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Dear Editor,

We are writing to express concerns about the use of
valproate or valproic acid (VPA) in psychiatry, particularly its
impact on fertility and future generations.

This medicine gained widespread use as a mood sta-
bilizer following reports of teratogenic risks associated with
lithium use." However, VPA's significant teratogenic effects,
identified since the 1990s — including a 20-fold increased
risk of neural tube defects — have led to its contraindication
during pregnancy and limited use in women of childbearing
age unless other treatments fail.?

Besides structural abnormalities, in utero exposure to
VPA is associated with neurodevelopmental disorders.® A
French study demonstrated a dose-response relationship
between VPA exposure during the second or third trimes-
ters of pregnancy and neurodevelopmental risks.® In animal
studies, VPA increased the risk of neurodevelopmental dis-
orders up to the third-generation offspring. Additionally, VPA
negatively affects fertility, with studies linking it to polycys-
tic ovary syndrome and hyperandrogenism.* Given these
risks, in 2018, the European Medicines Agency restricted
VPA use, contraindicating its use during pregnancy and in
women of childbearing potential, unless enrolled in a preg-
nancy prevention program with pregnancy tests, effective
contraception, and specialist reviews.? Valproate has also
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been linked to reversible male infertility, impacting sperm
parameters through the effect of gonadotropin , oxidative
stress, and mitochondrial dysfunction.* Recent studies sug-
gest paternal VPA use within three months before concep-
tion may increase the risk of neurodevelopmental disorders
in children compared to the use of other antiseizure medica-
tions.?

Since 2018, the United Kingdoms’ (UK) Medicines and
Healthcare Products Regulatory Agency has reported a
38% reduction in valproate use among women of child-
bearing age. However, a concerning plateau in this decline
has emerged, with two to three babies per month still ex-
posed to the drug in utero. The evidence suggests health-
care professionals may not be consistently informing wom-
en of these risks.?® As a result, in January 2024, the UK’s
medicines regulator mandated that VPA must not be started
in new patients (male or female) under 55 years, unless two
specialists document that there is no alternative treatment.?
The decision by the UK regulator to maintain strict controls
on valproate prescribing is controversial but reflects ongo-
ing concerns about inconsistent adherence to safety regula-
tions.®

In conclusion, while VPA remains important in psychiat-
ric care, its impact on fertility and generational risks requires
strict adherence to guidelines, informed patient choices,
and the consideration of alternatives. It is essential to ad-
dress these challenges responsibly.
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