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Use of These Epilepsy Meds During
Pregnancy Linked to Child's Autism

— Valproate not the only one associated with
neurodevelopmental disorders

by Michal Ruprecht, Editorial Intern, MedPage Today
June 1, 2022
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This medicine can seriously harm an
unborn baby. Always use effective
contraception during your treatment.

If you are thinking about becoming
pregnant, or you become pregnant,

& WARNING FOR WOMEN talk to your doctor straight away.

AND GIRLS Do not stop taking this medicine
unless your doctor tells you to.
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Children exposed prenatally to antiseizure medications
were at greater risk of autism spectrum disorders (ASD)
and intellectual disability (ID), according to a population-
based cohort study.

By approximately age 8 years, children were two to four
times more likely to be diagnosed with these
neurodevelopmental disorders if their mothers had taken
topiramate or valproate monotherapy during pregnancy.
Exposure to levetiracetam-carbamazepine or lamotrigine-
topiramate duotherapy was associated with similar risk as
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well, reported Marte-Helene Bjgrk, MD, PhD, of
Haukeland University Hospital in Norway, and colleagues
in JAMA Neurology.

Bjark's group suggested that topiramate does not appear
to be a safe alternative to valproate. "Women of
reproductive age who are prescribed topiramate should
be informed of the potential risks, and these should be
weighed against the benefits and available treatment
options.

Exposure to other antiseizure medications like
oxcarbazepine, carbamazepine, and clonazepam was
associated with no increase in neurodevelopmental
disorders among children of mothers with epilepsy.

These findings largely fit with what has been seen in prior
registries.

Valproate has been associated with one of the highest
risks for congenital malformation and
neurodevelopmental problems among the seizure
medications, whereas levetiracetam and lamotrigine have
had some of the best safety data to date, noted Page
Pennell, MD, chair of the Department of Neurology at the
University of Pittsburgh School of Medicine, in an
interview with MedPage Today.

Overall, though, physicians are still "flying completely
blind" when it comes to safety of most epilepsy drugs in
pregnancy, lamented Kimford Meador, MD, of Stanford
University School of Medicine and its Neuroscience Health
Center in Palo Alto, California.

Beyond the few known to be dangerous and the several
that appear fairly safe, "for the other 30-something drugs,
we don't know," he said.
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"When you're in the clinic and you have a woman come in
and she's burned through those first few drugs -- they
either didn't work or she got a rash on lamotrigine, she
got depressed with levetiracetam, which happens -- and
she's got primary generalized epilepsy, you don't know
where to go next," said Meador. "There is no data, except
maybe avoid valproate if you can.'

Women with epilepsy usually require antiseizure
medication during their pregnancy. Currently, about 0.5%
of pregnant women use antiseizure medications,
according to a study from 2020.
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Yet the real number is unknown because there is no
national reporting system in place in the U.S., Meador
noted. Manufacturers are not required to do testing for
children's outcomes, nor is there enough funding to look
at the underlying mechanisms linking these medications
and neurodevelopment in the child.

Some regulatory agencies like the European Medicines
Agency recommended clinicians stop prescribing valproate
--a drug on the World Health Organization's list of
essential medicines -- to women of childbearing age in
2014. FDA requires valproate labeling to include a warning
against use during pregnancy.
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Last month, the producer of valproate was required to
pay nearly €500,000 in damages to a French family with a
child suffering from valproate-associated ASD.

"With regulatory warnings cautioning against valproate
use in women of childbearing potential, safety data are
urgently needed for alternative treatment options," Bjgrk
and colleagues emphasized.

Because there was no observed adverse
neurodevelopment with levetiracetam-lamotrigine use in
their study, they suggested future research focus on this
duotherapy to learn more about its safety and efficacy
during pregnancy.

The investigators used data from the Nordic register-
based study of antiepileptic drugs in pregnancy (SCAN-
AED), which includes data from Denmark, Finland, Iceland,
Norway, and Sweden collected from 1996 to 2017. Children
were diagnosed with ASD and ID according to ICD-10
codes.

Nearly 4.5 million children participated in the study and
48.7% were girls. Median age was 8 years.

Children whose mothers filled prescriptions for antiseizure
medication from 90 days before the last menstrual period
to birth comprised 0.6% of the cohort and were compared
against unexposed controls.

Neurodevelopmental risk increased with higher
antiseizure medication dosage, the investigators reported.

Study results generally remained the same when authors
expanded the exposed cohort to include children of
women who filled their prescription within 2 years of
pregnancy, but not within the 90 days prior to their last
menstruation.


https://endpts.com/french-court-rules-against-sanofi-in-landmark-depakine-case/

Bjark and coauthors said that their inability to gather
data on paternal and other family history was a limitation
of the study.

