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Two studies published consecutively support the hypothesis 
that prolonged administration of acetaminophen during 
pregnancy could be associated with major defects in the 
development of the reproductive systems, both in boys and in 
girls.  

Although it was discovered in 1877, it was not until 1955 that 
acetaminophen was commercialized in the United States under the 
name of Tylenol. Effective for fighting fever and minor aches, 
acetaminophen has gradually become the most common analgesic 
consumed by the general population, particularly in children. 

Surprisingly, and despite this popularity, the mechanism of action of 
this molecule remains quite obscure. It is believed that acetaminophen 
inhibits the cyclooxygenases (COX), particularly the form COX-2, 
which reduces the formation of pro-inflammatory molecules. 

Within the central nervous system, this inhibition of COX causes a 
decrease in the “thermostat” present within the hypothalamus of the 
brain, which leads to a reduction in fever. These actions are, however, 
rather weak at levels of acetaminophen which are considered safe and 
the use of this analgesic is overall restricted to aches and pains 
considered as weak to moderate. 

The use of stronger doses of acetaminophen is limited by the 
considerable toxicity of this molecule within the liver. This toxicity 
varies greatly between individuals, but it is generally recommended to 
not surpass doses of 1 g each 4 hours, to a maximum of 4 g per day and 
to avoid ingesting maximal doses on consecutive days. 

Despite these recommendations, overdoses of acetaminophen are 
unfortunately frequent and actually represent the principal cause of 
acute hepatitis (fulminant hepatitis) in the West. In most cases, these 
overdoses are intentional (probably suicides) and the ingestion of a 
large quantity of acetaminophen in a single dose (25-30 g) causes acute 
hepatitis which becomes mortal, without emergency transplantation of 
a new liver. 

On the other hand, nearly a quarter of overdoses are unintentional, 
generally when people ingest more than 4 g per day over several days 
in the hope of easing their pains, without knowing that their hepatic 
function is progressively deteriorating1.   

When it is used over a long period of time, people who regularly 
consume this medication should thus take great care to avoid 
overdoses. 

EFFECTS ON THE FETUS 

Recent results indicate that this prudent attitude towards acetaminophen 
is particularly required for pregnant women. This analgesic is one of 
the anti-pain treatments most frequently consumed by pregnant women. 
This medication also very easily crosses the placenta and reaches the 
fetus. 

 

Prolonged use of acetaminophen during pregnancy is associated with 
an increased incidence of cryptorchidism (non-descended testicle at 
birth), a disorder caused by a deficit in the production of testosterone 
during the development of the fetus. It is thus probable that 
acetaminophen can interfere with the development of the reproductive 
system in a manner analogous to endocrine disruptors. 

REPRODUCTIVE CELLS 

This hypothesis is supported by results obtained at the University of 
Edinburgh in Scotland. In the first part of their work, these scientists 
showed that exposure of testicles removed from a human fetus to a 
therapeutic dose of acetaminophen for 7 days caused a significant 
decrease in testosterone (reduced by 45%, possibly due to inhibitory 
action on two enzymes involved in the synthesis of testosterone 
[Cyp11a1, Cyp17a1])2. 

A parallel study performed by the same group showed that, in pregnant 
rodents, exposure to acetaminophen caused a large decrease in the 
number of reproductive cells in fetuses of both sexes. This effect seems 
particularly harmful for female offspring, however, which developed 
into adults with a reduced number of ovules and a decreased level of 
fertility. 

Even worse, this diminished fertility was transmitted to the following 
generation, raising the possibility that prolonged usage of 
acetaminophen could modify the fertility of not just the first generation, 
but also that of the second generation of female babies3.  

These observations remain to be confirmed in humans but, while we 
await such confirmation, prudence must be our guide concerning 
prolonged use of acetaminophen during pregnancy. This is another 
example of how all medications, even those which we use daily, are not 
entirely harmless and should be used with caution. 
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