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ABSTRACT

Objective: To analyse the relationship between paracetamol and asthma. Data sources: An English liter-
ature search using electronic search engines (PubMed and EMBASE) was conducted. Study selections:
Articles published in peer-review journals, from 1990 to December 2015 were included. To perform the
search for the most suitable and representative articles, keywords were selected (“asthma,’ “paraceta-
mol”and “acetaminophen”). The evidence level was rated according to the criteria of the Oxford Cen-
tre For Evidence-Based Medicine. Results: The exposure to paracetamol during pregnancy was anal-
ysed in several cohort studies, showing an association between the prenatal exposure to paracetamol
with suffering from asthma or presence of wheezing in childhood, especially for persistent wheez-
ing. Nevertheless, a recent study concluded that the relationship between asthma and paracetamol
is explained, at least in part, by confounding factors. Several works have also associated the expo-
sure to paracetamol in the first years of life or in adults with the development of childhood asthma.
Several pathophysiological mechanisms are known that could explain this relationship, such as the
glutathione pathway, the decrease in the release of Th1 cytokines that are normally produced during
febrile episodes, which would then lead to a predominance of Th2 cytokines, the cytotoxic effect of
paracetamol for pneumocytes, a modulator effect on the activity of myeloperoxidase, as well as the
possible antigenic effect of paracetamol, mediated by IgE. Conclusions: There are many arguments that
suggest a relationship between the use of paracetamol with the appearance of asthmatic symptoms,
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however the evidence is inconclusive.

Introduction

Asthma is a chronic inflammatory disease of the respira-
tory tract. It is determined by genetic and environmen-
tal factors that include bronchial hyperresponsiveness and
a variable obstruction of the airflow [1]. According to
the WHO, it affects more than 300 million people in the
world, which is increasing, particularly in the more indus-
trialised countries, making it a significant public health
problem. The cause of this increase is still not clear and is
probably due to multiple factors. Relationships have been
found with various environmental factors: dietary, eco-
nomic, smoking tobacco, environmental pollution, respi-
ratory infections, and drugs [2].

Paracetamol, an analgesic and antipyretic used fre-
quently during pregnancy and in childhood has been
associated with the increased incidence of asthma. Varner
et al. were the first to note that the increase in the preva-
lence of asthma occurred in the 1980s, coinciding with the

reduction in the use of aspirin in favour of paracetamol
[3]. Since then, a considerable number of observational
epidemiological studies have been published, associating
the exposure to paracetamol with asthma, and covering
different populations and age groups. The purpose of this
review is to analyse the currently available evidence on the
association between exposure to paracetamol and asthma.

Methods

An English literature search using electronic search
engines (PubMed and EMBASE) was conducted in peer-
review journals, from 1990 to December 2015. To per-
form the search for the most suitable and representative
articles, keywords were selected (“asthma’, “paracetamol”
and “acetaminophen”). The main characteristics of the
articles are in Table 1. The evidence level was rated accord-
ing to the criteria of the Oxford Centre For Evidence-

Based Medicine [4].
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Results and discussion

Exposure to paracetamol during pregnancy and
childhood asthma

Several cohort studies associate the prenatal exposure to
paracetamol with suffering from asthma or presence of
wheezing in childhood. The first data were published by
the Shaheen group, who performed a longitudinal study
(ALSPAC) and they observe that taking this drug at the
end of pregnancy was a risk factor for persistent wheezing
in 3-year-old children (OR 2.34; 95% CI: 1.24-4.40), but
not for transient childhood wheezing (OR 0.88, 95% CI:
0.44-1.73) [5]. This observation is important since per-
sistent wheezing are what frequently progress to asthma
in contrast with transient wheezing, which is believed to
occur in the context of respiratory infections as a result of
the calibre of the airway, and are subsequently resolved
[6]. The ALSPAC cohort was studied again when the
children were 7 years old, noting that the consumption
of paracetamol, but not of aspirin, was associated with
asthma and elevation of IgE [7].

Other studies along the same line also observed an
association between prenatal exposure to paracetamol
and the subsequent appearance of wheezing or asthma [8,
9]. In a Danish study, they observed that the children of
pregnant mothers who took paracetamol frequently had
more risk of being hospitalised due to asthma (OR: 1.24;
95% CI: 1.11-1.38). It should be mentioned that the main
indication for taking paracetamol was for pain, which
seems to support a real effect of paracetamol and not a
confounding effect, as could be the case if the indication
was fever in the context of a respiratory infection [10].

