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PRAC concludes evaluation of new data regarding potential risk of
neurodevelopmental disorders in children born to men treated with valproate

PRAC concludes evidence of potential risk of neurodevelopmental disorders
in children born to men treated with valproate is inconsistent

Committee recommends updating product information to reflect available
data

EMA’s safety committee, the PRAC, has completed its review of a safety signal for valproate and
related substances, and concluded that based on the evaluation of new data, the evidence on
neurodevelopmental disorders (NDDs) in children born to men treated with valproate is inconsistent
and the causal role of valproate is uncertain. In light of this uncertainty, the committee recommended

maintaining existing precautionary measures for male patients. These measures were put in place in

2024 to address a potential increased risk of NDDs in children born to men treated with valproate

during the three months before conception.

In addition, PRAC recommended that the medicines’ product information be updated to reflect the

most recent data related to NDDs.

Valproate medicines are used to treat epilepsy and bipolar disorder. In some EU Member States, they
are also authorised to prevent migraine headaches. NDDs are problems with development that begin in
early childhood, such as autism spectrum disorders, intellectual disability, communication disorders,

attention deficit/hyperactivity disorders and movement disorders.

In January 2024, the assessment of the findings of a post authorisation safety study (PASS)?, which

used data from multiple registry databases in Denmark, Norway and Sweden suggested an increased

risk of NDDs in children born to men treated with valproate in the three months before conception
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compared with men treated with the epilepsy medicines lamotrigine or levetiracetam. At that time,
while PRAC acknowledged that the PASS data had limitations, it concluded that NDDs are a potential
risk in children born to men treated with valproate during the three months before conception, and

recommended precautionary measures for men taking the medicine.

At the time, PRAC requested the marketing authorisation holders to carry out a larger study,
specifically designed to address some of the limitations of the PASS study. This study is currently

ongoing and is expected to conclude in 2028.

The latest safety signal was started in July 2025 after the publication of a Danish nationwide registry-
based study, which did not suggest an increased risk of NDDs in children born to men treated with
valproate. In assessing this signal, PRAC reviewed all the latest evidence. While findings from one
study? suggested a possible link between valproate and NDDs, most studies® (so-called retrospective
observational studies) investigating this issue have not found an increased risk of NDDs. Differences in
how these studies were designed, such as which patients were included and how patients’ underlying

health conditions were accounted for, may explain why findings vary.

Overall, PRAC could not conclude whether a potential risk of NDDs in children of fathers treated with
valproate before conception is due to valproate or other factors, such as the fathers’ underlying
medical condition. The committee concluded that the available evidence is inconsistent, and a causal

link with the medicine is uncertain.

In light of remaining uncertainties and pending the results of the ongoing study in 2028, PRAC agreed
that the precautionary measures introduced in 2024 should remain in place. The committee also

recommended updating the product information, as well as the healthcare professional guide and the
guide for male patients, to ensure that healthcare professionals and patients have access to the most

up-to-date information.

Further information can be found in the assessment report, which will be published in due course on

the EMA website.
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New safety information for healthcare professionals

Ixchiq: use should be restricted to people at high risk of chikungunya
infection

The PRAC has recommended that the chikungunya vaccine Ixchiq should be restricted to individuals
with a high risk of becoming infected with the chikungunya virus.

The committee also endorsed a direct healthcare professional communication (DHPC) to inform
healthcare professionals of the updated recommendations.

Ixchiq is used to protect people 12 years of age and older against chikungunya disease. It contains a
strain of the chikungunya virus that has been attenuated (weakened).

This restriction of the indication follows a routine EMA review of available safety data which evaluated
the impact of serious adverse events reported with the vaccine (including aseptic meningitis;
inflammation of the membranes around the brain and spinal cord) on the benefit-risk balance

of Ixchiq. Some of these events resulted in hospitalisation and death.

Known serious side effects linked to the vaccine mainly occur in people aged 65 years and older and in
people with multiple underlying chronic medical conditions, although young otherwise healthy adults
have also been affected.

In addition, serious or prolonged chikungunya-like adverse reactions have been observed, sometimes
leading to a deterioration of the person’s general condition, including malaise and decreased
appetite, exacerbation of pre-existing diseases, brain disorders like encephalopathy and

encephalitis, aseptic meningitis or confusion.

