are not expressed by children. Therefore, the
identification and management of children receiving
ibuprofen or acetaminophen should be a critical
process.

This article provides a review of the literature to 
assess whether ibuprofen exacerbates the symptoms
of asthma or asthma-related AEs in febrile children 
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as well as how it compares with acetaminophen. The
article also proposes an algorithm developed specifi-
cally for use in the pediatric population, based on the
available evidence.

METHODS
The objective of the search was to identify studies that
assessed the safety and tolerability of ibuprofen or
acetaminophen in febrile children, with specific refer-
ence to asthma and asthma-related AEs. Twelve elec-
tronic databases—MEDLINE, EMBASE, Cochrane
Database, DARE, British Nursing Index, CBIB,
Derwent Drug File, International Pharmaceutical
Abstracts, Pharm-Line, CINAHL, PASCAL, and
SCZZ-SciSearch—were searched from their year of
inception to June 2007, to identify publications on the
use of ibuprofen and acetaminophen in the asthmatic
pediatric population. The search criteria contained the
following key terms: asthma, child, pediatric, 
pediatrics, ibuprofen, Nurofen, Brufen, Motrin, Advil,
propionic acid, paracetamol, and acetaminophen.
Various combinations of the search terms were used to
maximize the results. Publications were included if they
fulfilled the following criteria: English language; clinical
study design, epidemiologic studies, systematic reviews,
and narrative reviews; children aged ≤16 years; oral
routes of administration; and all doses administered
were either ibuprofen or paracetamol/acetaminophen.
Publications were excluded if they contained the fol-
lowing criteria: animal data; in vitro studies; adult
studies; or trials that included aspirin (as it is no
longer recommended for children aged <16 years).
Only randomized controlled trials (RCTs) were con-
sidered for the development of the algorithm.

RESULTS
Of a total of 472 articles, 3 articles were consid-
ered directly relevant for the analysis. A summary of
the study design and key outcomes for each is includ-
ed in the analysis and is provided in the table. Two of
these articles were based on subanalyses of the RCT,
the Boston University Fever Study (BUFS), which
specifically evaluated asthma morbidity in children 
receiving ibuprofen or acetaminophen.20 The BUFS,
which included >84,000 children throughout the
United States, assessed the risk for rare but serious
AEs in children following the short-term use of
ibuprofen or acetaminophen. The main outcome mea-
sures included hospitalization for gastrointestinal

bleeding, acute renal failure, and anaphylaxis, but not
respiratory events—consequently, the BUFS was not
included in this analysis. However, the BUFS included
a number of subanalyses.

A BUFS subanalysis21 of 1879 children with asth-
ma and a febrile illness assessed whether short-term
use of ibuprofen increased asthma morbidity.
Children aged 6 months to 12 years were randomized
to receive either ibuprofen 5 mg/kg (n = 636), ibupro-
fen 10 mg/kg (n = 611), or acetaminophen 12 mg/kg
(n = 632) for 4 weeks. Children with known sensi-
tivity to aspirin, NSAIDs, or acetaminophen were ex-
cluded from the study. During follow-up, the rate 
of outpatient visits for asthma was 3.4% (335 per
10,000 courses of treatment). After adjusting for age,
sex, and race, compared with acetaminophen, the rela-
tive risk (RR) of hospitalization with asthma for chil-
dren assigned to receive ibuprofen was 0.63.21 Com-
pared with acetaminophen, the RR of an outpatient
visit for asthma for those receiving ibuprofen was
0.56. After excluding children taking any anti-
inflammatory medication before the study drug, the
RR of an outpatient visit for asthma was 0.54. There
were no significant differences in the risk for outpa-
tient visits between children assigned either the 5- or
10-mg/kg doses of ibuprofen.

Another BUFS subanalysis22 that included 27,065
febrile children aged ≤2 years assessed the prevalence
of serious adverse clinical events (acute gastrointesti-
nal bleeding, acute renal failure, anaphylaxis, Reye’s syn-
drome, asthma, bronchiolitis, and vomiting/gastritis)
following treatment with ibuprofen 5 mg/kg (n =
9159), ibuprofen 10 mg/kg (n = 8779) or acetamino-
phen 12 mg/kg (n = 9127) for 4 weeks. To avoid mis-
diagnosis, asthma and bronchiolitis were combined in
the study. The RR of hospitalization in the acetamino-
phen group (n = 9127) was 1.0 compared with an RR
of 0.9 in the ibuprofen groups (n = 17,938). The study
found that antipyretic assignment was not associated
with a risk for asthma/bronchiolitis-related hospitali-
zation. Data from this study indicated that serious ad-
verse clinical events requiring hospitalization among
febrile children treated with acetaminophen or ibu-
profen were low and did not vary significantly with
choice of antipyretic.22