A study published by Garcia-Marcos with a Spanish
cohort, had as its aim to analyse the influence of the
mother being asthmatic and the exposure to paraceta-
mol during pregnancy and prevalence of wheezing in
childhood. A total of 1741 children of pre-school age
with wheezing were included, and a significant associa-
tion was found between the use of paracetamol by the
mother and the risk of wheezing at pre-school age (OR
1.74;95% CI: 1.15-2.61), but only between non-asthmatic
mothers; thus, it appears that asthma in the mother
could modify this association. There was no associa-
tion between the prenatal use of paracetamol and asthma
in the children of both non-asthmatic or asthmatic
mothers [11].

Eyers et al. performed a systematic review and meta-
analysis, in which they concluded that there is an associ-
ation between the appearance of wheezing and exposure
to paracetamol during all the pregnancy trimesters,
although they recognised that these results might be
affected by confounding factors, such as maternal

smoking, having domestic pets, and social class [12].
Thus, in the work by Kang et al., where they took into
account possible confounding factors, an increase in
asthma was not observed in the children whose mothers
took paracetamol; but it should be remembered that 45%
of the mothers were already asthmatics, which could have
affected the results [13].

A study has recently been published in which it anal-
yses if the association between exposure to paracetamol
during pregnancy and wheezing in infants is causal or
can be explained by confounding factors. More than 3,300
newborns were included for this study, and they analysed
paracetamol consumption in the first and third trimesters
of pregnancy. The authors found a positive association
between exposure to paracetamol and the presence of
asthma and wheezing in the babies.

But, when they were adjusted for confounding factors,
mainly due to respiratory infections, the relative risk for
appearance of wheezing decreased from 1.25 [1.07-1.47]
to 1.10 [0.94-1.30] in the first trimester, and from 1.26
[1.08-1.47] to 1.10 [0.93-1.29] in the third. Furthermore,
when they analysed the sub-group of patients who used
paracetamol as an analgesic (sciatica, headaches) and not
as an anti-pyretic, they found that in this case that it did
not lead to an increased risk of wheezing in the children.
For this reason, the authors concluded that the relation-
ship between asthma and paracetamol is explained, at
least in part, by confounding factors. The results of this
study give rise to some doubts, given the small number of
cases in which paracetamol was used as an analgesic (5 in
the first trimester and 7 in the third) [14].

Exposure to paracetamol in the first years of life and
asthma in infancy

Several works have also associated the exposure to parac-
etamol in the first years of life with the development of
childhood asthma. In an analysis of a large sample of chil-
dren and adolescents enrolled in the ISAAC study, the
Beasley group found a positive and dose-dependent asso-
ciation between the consumption of paracetamol and the
presence of allergic diseases, such as asthma, rhinitis, or
eczema [15,16]. We have also published a cross-sectional
study with more than 20,000 Galician (Spain) children
and adolescents, in which we analysed paracetamol con-
sumption and asthma prevalence. It was observed that
paracetamol consumption was associated with a signifi-
cant increase in wheezing, and that this effect appears to
be dose-dependent [17].

However, a prospective study published by the Lowe
group, analysed the relationship between treatment with
paracetamol in the first 2 years of life and the presence
of asthma at 7 years old. The authors found a positive



association if the paracetamol was used in the context
of a respiratory infection, but disappeared if it was used
in non-respiratory illnesses. The authors established that
that association was due to respiratory infections that can
act as a confounding factor. This work had some weak-
nesses, since it only evaluated the administration of parac-
etamol between 0 and 2 years old, and that the number of
patients treated with paracetamol for illnesses other than
respiratory tract was limited [18].

Another study with Norwegian children did not find
any relationship between the presence of asthma at
10 years old and the exposure to paracetamol during preg-
nancy, or in the first 6 months of life, although they did
find a relationship between a higher paracetamol con-
sumption and the presence of asthma in girls. It should be
mentioned that this study had a limited number patients
that were exposed to paracetamol in the first 6 months of
life (83, which is 8% of the sample included) [19].