Healthcare professionals are reminded that the vaccine should only be given to individuals 12 years of
age and older who are at high risk of acquiring chikungunya infection and after careful consideration of
the potential benefits and risks. It is contraindicated in patients whose immune system is weakened
because of disease or medical treatment, and it should not be co-administered with other vaccines.

The PRAC’s recommendation will be sent to the EMA’s human medicines committee (the CHMP), which
will adopt the Agency’s opinion.

As for all medicines, the safety of Ixchiq is closely monitored and the recommendations for use will be
updated if new relevant information becomes available.

Tavneos (avacopan): reinforced liver function monitoring requirements and
stopping rules to mitigate risk of serious liver injury

PRAC has endorsed a DHPC to inform healthcare professionals of its recommendations to reinforce liver
function monitoring requirements and stopping rules for Tavneos (avacopan) to mitigate the known
risk of drug-induced liver injury (DILI) and vanishing bile duct syndrome (VBDS). VBDS is a rare
condition where the small bile ducts inside the liver are gradually damaged and disappear over time.

Tavneos is used to treat adults with severe, active granulomatosis with polyangiitis (GPA) or
microscopic polyangiitis (MPA), two rare inflammatory conditions of the blood vessels.

The updated recommendations follow further characterisation of the risk of DILI and VBDS in light of
recent reports of serious liver injury, including cases with a fatal outcome.
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Before starting treatment with Tavneos, liver function tests, including hepatic transaminases and total
bilirubin (key indicators of liver function), must be performed. During treatment, liver function must be
monitored at least every two weeks after the start of therapy for the first three months, followed by
every four weeks for the next three months of treatment, and as clinically indicated thereafter.

Treatment with Tavneos must be stopped if blood levels of alkaline phosphatase (ALP, another
indicator of liver function) are over twice the normal limit when the source of increased ALP is the liver,
or when there are clinical symptoms of VBDS such as jaundice (yellowish appearance of the skin and
the whites of the eyes) or itching. If VBDS is suspected, treatment must be immediately and
permanently stopped. This is in addition to stopping rules already included in the product information.

EMA is also conducting a review of Tavneos, prompted by questions regarding data integrity of the
main study. More information is available on the EMA website.

The DHPCs for Ixchiq and Tavneos will be disseminated to healthcare professionals by the marketing
authorisation holders, according to an agreed communication plan, and published on the Direct
healthcare professional communications page and in national registers in EU Member States.

PRAC statistics: Month Year
[infographic]

Glossary:

Safety signal assessments. A safety signal is information which suggests a new potentially
causal association, or a new aspect of a known association between a medicine and an adverse
event that warrants further investigation. Safety signals are generated from several sources
such as spontaneous reports, clinical studies and the scientific literature. More information can
be found under 'Signal management'.

Periodic safety update reports, abbreviated as PSURs, are reports prepared by the marketing
authorisation holder to describe the worldwide safety experience with a medicine in a defined
period after its authorisation. PSURs for medicinal products that contain the same active
substance or the same combination of active substances but have different marketing
authorisations and are authorised in different EU Member States, are jointly assessed in a
single assessment procedure. More information can be found under 'Periodic safety update
reports: questions and answers'.

Risk management plans, abbreviated as RMPs, are detailed descriptions of the activities and
interventions designed to identify, characterise, prevent or minimise risks relating to
medicines. Companies are required to submit an RMP to EMA when applying for a marketing
authorisation. RMPs are continually updated throughout the lifetime of the medicine as new
information becomes available. More information is available under 'Risk-management plans’'.

Post-authorisation safety studies, abbreviated as PASSs, are studies carried out after a
medicine has been authorised to obtain further information on its safety, or to measure the
effectiveness of risk-management measures. The PRAC assesses the protocols (aspects related
to the organisation of a study) and the results of PASSs. More information can be found under
'Post-authorisation safety studies'.

Referrals are procedures used to resolve issues such as concerns over the safety or benefit-risk
balance of a medicine or a class of medicines. In a referral related to safety of medicines, the
PRAC is requested by a Member State or the European Commission to conduct a scientific
assessment of a particular medicine or class of medicines on behalf of the EU. More information
can be found under referral procedures.
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Notes

1. This press release, together with all related documents, is available on the Agency's website.

2. More information on the work of the European Medicines Agency can be found on its website:
WWw.ema.europa.eu

Contact

Media enquiries

Tel. +31 (0)88 781 8427
E-mail: press@ema.europa.eu

All other enquiries
please submit your request via the online form

Follow us on Bluesky
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