
Press release: Valproate banned
without the pregnancy prevention
programme

To protect public health, the Medicines and Healthcare products Regulatory
Agency (MHRA) has changed the licence for valproate medicines (Epilim,
Depakote and generic brands). Valproate must no longer be prescribed to women
or girls of childbearing potential unless they are on the pregnancy
prevention programme (PPP).

Valproate is a treatment for epilepsy and bipolar disorder. Children born to
women who take valproate during pregnancy are at significant risk of birth
defects and persistent developmental disorders. If valproate is taken during
pregnancy, up to 4 in 10 babies are at risk of developmental disorders, and
approximately 1 in 10 are at risk of birth defects.

Healthcare professionals who seek to prescribe valproate to their female
patients must make sure they are enrolled in the PPP. This includes the
completion of a signed risk acknowledgement form when their treatment is
reviewed by a specialist, at least annually.

All women and girls who are prescribed valproate should contact their GP and
arrange to have their treatment reviewed. No woman or girl should stop taking
valproate without medical advice.

These regulatory changes will be further supported in the upcoming months by:

smaller pack sizes to encourage monthly prescribing
a pictogram/warning image on valproate labelling

These new regulatory measures are being supported across the NHS with other
authorities also making changes – such as new GP system computer alerts – to
make sure changes in prescribing behaviour take place promptly. NHS Digital
has worked with GP systems suppliers to provide a search and audit function
to identify women and girls on valproate as well as updating valproate
prescribing alerts. A letter will be sent to all relevant healthcare
professionals in the coming weeks outlining the new requirements and
providing updated educational materials.

In parallel, the National Institute for Health and Care Excellence (NICE) is
amending its guidelines where valproate is mentioned, to reflect the new
regulatory position. NICE has also begun work on a full update of its
guideline on epilepsy. This will specifically focus on areas where valproate
is currently regarded as the drug of choice and where this conflicts with the
new position.

Working together, across the health sector, these measures will help reduce
the number of pregnancies exposed to valproate medicines to an absolute
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minimum and will make sure all women and girls of childbearing potential are
aware of the risks.

Since it was introduced in 1974, the information provided with valproate
included a warning about the possible risk of birth defects. As with all
medicines, the safety of valproate has been kept under constant review and as
new data have become available, and the magnitude and the nature of the risks
were better understood, warnings were updated – resulting in this most recent
regulatory change.

Dr June Raine, director of MHRA’s Vigilance and Risk Management of Medicines
Division said:

Patient safety is our highest priority. We are committed to making
sure women and girls are aware of the very real risks of taking
valproate during pregnancy. However, we also know it is vitally
important women don’t stop taking valproate without first
discussing it with their doctor.

This regulatory position has been developed through close
collaboration with professional bodies, health system
organisations, and patient and campaign groups.

I would like to particularly thank the families involved in the
Valproate Stakeholder Network who have shared their experiences and
expertise with us. Their support will help keep future generations
of children safe.

Health Minister Lord O’Shaughnessy said:

Our priority is always patients’ safety, so I welcome this decision
to take strong actions to protect women and children.

The focus will now be on explaining these changes to GPs and
clinicians so they in turn can advise patients.

Professor Mark Baker, director of the Centre for Guidelines at NICE, said:

NICE welcomes restricting the use of valproate in women of
childbearing potential.

It’s important that everyone affected by these changes is made
aware of them as soon as possible. We have therefore taken
immediate steps to amend our guidelines on the diagnosis and
management of epilepsies, the assessment and management of bipolar
disorder, depression in adults, and antenatal and postnatal mental
health to reflect this important change to the drug’s licence.

We will use our communications networks to highlight the changes,



both to healthcare professionals and to patients, to help ensure
that the number of children exposed to valproate through their
mother during pregnancy is kept to an absolute minimum.

Nic Fox, director of Primary and Social Care Technology at NHS Digital said:

This is a good example of how IT systems can support important
issues affecting public health. We have been working closely with
the MHRA and GP system suppliers to ensure clinicians in primary
care are informed of the risks of prescribing sodium valproate to
certain patients.

All GP systems have alerts applied and we are continuing to work
with some of the suppliers to ensure these high visibility alerts
are consistent across primary care. These alerts ensure that GPs
are prompted at the time of prescribing.

We have also worked with community pharmacy dispensing system
suppliers to ensure that the alerts are also shown when
prescriptions are dispensed. This includes changes to prescription
labels so that patients are made aware of the risks and the need
for reliable contraceptive precautions. We will continue to work
with supplier partners in evolving system to maximise safety and
minimise burden on clinicians and patients as guidance evolves.

Matthew Jolly, National Clinical Director for maternity and women’s health at
NHS England, said:

Stronger regulation over the use of valproate is welcome and will
help ensure women get the advice and care they need. It is
important pregnant women discuss their medication with their doctor
and crucially do not stop taking it before seeking advice.

Mr Edward Morris, vice president for clinical quality at the Royal College of
Obstetricians and Gynaecologists, said:

We welcome this action to reduce the risk of physical and
developmental problems in children born to mothers who have taken
valproate during pregnancy. Our clinical guideline on the
management of epilepsy in pregnancy recommends that exposure to
sodium valproate and other anti-epileptic drugs should be minimised
by changing the medication prior to conception, as recommended by
an epilepsy specialist after a careful evaluation of the potential
risks and benefits.