Amberbir et al. have conducted a prospective longi-
tudinal study with a 5-year follow-up on an Ethiopian
cohort, in which they analysed the relationship between
exposure to paracetamol, the developing of wheezing,
and allergic disease. In 1,006 newborns included, it was
observed that 60% took paracetamol in the first 3 years
of life and this was associated with a higher incidence
of wheezing, eczema, and allergic rhinitis. This associ-
ation was dose-dependent. When the authors adjusted
the results for confounding factors, including respiratory
infections, they found that the strength of the association
decreased, but was still statistically significant, concluding
that the exposure to paracetamol in the first years of life is
a risk factor for allergic disease in childhood [20].

A study has recently been published by the Sordillo
group, in which they investigated the exposure to parac-
etamol and ibuprofen in pregnancy and the first year of
life with the presence of asthma in two age groups: 3-
5 years and 7-10 years. The authors observed a positive
relationship between exposure to paracetamol in preg-
nancy and in the first years of life in both age groups, but
this relationship weakened, but remained statistically sig-
nificant, when it was adjusted for respiratory infections
[21].

Exposure to paracetamol in adults

Other studies have analysed the relationship between
asthma and paracetamol in adults. One English case-
control study, including 664 individuals with asthma,
and 910 without asthma, analysed the previous con-
sumption of paracetamol and aspirin. A dose-dependent
relationship was found between the use of paracetamol
and asthma, with an increased risk of 1.79 (1.21-2.65)
in those who consumed it weekly, and 2.38 (1.22-4.64)
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those who took it daily. Another finding was, that among
the cases, the daily use of paracetamol was associated
with a more severe disease, with an OR of 1.35 (95%
CL 0.55 — 3.34), 2.25 (IC 95%; 0.90 — 5.66), and 8.15
(95% CI; 2.84-23.40) for mild, moderate and, severe
asthma, respectively. Furthermore, this association was
maintained independently of aspirin use [22].

In the Nurses Health Study in the United States, it was
observed that a paracetamol use of more than 14 days a
month was associated with a higher incidence of recently
diagnosed asthma in women (OR: 1.63, 95% CI: 1.1-
2.39) [23]. Another, cross-sectional, study conducted in
the United States found a positive association between
paracetamol use and asthma, with an OR of 1.20; (95%
CI; 1.12-1.28; P < .001) regardless of the dose. They also
found an inverse relationship with the 1-second forced
expiratory volume, with a mean reduction of 54.0 ml (95%
CIL; 17.7-90.3 ml) in those who consumed paracetamol
[24]. A Danish prospective study analysed the data col-
lected from a cohort of 19,349 twins using a question-
naire. It was observed that there was a higher prevalence
of recent onset of asthma during a period of 8 years in
subjects who reported frequent use of paracetamol at the
beginning of the study compared to those who did not
(12.0% versus 4.3%), OR = 3.03 (1.51 - 6.11), P = .005.
The results were still significant after adjusting for con-
founding factors, OR = 2.16 (1.03 - 4.53), P = .041. The
authors concluded that the frequent use of paracetamol is
an independent risk factor for asthma in the adult [25].

An increase in the prevalence of asthma associated
with the frequent use of paracetamol (OR: 2.87, 95% CI:
1.49-5.37) was also observed young people in a multi-
centre, case controlled study that included patients from
12 European populations [26]. A randomised, controlled
study evaluated the effects of paracetamol on bronchial
hyper-reactivity and asthma control in adults. A total of 94
patients with mild or moderate asthma were randomised
to receive placebo or 1g of paracetamol 2 times a day for 12
weeks. No statistically significant differences were found
between the two groups; but the sample size was small
and the study results were limited due to the low statis-
tical power [27].

The evidence from in vivo and in vitro studies seems
to support some relationship between taking paraceta-
mol and asthma. Thus, several pathophysiological mech-
anisms are known that could explain this relationship:

On the one hand, there is the glutathione pathway. This
is found in the respiratory tract, in more than 95% of cases
in the reduced form, as an antioxidant and is involved in
lung inflammation. Its reduction has been demonstrated
in exhaled condensates of asthmatic children during exac-
erbations. Depending on the dose, paracetamol decreases
glutathione levels as such that it weakens the capacity of
the body against the effects of oxidative stress [28]. This
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can lead to tissue damage, smooth muscle contraction,
bronchial hyperreactivity, increase in vascular patency,
release of inflammatory mediators, and interfere with the
activity of beta-receptors [29].