"Epidemiological, clinical, and preclinical studies support
our results," they maintained. "Previous nationwide
register studies have shown similar strength associations
between valproate use during pregnancy and ASD and ID."

Michal Ruprecht is a medical student based in Michigan. He is a former

reporting intern for MedPage Today. Follow Y

Disclosures

The study was funded by a grant from NordForsk and the Research Council of
Norway. Bj@rk disclosed relationships (fees, grant support, or other) with
Valproate, Eisai, Novartis Norway, Jazz Pharmaceuticals, Angelini Pharma, Teva,
and Lilly.

Pennell disclosed no relevant relationships with industry.

Meador has received research support from the NIH and Eisai. The Epilepsy
Study Consortium pays Meador's university for his research consultant time
related to Eisai, GW Pharmaceuticals, NeuroPace, Novartis, Supernus, Upsher-

Smith Laboratories, UCB Pharma, and Vivus Pharmaceuticals.

Primary Source

JAMA Neurology

Source Reference: Bjork MH, et al "Association of prenatal exposure to
antiseizure medication with risk of autism and intellectual disability " JAMA
Neurol 2022; DOI: 10.1001/jamaneurol.2022.1269.

4 Comments

Recommended For You

Neurology

Are Antibiotics Linked to
Dementia? New Study
Weighs In



https://www.medpagetoday.com/neurology/dementia/113509
https://www.medpagetoday.com/neurology/seizures/99001?trw=no
https://www.medpagetoday.com/people/mr5353/michal-ruprecht
https://twitter.com/michalruprecht
https://twitter.com/michalruprecht
https://www.medpagetoday.com/neurology/seizures/43719
https://jamanetwork.com/journals/jamaneurology/fullarticle/2793003

Neurology

Long COVID Symptoms
Improve With Outpatient
Intervention

Neurology

Chatbots Fail Standard
Cognitive Test

Cardiology
Cardiovascular Protection
Tracks With Wine Intake,
Now Provable With
Urinary Marker

Neurology

Detecting Alzheimer's
Risks; Migraine and GI
Disorders; CJD
Glymphatic Dysfunction

Neurology

Alzheimer's Mortality
Lowest for Taxi,
Ambulance Drivers

Medical News From Around the Web

CBS NEWS
When a teen's medication stopped working, he decided to try a
surgery that could stop his episodes for good

USA TODAY
The popular weight-loss drug Zepbound can now be used to treat
sleep apnea


https://www.medpagetoday.com/neurology/longcovid/113490
https://www.medpagetoday.com/neurology/seizures/99001?trw=no
https://www.medpagetoday.com/neurology/generalneurology/113464
https://www.medpagetoday.com/neurology/seizures/99001?trw=no
https://www.medpagetoday.com/cardiology/prevention/113456
https://www.medpagetoday.com/neurology/seizures/99001?trw=no
https://www.medpagetoday.com/neurology/generalneurology/113434
https://www.medpagetoday.com/neurology/seizures/99001?trw=no
https://www.medpagetoday.com/neurology/alzheimersdisease/113419
https://www.medpagetoday.com/neurology/seizures/99001?trw=no
https://synopsi.medpagetoday.com/article/386836/when-a-teens-medication-stopped-working-he-decided-to-try-a-surgery
https://synopsi.medpagetoday.com/article/386766/the-popular-weight-loss-drug-zepbound-can-now-be-used-to-treat-sleep

CNN
FDA approves weight-loss drug Zepbound for obstructive sleep
apnea | CNN

NPR
FDA approves weight loss drug Zepbound to treat obstructive
sleep apnea

CIRCULATION
Activation of Imprinted Gene PW1 Promotes Cardiac Fibrosis After
Ischemic Injury.

JOURNAL OF CLINICAL ONCOLOGY

Long-Term Follow-Up and Overall Survival in NRG258, a
Randomized Phase lll Trial of Chemoradiation Versus
Chemotherapy for Locally Advanced Endometrial Carcinoma.


https://synopsi.medpagetoday.com/article/386765/fda-approves-weight-loss-drug-zepbound-for-obstructive-sleep-apnea-cnn
https://synopsi.medpagetoday.com/article/386838/fda-approves-weight-loss-drug-zepbound-to-treat-obstructive-sleep
https://synopsi.medpagetoday.com/article/386522/activation-of-imprinted-gene-pw1-promotes-cardiac-fibrosis-after
https://synopsi.medpagetoday.com/article/386399/long-term-follow-up-and-overall-survival-in-nrg258-a-randomized-phase

