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Agenda

Agenda Time Speaker 
Valproate background and new 
regulations

20 minutes Tara Gallagher 

Local pathways and monitoring 10 minutes Nicola Baxter and MO team 
Q&A and close 10 minutes 
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Objectives 

• Understand the current risks and measures to mitigate 
risks associated with valproate use in women of 
childbearing potential and men of reproductive potential. 

• To share resources, local pathways and monitoring of 
the Medicines Optimisation LES. 
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Background
Valproate and risk of congenital defects and 
neurodevelopmental disorders
• Valproate use in females:

• Valproate can cause birth defects in 1 in 9 (11%) children 
• 3 or 4 in every 10 will have serious development problems e.g. autism, learning 

disability, and possibly ADHD

• Valproate use in males:
• Potential increased risk of neurodevelopmental conditions in a child conceived 

by a male taking valproate
• In addition, potential risk of infertility and testicular toxicity
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Background

• November 2023: National Patient Safety Alert (NatPSA) on valproate: 
organisations to prepare for new regulatory measures for oversight of 
prescribing to new patients and existing female patients

• September 2024: MHRA Update: valproate use in men: as a precaution, 
men and their partners should use effective contraception

• February 2025: MHRA Update: review by two specialists is still required for 
all initiating valproate, once for all women already taking but not for male 
patients already taking valproate. Three infographics published to clarify in 
which situations a review by two specialists may be required
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Background
• June 2025: MHRA Update:

• Updated safety and educational materials are now available to support healthcare 
professionals and patients to implement the existing regulatory requirements

• The updates reflect:

• precautionary advice on the potential risk of neurodevelopmental disorders in 
children fathered by men taking valproate around the time of conception

• a risk of lower weight at birth for the gestational age in children exposed to 
valproate during pregnancy

• Healthcare professionals should review the new materials and integrate them 
into their clinical practice when referring patients and when prescribing or 
dispensing valproate
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Valproate – New Regulations 
• NEW STARTERS - Valproate must not be started in new patients (male or female) 

younger than 55 years unless two specialists independently consider and document that 
there is no other effective or tolerated treatment, or there are compelling reasons that the 
reproductive risks do not apply.

• WOMEN ALREADY ON VALPROATE - at their next annual specialist review, women of 
childbearing potential and girls receiving valproate should be reviewed using the revised 
valproate Annual Risk Acknowledgement Form. A second specialist signature will be 
needed if the patient is to continue on valproate, however subsequent annual reviews will 
only require one specialist unless the patient’s situation changes.

• Revised Annual Risk Acknowledgement Form for females (ARAF).

• New Male Risk Acknowledgement Form (RAF) for new initiations of valproate in males.

• General practice - should continue to prescribe valproate and if required offer patients a 
referral to a specialist to discuss their treatment options.
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Updated safety and educational materials:
June 2025
• The following new or updated safety and educational materials are now available 

online:
• Annual Risk Acknowledgement Form for female patients
• Risk Acknowledgement Form for male patients starting valproate
• Patient guide for women
• Patient guide for men
• Patient card
• Booklet for healthcare professionals
• Valproate dispensary poster
The Marketing Authorisation Holders sent hard copies of the materials to 
healthcare professionals from July 2025. 
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Healthcare professionals Guide 
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Patient Card
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Patient guide for women Patient guide for men
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Risk acknowledgement form for female 
patients
Updated June 2025  
There are four steps to the form: 
• Step 1 – Specialist prescriber:
Establish whether the patient is at risk 
of the reproductive harms of valproate 
• Step 2: Specialist prescriber and 

countersigning specialist: Document 
the prescribing decision. 

• Step 3: Specialist prescriber: Explain  
the risks to the patient or responsible 
person. 

• Step 4: To be completed by the 
patient or responsible person.
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Exceptions to PREVENT

• FEMALES - If there is a compelling reason pregnancy will not take place 
• Postmenopausal
• Hysterectomy
• Severe intellectual disability

• MALES - If there is a compelling reason the risks do not apply
• Vasectomy
• Other reason for infertility
• Severe intellectual disability
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Presenter Notes
Presentation Notes
 confirmed postmenopausal status or lack of sexual activity in patients with learning disabilities (lack of coding)



Valproate – Treatment in males 

• Valproate may cause infertility, likely reversible if valproate is stopped or 
dose reduced

• Possible testicular toxicity
• A post-authorization safety study (PASS) to evaluate the paternal exposure 

to valproate and the risk of neurodevelopmental disorders (NDD) and 
congenital abnormalities in offspring in Nordic countries

• Comparing risk of NDD in offspring to men taking valproate vs 
lamotrigine/levetiracetam 3 months before conception.