It has been shown that paracetamol at therapeu-
tic doses can reduce the serum antioxidant capacity
for 14 days [30]. A work published by Barr et al
demonstrated that prenatal exposure to paracetamol
was associated with the appearance of wheezing in that
population at 5 years old, and that risk was modified by
a functional polymorph in glutathione S-transferase P1
(GSTP1), which suggests even more the existence of a
glutathione pathway dependent-mechanism [8]. Further-
more, glutathione exhaustion may lead to an exchange of
T helper 1 (Th1) for Th2 that favours the appearance of
allergic diseases [31]. Another possible mechanism could
be the decrease in the release of Thl cytokines that are
normally produced during febrile episodes, which would
then lead to a predominance of Th2 cytokines [29]. Bau-
douin et al. established that high doses of paracetamol
are cytotoxic for pneumocytes, and can cause acute lung
damage [32].

Paracetamol also has a modulator effect on the activity
of myeloperoxidase, an enzyme that takes part in several
oxidation mechanisms [33]. In animal models, it has been
shown that the activation of transient receptor potential
ankyrin-1 (TRPA1) by paracetamol metabolites NAPQI
(N-acetyl-p-benzoquinone imine) induces inflammatory
activity of the lung, with an increase in the number of
neutrophils, increased activation of myeloperoxidase and
cytokine levels [34].

Another theory that has been put forward is the possi-
ble antigenic effect of paracetamol, mediated by IgE [35].
Karimi et al. have recently developed a mouse model in
which it studies the effect of prenatal paracetamol in the
new-borns, and it was observed that the animals exposed
to paracetamol had more lung inflammation in the histol-
ogy specimens, as well as higher white cell and eosinophil
count in bronchoalveolar lavage (BAL) [36].

All these studies have several limitations that need
to be taken into consideration: in the majority of cases
they are non-experimental studies, the paracetamol expo-
sure rate is very heterogeneous, and that the diagnosis of
asthma / asthma symptoms is usually “self-reported” On
the other hand, it should be mentioned that some stud-
ies use wheezing to define asthma, but this is difficult to
diagnose before 6 years old, and wheezing in early infancy
is not always a good predictor of the subsequent develop-
ment of asthma.

In short, the majority of works that studied the
relationship between asthma and paracetamol are non-
experimental, but appear to demonstrate a positive asso-
ciation between asthma and paracetamol. Along this line,
a review was published in 2009, in which it established an

increase in asthma and wheezing in adults and children
exposed to paracetamol [37]. We have seen that, there is a
strong association in different age groups and populations
of the world, that the exposure to paracetamol precedes
the appearance of asthma, that there is a biological
gradient, since the effect depends on the dose of parac-
etamol administered, and also biological plausibility.

A systematic review and meta-analysis has recently
been published, in which it shows that the studies are het-
erogeneous, the relationship between asthma and parac-
etamol could be over-estimated as respiratory infections
may act as a confounding factor, and that future well
designed clinical trials should be conducted that take into
account the history of infections and include lung func-
tion data [38].

The conducting of a clinical trial that provides greater
scientific evidence may have ethical problems if the con-
trol group is treated with placebo. One possible solution
could be to use and ibuprofen control group, as did the
Lesko group, who observed that ibuprofen appeared to
decrease the morbidity of asthma in the short-term com-
pared to paracetamol [39,40]; but when analysing the
results could not see if the effect is due to the harm-
ful effect of paracetamol or a possible protector effect of
ibuprofen. In another case-controlled double blind study,
they evaluated the effect of a single paracetamol dose in
42 asthmatic children and 21 healthy controls. They anal-
ysed symptoms, spirometry, and exhaled nitric oxide lev-
els after taking the dose, without observing any differ-
ences between the two groups [41].

Conclusion

Although there are many arguments that suggest a rela-
tionship between the use of paracetamol with the appear-
ance of asthmatic symptoms, the evidence is inconclu-
sive, and more research work that includes long-term ran-
domised clinical trials are required to evaluate the solidity
of this relationship before proposing changes to the indi-
cations of use for this treatment.
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