A review of antihistamines used during pregnancy

Sumit Kar, Ajay Krishnan, Preetha K., Atul Mohankar

Department of Dermatology, Venereology and Leprosy, Mahatma Gandhi Institute of Medical Sciences, Sewagram, Wardha, Maharashtra,

Mini Review

Antihistamines are one of the most common drugs that are used extensively in various dermatological and
nondermatological conditions. The use of H-1-antihistamines during pregnancy has been very controversial
due to possible teratogenic effects of these drugs. None of the antihistamines available today have been
categorized as safe during pregnancy. Control studies are available for certain first generation drugs regarding
their safety in pregnancy, but the newer agents require further studies to be declared safer in pregnancy. A
few drugs are comparatively safer to use in pregnancy than others. Every drug used in pregnancy carries a
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risk for teratogenicity and careful risk/benefit assessment should be done before prescribing them.
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INTRODUCTION

Pruritus is one of the most common dermatological symptoms in
pregnancy.l"! Pruritus in pregnancy has always been challenging
to the treating physician both in diagnosis and treatment. Pruritus
occurs due to various causes, and it can occur any time during
pregnancy. Causes for pruritus in pregnancy are numerous
ranging from specific dermatoses of pregnancy to various
dermatological conditions such as atopic dermatitis, urticarial,
infections, and infestations or drug induced. In addition to these,
various systemic diseases can also manifest with pruritus. Other
than itching antihistamines are also used for various allergic
diseases and also used for emesis during pregnancy. Allergies
can occur in about 20-30% of women during pregnancy.”!

Any drug taken during the pregnancy has a potential
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teratogenic effect on the fetus. If a drug is consumed during
the first trimester, it can result in severe structural fetal
malformations and in the later part of pregnancy it can result
in various functional defects or growth disorders and can also
lead to minor malformations. Drugs taken during the pregnancy
can also lead to after effects in the neonatal and infancy period.
All pharmacological interventions are generally avoided
during pregnancy due to the alarming information present in
the patient information leaflet and also on the drug envelopes.
The physician has to weigh the benefits of the treatment against
the potential teratogenic effects before using any drug during
pregnancy.

Among the drugs prescribed during pregnancy, antihistamines
are one of the commonest, either as an antipruritic agent or
an antiemetic agent.’ Many a times the patient procures these
agents as an over the counter preparation and uses it. Various
studies on the use of antihistamines (H, blockers) during
pregnancy, including a meta-analysis of more than 200,000
women shows no increase in the teratogenic risk of these drugs
in the humans.?® Certain animal studies with hydroxyzine,
cyclizine, and promethazine have shown teratogenic effects,
but no human teratogenicity reports have so far been reported.
Drugs such as dexchlorpheniramine and alimemazine
(trimeprazine) were not found to have any teratogenic effect
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even in animal studies. None of the antihistamines has been so
far declared safe during the pregnancy by FDA on the basis
of controlled animal or human studies.[” Isolated reports
of antihistamines causing congenital malformations have
been reported, but they warrant further investigations and
interpretation. [

Classification of antihistamines

hl-antihistamines are classified into the first generation
sedating antihistamines and the second generation nonsedating
antihistamines.

The first generation antihistamines include drugs such
as diphenhydramine, cyproheptadine, promethazine,
chlorpheniramine, and hydroxyzine. They have a very potent
effect with high lipophilicity but are short acting. They are
metabolized in the liver by the microsomal cytochrome
P-450 system. The common side effects of this category of
antihistamines include sedation and anticholinergic effects—
dryness of the mouth, blurring of vision, constipation and
urinary retention. FDA has categorized the first generation
antihistamines according to the pregnancy complications
[Table 1].1'' Promethazine and hydroxyzine have been
categorized as pregnancy category C due to lack of well-
controlled studies in human being. Michigan Medicaid Birth
Defects study has linked hydroxyzine to cleft palate in new
borns.["!

Pregnancy category B means the drug has failed to demonstrate
a risk to the fetus in animal reproduction studies and there
is a lack of well-controlled studies in pregnant women or
animal studies have shown an adverse effect, but adequate
and well-controlled studies in pregnant women have failed
to demonstrate a risk to the fetus in any trimester. Pregnancy
category C means that animal reproduction studies have
shown an adverse effect on the fetus and there are no adequate
and well-controlled studies in humans, but potential benefits
may warrant the use of the drug in pregnant women despite
potential risks.

The second generation antihistamines include drugs such
as loratadine, fexofenadine, cetirizine, and azelastine. They
have a high therapeutic index, with highly selective actions
and are nonsedating. They are long acting, but are poorly
lipophilic and hence have no entry to the central nervous
system. Side effects of the second generation antihistamines
include photosensitivity, tachycardia, and prolongation of the
Q-T interval. FDA has categorized the second generation
antihistamines as shown in [Table 2]. Fexofendine and
desloratidine have been classified as pregnancy category C.
Reduction in pup weight and survival were observed with
fexofenadine. There are no human data on fexofenadine and
loratadine for them to be categorized as safe during pregnancy.