The third article, a double-blind, parallel-group,
multidose study by McIntyre and Hull,17 compared
the efficacy and tolerability of PO ibuprofen 20 mg/kg
QD (n = 76) or acetaminophen 50 mg/kg QD (n = 74)
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at 6-hour intervals in febrile children aged between 
2 months and 12 years. In the study, 33 of the 150 chil-
dren (22%) had a history of wheezing and/or asthma—
21 in the ibuprofen group and 12 in the acetamino-
phen group. At the time of admission to the study, 

the primary diagnosis of 15 children was asthma/
wheezing—11 in the ibuprofen group and 4 in the
acetaminophen group. Two children in the acetamino-
phen group experienced mild wheezing—1 child with
and 1 child without a history of wheezing. No severe
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Table. Summary of study design and key outcomes in studies assessing the safety and tolerability of ibuprofen and
acetaminophen in febrile children.

Study Design Patients Treatment Groups Outcomes

Lesko et al, 4-Week, randomized, Children aged between PO ibuprofen 5 mg/kg Morbidity from asthma 
200221 double-blind, 6 months and 12 years (n = 636) vs PO defined as a report of 

acetaminophen- with asthma and fever ibuprofen 10 mg/kg hospitalization or 
controlled study (n = 1879) (n = 611) vs PO outpatient visits for 

acetaminophen asthma.
12 mg/kg (n = 632) RR of hospitalization 

with asthma in the 
ibuprofen group 0.63 
(95% CI, 0.25–1.6) 
compared with 
acetaminophen.  
RR of outpatient visits 
for asthma in the 
ibuprofen group 0.56 
(95% CI, 0.37–0.93) 
compared with 
acetaminophen.

Lesko and 4-Week, randomized, Children aged between PO ibuprofen 5 mg/kg Morbidity from asthma 
Mitchell, double-blind, 6 months and 2 years (n = 9159) vs PO defined as a report of 
199922 acetaminophen- with fever (n = 27,065) ibuprofen 10 mg/kg hospitalization for 

controlled study (n = 8779) vs PO asthma/bronchiolitis
acetaminophen RR of hospitalization 
12 mg/kg (n = 9127) with asthma/

bronchiolitis in the 
ibuprofen group 0.9 
(95% CI, 0.5–1.4) 
compared with 
acetaminophen.

McIntyre and Double-blind, parallel- Children aged between PO ibuprofen No reports of asthma 
Hull, 199617 group, multidose 2 months and 12 years 20 mg/kg � 24 hours attacks in the 

study (up to 3 days) with fever (n = 150) (n = 76) vs PO treatment groups.
acetaminophen Two patients in the 
50 mg/kg � 24 hours acetaminophen group 
(n = 74) at 6-hourly experienced mild 
intervals for ≤12 doses wheezing (1 with no 
(3 days) history of wheezing 

and 1 with a history  
of wheezing).

RR = relative risk.



asthma exacerbations were reported in either treat-
ment group. The findings suggested that ibuprofen
was as effective and well tolerated as acetaminophen
in the treatment of fever in young children.

DISCUSSION
Although there are many studies that have investigated
the safety and tolerability of ibuprofen or acetamino-
phen use in children, few have specifically examined
the association of ibuprofen or acetaminophen and the
occurrence of asthma or asthma-related AEs in chil-
dren. Three relevant articles were identified in this
analysis, indicating a paucity of data in this area of re-
search. The results from all 3 articles indicated that the
use of ibuprofen in the pediatric population does not
exacerbate asthma morbidity.17,21,22

The trial by Lesko and Mitchell20 specifically in-
cluded children with asthma who were receiving treat-
ment for the condition. Results from the first BUFS21

subanalysis indicated that children who received
ibuprofen had lower rates of hospitalization and sig-
nificantly lower rates of outpatient visits for asthma
compared with children assigned to receive acetamino-
phen. In the other subanalysis of the BUFS,22 no as-
sociation between treatment assignment and risk for
hospitalization for asthma/bronchiolitis was detected.
Despite this outcome, caution was advised on the use
of ibuprofen in children predisposed to asthma, and
this caution has been factored into the algorithm cre-
ated in the present study. Furthermore, because chil-
dren with known sensitivity to aspirin or NSAIDs
were excluded from the study, the results cannot be
extended to this group.

