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The harmful effects of prenatal exposure to valproate are well documented with
congenital malformations and neurodevelopmental disorders which may lead to
permanent disability. These effects may be seen in as many as 11% (malformations)
and 40% (neurodevelopmental delay) of children exposed to valproate during
pregnancy. Furthermore, in addition to valproate’s known association with impaired
male fertility, medicines regulatory authorities are investigating recent registry data
which may suggest an increased risk of neurodevelopmental disorders in children
whose fathers took valproate in the three months before conception.

To prevent avoidable harm, the Medicines and Healthcare products Regulatory
Agency (MHRA) has in recent years taken increasingly strengthened regulatory
action to minimise foetal exposure to valproate including, in 2018, contraindicating
the use of valproate in women of childbearing potential unless they meet the
conditions of a pregnancy prevention programme. As a result, valproate prescribing
has been in decline for many years with the greatest reductions in use seen amongst
women and girls of childbearing age.

It is therefore regrettable that, despite these measures, we continue to see cases of
valproate being prescribed during pregnancy. Following a comprehensive review of
the evidence the Commission on Human Medicines (CHM) has recommended
further restrictions to valproate use to reduce avoidable harm which were introduced
by the MHRA in January. Those restrictions are that:

o Valproate must not be started in new patients (male or female) younger than
55 years, unless two specialists independently agree and document that there
is no other effective and tolerated treatment, except if there are compelling
reasons that the reproductive risks do not apply; and

« At their next annual specialist review, female patients of childbearing potential
and girls should be reviewed using the latest valproate Annual Risk
Acknowledgement Form, which will include the need for a second signatory if
the patient is to continue with valproate and subsequent annual reviews with
one specialist.

As clinicians we have a critical role to ensure patients in these groups are not started
on valproate unless there are exceptional circumstances. Those already taking
valproate must be fully informed of its potential risks. We recognise that for some
patients with epilepsy and bipolar disorder, valproate may be the only treatment
option which offers effective symptom control and changing to an alternative
treatment must be an informed and shared decision.


https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.cas.mhra.gov.uk%2FViewandAcknowledgment%2FViewAlert.aspx%3FAlertID%3D102736&data=05%7C02%7CHarriet.Drake%40dhsc.gov.uk%7C065ff319b7b949ba267608dc2d34572a%7C61278c3091a84c318c1fef4de8973a1c%7C1%7C0%7C638434950176725724%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=ZskAODUoQ249eA943OYmgSKnc1itG8VlFBG9lNkYK7w%3D&reserved=0
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.cas.mhra.gov.uk%2FViewandAcknowledgment%2FViewAlert.aspx%3FAlertID%3D102736&data=05%7C02%7CHarriet.Drake%40dhsc.gov.uk%7C065ff319b7b949ba267608dc2d34572a%7C61278c3091a84c318c1fef4de8973a1c%7C1%7C0%7C638434950176725724%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=ZskAODUoQ249eA943OYmgSKnc1itG8VlFBG9lNkYK7w%3D&reserved=0
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.cas.mhra.gov.uk%2FViewandAcknowledgment%2FViewAlert.aspx%3FAlertID%3D102736&data=05%7C02%7CHarriet.Drake%40dhsc.gov.uk%7C065ff319b7b949ba267608dc2d34572a%7C61278c3091a84c318c1fef4de8973a1c%7C1%7C0%7C638434950176725724%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=ZskAODUoQ249eA943OYmgSKnc1itG8VlFBG9lNkYK7w%3D&reserved=0
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.gov.uk%2Fdrug-device-alerts%2Fnational-patient-safety-alert-valproate-organisations-to-prepare-for-new-regulatory-measures-for-oversight-of-prescribing-to-new-patients-and-existing-female-patients-natpsa-slash-2023-slash-013-slash-mhra&data=05%7C02%7CHarriet.Drake%40dhsc.gov.uk%7C065ff319b7b949ba267608dc2d34572a%7C61278c3091a84c318c1fef4de8973a1c%7C1%7C0%7C638434950176741413%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=5qsbAQWK2MT5OaG91Qyi4PjaBHLVSdUxxkeGHL1%2ByC0%3D&reserved=0
https://mhra-gov.filecamp.com/s/i/6iqrRqc0zoFgeEo7
https://mhra-gov.filecamp.com/s/i/6iqrRqc0zoFgeEo7

Discussions between clinicians and patients already on valproate must include
counselling on alternative treatment options and the benefits and risks associated
with any change for patients with epilepsy; this should include a discussion of the
risks of sudden unexplained death in epilepsy (SUDEP). New safety and
educational materials are now available to support these discussions and hard
copies are being disseminated to clinicians to support shared decision making. Itis
important that these measures are implemented safely and in a way that does not
cause alarm. No one should stop taking valproate or other anti-epileptic drugs
without advice from their specialist.

Those women and girls of childbearing potential for whom other medicines are
ineffective and who choose to continue to take valproate, must be supported to fully
adhere to the Valproate Pregnancy Prevention Programme.

We recognise there will be considerable service pressures associated with these
important changes but we would urge colleagues that this is undertaken as rapidly
as it is possible to do safely. For more information, including details on the new
regulatory measures, see the MHRA website.
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https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.gov.uk%2Fdrug-safety-update&data=05%7C02%7CHarriet.Drake%40dhsc.gov.uk%7C065ff319b7b949ba267608dc2d34572a%7C61278c3091a84c318c1fef4de8973a1c%7C1%7C0%7C638434950176760724%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=62OoX78Cufpc5%2BTMV7YcTKxqkVV2LIVvLEFtwc1CrPs%3D&reserved=0
https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.gov.uk%2Fdrug-safety-update%2Fvalproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met&data=05%7C02%7CHarriet.Drake%40dhsc.gov.uk%7C065ff319b7b949ba267608dc2d34572a%7C61278c3091a84c318c1fef4de8973a1c%7C1%7C0%7C638434950176767361%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=OuhKuqC1NdRzIR8RPY1GG8v%2Bl3vbqRykYAfQhWFxKKQ%3D&reserved=0