Table 1: FDA pregnancy category classification
for the first-generation antihistamines

Drug name Pregnancy category
Chlorpheniramine B
Cyproheptadine

Dexchlorpheniramine

Hydroxyzine

Promethazine
Tripelennamine
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Table 2: FDA pregnancy category classification
for second-generation antihistamines!'”

Drug name Pregnancy category
Cetirizine B
Fexofenadine

Loratidine

Levocetrizine
Desloratidine
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Loratadine had previously been proposed as a possible factor
for the increased incidence of hypospadiasis in infants born
to mothers who had taken loratadine during pregnancy.['”!
However, recent studies have ruled out this possibility and
suggest that this agent does not represent a major teratogenic
risk."*"THowever, loratadine is still considered as a category
B drug by FDA.

Safety of antihistamines during pregnancy

Although pruritus is not a life-threatening medical condition,
it can be extremely troublesome for pregnant women. Because
of potential effects on the fetus, the treatment of pruritus in
pregnancy requires prudent consideration. At one point, the
physician will have to use the antihistamines and weigh the
benefits against the teratogenic effects of the antihistamines.
Physicians must decide whether to select an older, better-
studied antihistamine, thought to be relatively safe during
pregnancy, or a newer agent that has less adverse effect on
quality of life but has a potential teratogenic effect.l”!

Various recommendations and studies favor the use of first
generation antihistamines for use during pregnancy.!" They
point out that these antihistamines were in use for a longer period
of time and were more widely used during pregnancy. More data
are available about the various effects of the first generation
antihistamines in pregnancy.!'*!"? Moreover a few of the second
generation agents have been reported to be associated with an
increased incidence of certain congenital malformations.!?!

In 1993, the National Asthma Education and Prevention
Program (NAEPP) Working Group on Asthma and Pregnancy
recommended the first-generation agents chlorpheniramine
and tripelennamine as the antihistamines of choice during
pregnancy, based on duration of availability as well as
reassuring animal and human data.!"®!
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The Allergic Rhinitis and Its Impact on Asthma (ARIA)
guidelines, published in 2001, concluded that the older
antihistamines have an overall unfavorable risk/benefit ratio,
even in the nonpregnant population, because of their poor
selectivity and their sedative and anticholinergic effects.!'”!
ARIA recommends that where possible, first-generation
antihistamines should no longer be prescribed. In general,
second-generation antihistamines are more potent, have a
longer duration of action, and produce minimal sedation.

The American College of Obstetricians and Gynecologists
(ACOG) and The American College of Allergy, Asthma and
Immunology (ACAAI) have recommended chlorpheniramine
and tripelennamine as the antihistamines of choice for pregnant
women.?® They also recommend cetirizine and loratadine
after the first trimester in patients who cannot tolerate or
do not respond to maximal doses of chlorpheniramine or
tripelennamine.

Other studies suggest that there is insufficient evidence to
support the first-line use of cetirizine and loratadine during
pregnancy and recommend first considering chlorpheniramine,
tripelennamine, or hydroxyzine if an antihistamine is needed
during pregnancy.?!!

CONCLUSION AND RECOMMENDATIONS

In every pregnant case with pruritus the basic cause of pruritus
should first be sought out before starting the antihistamines.
Appropriate investigations should also be done. Before any
medication is taken during pregnancy, the doctor and patient
should have a risk/benefit discussion. The patient should
be explained the fact that though no definite teratogenic
effects have been reported to be associated with the intake
of antihistamines in pregnancy, they are not licensed by the
FDA as category A or the safe group. Also it is important
to mention that in India no definitive guidelines have been
given or followed by the government to prevent the use of
H1-antihistamines as over the counter medicines. Even for
prescription purposes, no definitive guidelines have been
given by the government and practitioners generally follow
the FDA criteria.

If possible the pruritus and other allergic manifestations in
the first trimester of pregnancy should be managed using
topical medications like bland emollients and systemic
antihistamines should be avoided as none of the antihistamines
are categorized as safe by the FDA and in India no specific
guidelines exist regarding their use in pregnancy.''! Preferably
all drug usage including antihistamines should be deferred in
the first trimester. If antihistamines have to be prescribed then
first generation agents should be preferred and among them
chlorpheniramine, dexchlorpheniramine and hydroxyzine

should be the first choice of agents. The patient should also be
advised to drink plenty of water when taking antihistamines
during pregnancy to overcome the anticholinergic side effects.
They should also be advised to take immediate gynecological
consultation if they find any change in the frequency of baby’s
movement or increased contractions after taking the drugs.

If a second generation agent has to be used then loratadine
or cetirizine should be preferred as they have been widely
studied for possible teratogenic effects and have been found
to be nonteratogenic till date. Both these agents are pregnancy
category B agents. Second generation agents are preferably used
after the first trimester if it has to be and preferably avoided in
the early pregnancy when organogenesis takes place.

To conclude first generation antihistamines such as
chlorpheniramine, hydroxyzine, and dexchlorpheniramine
are the safest among antihistamines to be used in pregnancy.
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