Overall, the findings of the BUFS subanalyses21,22

do not support the theory that ibuprofen is more like-
ly than acetaminophen to increase the risk for acute
bronchospasm in children with asthma and no histo-
ry of AIA. However, there is growing evidence sug-
gesting that acetaminophen use in children is
associated with an increased risk for developing asth-
ma and related atopic disease. Newson et al23 report-
ed that for each 1-g increase in per capita sales of
acetaminophen in children aged 13 to 14 years, there
was a significant increase in the prevalence of asthma
symptoms, eczema, and allergic rhinoconjunctivitis. It
also has been found that frequent use of acetamino-
phen during late pregnancy is not only associated with
an increased risk for wheezing during early infancy in
the offspring but also an increased risk for asthma,

wheezing, and other atopic diseases in school-aged
children.24,25

The trial by McIntyre and Hull17 was designed to
reflect common practice; therefore, patients with asth-
ma were not excluded. In the trial, 14% of the chil-
dren administered ibuprofen had a primary diagnosis
of wheezing and 28% had a history of asthma and/or
wheezing. However, ibuprofen was not associated
with an exacerbation of asthma in these children.17 In
contrast, 2 children who received acetaminophen ex-
perienced wheezing—one with and another without a
history of wheezing.

In adults, a positive, dose-dependent association be-
tween acetaminophen use and an increased prevalence
in asthma and chronic obstructive pulmonary disease
was demonstrated in a cross-sectional analysis using
the Third National Health and Nutrition Examination
Survey.13 In contrast, the investigators found that regu-
lar use of ibuprofen was associated with improved
lung function.13 Ibuprofen has also been found to pre-
serve pulmonary function more effectively compared
with placebo in children with cystic fibrosis and mild
lung disease.26 It is possible to attribute the apparent
protective role of ibuprofen to its ability to inhibit
other modulators of inflammation, such as nuclear fac-
tor kappa, differentiating it from aspirin in relation to
its anti-inflammatory mechanism.22,27,28

A number of possible mechanisms for the relation-
ship between acetaminophen, asthma, and decreased
lung function have been presented. First is the link be-
tween oxidative stress and the risk for asthma and im-
paired lung function. Acetaminophen has been found
to decrease the concentration of glutathione, an anti-
oxidant, in the lungs; decreased levels of glutathione
can result in the vulnerability of the asthmatic patient
to oxidative stress.29 Reactive oxygen species can trig-
ger leukotriene release and bronchospasm, which can
precipitate an adverse respiratory episode in sensitive
asthmatic patients. A second, less familiar mechanism
is related to the lack of inhibition of COX-2 by aceta-
minophen. The subsequent synthesis of PGE2 pro-
motes immunologic activity with a T-helper cell type 2
response, which establishes an allergic tendency in the
immune response to various stimuli.29 It has been sug-
gested that the decrease in intracellular glutathione
levels associated with frequent use of acetaminophen
might be a risk factor for asthma morbidity.30

In their literature review, Kauffman and Lieh-Lai27

assert that the therapeutic benefit of ibuprofen as an
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antipyretic and analgesic outweighs any putative risk
for acute bronchospasm in children with asthma.
However, they advise caution in children who have
experienced wheezing in response to aspirin or
NSAIDs. Other investigators have concurred with
this view that unless there is a history of AIA, ibupro-
fen treatment should at least be considered in the
short term, as it is as well tolerated as acetaminophen

in this population and is not likely to exacerbate
asthma.31,32

The algorithm, based on the findings of the 3 arti-
cles and the conclusions of the expert reviews, is pre-
sented in the figure. We believe this algorithm might
serve as a guide to assist health care professionals in
making informed decisions about ibuprofen use in the
asthmatic pediatric population.
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Does the child suffer from asthma?

Has the child experienced wheezing, breathlessness, or a persistent dry cough within  
the past 12 months?

Recommend an alternative 
analgesic/antipyretic for this 
child

Ibuprofen is suitable for this child but parents must be 
advised to stop medication and seek medical advice if the 
child experiences any eye, skin, nasal, or respiratory reactions

Refer to appropriate 
health care provider

Does the child 
have any known allergies to 

food or medicines?

Has the child 
taken ibuprofen before?

Did it trigger 
asthma symptoms?

Yes

Yes

Yes
No/

Don’t  know

No/
Don’t  know

Yes No

Figure. Algorithm indicating ibuprofen use in the pediatric population.



While the majority of data collated regarding the re-
lationship between acetaminophen use and asthma are
from association studies, the use of acetaminophen in
the asthmatic population and by women during early
pregnancy should be considered. Current evidence24,25

indicates a possible risk associated with acetaminophen
use and asthma in children. Additional prospective
studies are required to investigate any further associa-
tion between acetaminophen use and the increased risk
for asthma in children. Further studies are also required
to evaluate the effects of chronic ibuprofen use in both
asthmatic and nonasthmatic pediatric populations.
These studies are of great importance, given the increas-
ing prevalence of asthma in children and the over-the-
counter availability of both drugs.

CONCLUSIONS
The evidence reviewed in this article suggests a low risk
for asthma-related morbidity associated with ibuprofen
use in children and a possible protective and therapeu-
tic effect compared with acetaminophen. The findings
also suggest that acetaminophen use in children is asso-
ciated with an increased risk for wheezing.
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