• 5% risk of NDD if the man took Valproate vs 3% if the man took 
lamotrigine/levetiracetam

https://www.gov.uk/government/news/mhra-update-on-new-study-on-risk-in-
children-born-to-men-taking-valproate
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Advice for male patients on valproate 

• Male patients (of any age) – if they father a child while taking valproate or in the 
three months after stopping valproate, there is a potential small increased risk of 
the child being diagnosed with a mental or movement related developmental 
disorder (neurodevelopmental disorder). Inform male patients (of any age) who 
may father children of the possible risk at initiation of valproate or at their next 
regular treatment review. 

• Inform male patients (of any age) who may father children of the possible risk at 
initiation of valproate or at their next regular treatment review – this counselling 
should be given irrespective of the indication for valproate and also after 
intravenous use of valproate

• As a precaution, recommend that male patients use effective contraception 
(condoms, plus contraception used by the female sexual partner) throughout the 
valproate treatment  period and for 3 months after stopping valproate, to allow for 
one completed sperm cycle not exposed to valproate
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Advice for Males on valproate
• At the next regular treatment review, discuss with men on oral valproate 

treatment whether they are planning a family in the next year and if they 
are, refer to a specialist to discuss alternative treatment options

• If a female patient reports they are pregnant or planning a pregnancy with 
a man on valproate (including those undergoing IVF), refer for prenatal 
counselling

• Advise men not to donate sperm during valproate treatment and for 3 
months after stopping valproate

• Report any suspected adverse drug reactions associated with valproate on 
a Yellow Card 

• Full Guidance:
• https://www.gov.uk/drug-safety-update/valproate-use-in-men-as-a-

precaution-men-and-their-partners-should-use-effective-contraception
17
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February 2025 MHRA update and 
infographics 
• February 2025: MHRA Update: review by two specialists is required for 

initiating valproate but not for male patients already taking valproate 

• Three infographics published in which situation review by two specialist 
may be required:

• Female patients under the age of 55 years old   
• Male patients under the age of 55 years old
• Female and male patients over the age of 55 years 
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Valproate - decision support tool 
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MHRA Aide Memoir Table  
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https://assets.publishing.service.gov.uk/media/66978ca6a3c2a28abb50d0e3/aide-memoire_table-2024.pdf


BwD audit 

• Initial data extraction identified 76 females in BwD prescribed valproate-
containing medicines. 

• Of these, 12 patients were coded as having a mental health condition or a 
learning disability, with an initial compliance rate of 33.3% with the PPP.

• Following a data cleansing exercise and individual follow-up, the cohort 
was revised to 14 patients, as two additional individuals were identified 
without a coded diagnosis in the original extraction. 

• This follow-up revealed an improved compliance rate of 64%.
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Local Resources  
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https://primarycare.lancashireandsouthcumbria.nhs.uk/medicines-optimisation/strategy/


Valproate SOP
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Summary of Key Messages
• Valproate medicines must not be used in women of childbearing potential unless the 

Pregnancy Prevention Programme is in place.
• If you are involved in the care of female or male patients on valproate in the UK, see a 

reminder of actions required for this medicine. 
• Valproate must not be started in new patients (male or female) under the age of 55 unless two 

specialists independently consider and document that there is no other effective or tolerated 
treatment, or there are compelling reasons that the reproductive risks do not apply

• At their next annual specialist review, women of childbearing potential and girls should be 
reviewed using a revised valproate Risk Acknowledgment Form (ARAF), which will include the 
need for a second specialist signature if the patient is to continue with valproate and 
subsequent annual reviews with one specialist unless the patient’s situation changes. 

• As a precaution, recommend that male patients use effective contraception (condoms, plus 
contraception used by the female sexual partner) throughout the valproate treatment period 
and for 3 months after stopping valproate, to allow for one completed sperm cycle not exposed 
to valproate. There is a potential small increased risk of the child being diagnosed with a 
mental or movement related developmental disorder (neurodevelopmental disorder). Male 
Risk Acknowledgement Form (RAF) required for new initiations of valproate in males.

27



28



Web lancashireandsouthcumbria.icb.nhs.uk | Facebook @LSCICB | Twitter @LSCICB
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