It’s important to note that stopping medication for long-term
conditions completely or altering the dose can pose a serious risk



to both mother and baby. Women are advised to seek advice from
their GP and/or specialist team before conception or as soon as
they are aware that they are pregnant. For women with epilepsy, the
lowest effective dose of the most appropriate anti-epileptic drug
should be prescribed and they should be looked after by a
specialist team throughout pregnancy.

Professor Helen Stokes-Lampard, chair of the Royal College of GPs, said:

GPs are acutely aware of the risks associated with prescribing
sodium valproate to women of childbearing age and we welcome this
change in legislation as a logical way forward to help ensure our
patients’ safety. However, any patients currently taking sodium
valproate should not stop doing so without seeking expert medical
advice.

As a general rule, it is important that patients read and take heed
of warnings on the packets of any medication they are taking – and
that any woman on long-term medication speaks to their GP if they
are planning to have a baby.

Carol Long, chief executive of Young Epilepsy, said:

Young Epilepsy welcomes the MHRA’s strengthened regulatory position
for women of childbearing potential, who are diagnosed with
epilepsy and prescribed sodium valproate. In ensuring such women
receiving a Pregnancy Protection Plan (PPP), they will have greater
knowledge in realising the potential risks taking the drug has to
the unborn child.

It is vital that women who may be planning to have a family receive
the right advice at the right time; to prevent their unborn babies
being put at risk.

Sodium valproate can provide life-changing support for many young
people with epilepsy. It is the third most-prescribed anti-epilepsy
medication, however, the percentage of women who do not know the
risks of taking the drug during pregnancy is far too high. That
information must be made clearer, and medical professionals must be
given more support to understand and be proactive in flagging the
risks. Women must feel more empowered to discuss the issue with
their epilepsy specialist, so that they can make a more informed
decision about their future.

Simon Wigglesworth, deputy chief executive of Epilepsy Action, said:

We welcome the revised measures which reflect the seriousness of



the risks to the unborn children of women with epilepsy during
pregnancy. Despite previous interventions, we know there are still
far too many women who haven’t been made aware of the potential
risks of taking sodium valproate in pregnancy.

It is vitally important that healthcare professionals ensure that
all women with epilepsy taking sodium valproate are reviewed in
line with the new guidelines. We are working closely with the MHRA
on the implementation of these new guidelines and will be looking
to see if meaningful progress will be made in avoiding life-
changing harm to children born to women with epilepsy.

Clare Pelham, chief executive of Epilepsy Society, said:

The most important change today is that every woman and girl of
childbearing age who has been prescribed sodium valproate will be
able to see her doctor every year to discuss the risks of this drug
to an unborn baby. She will leave the discussion with an important
written reminder of the risks if sodium valproate is taken during
pregnancy. This means that she will be able to make informed
choices about whether to plan a pregnancy and her future medical
treatment.

It has taken many years to achieve these simple, straightforward
and inexpensive healthcare improvements that will prevent babies
being born with avoidable disabilities. All credit to the brave
women who have campaigned for decades. And to Jeremy Hunt for
acting on that campaign and insisting the NHS must now learn from
its failure to listen and act sooner in response to the concerns
raised over many years and during many governments. At Epilepsy
Society we shall be diligently monitoring the implementation on the
ground in order to confirm that it is robust and effective.

Stephen Buckley, head of Information at Mind, the mental health charity,
said:

We welcome the new rules around prescribing valproate to women of
childbearing age. It is essential the information about the changes
reaches both the public and professionals, and that any women
taking valproate are properly supported to come off the medication
safely. Mind’s website has updated information about what these
changes mean – visit mind.org.uk for details.

Emma Friedmann, campaign director of #FACSaware, said:

FACSaware are absolutely delighted with the new measures as this
will enable women to have an informed choice.

https://www.mind.org.uk/


We look forward to continuing our work with the MHRA to promote the
importance of the Central Alerting System and the Yellow Card ADR
reporting scheme.

We are confident that fewer children will be born with this
avoidable syndrome. By working with stakeholders we are definitely
achieving our objectives.

Carol Lapidge & Susan Cole, OACS (Organisation for Anti-Convulsant Syndrome)
Charity, said:

OACS Charity welcomes the prevention measures agreed by MHRA who
have consulted with us alongside other campaign groups over the
past two years. Since January 2016 OACS Charity has attended every
meeting of the Valproate Stakeholder’s Network and we are
appreciative that the MHRA has developed this progressive forum for
discussion.

Next year OACS will be celebrating 20 years supporting and
representing families affected by fetal valproate syndrome and we
are pleased that the MHRA has developed this progressive forum for
discussion.

Their work with stakeholders has resulted in inclusive and
constructive engagement with groups across the UK health, science
and digital sectors alongside patient groups. This has been a
difficult but hugely constructive journey.

We believe that this process, led by June Raine, will pave the way
for other groups who have been adversely affected by medicines in
the past.

If you have been affected by sodium valproate please see our
website oacscharity.org.

Janet Williams & Emma Murphy, INFACT, said:

INFACT welcome the changes made to the licence for Valproate and
are pleased and very proud to have instigated and helped drive this
forward following 6 years campaigning at Parliament for those
changes.

It is important that all women prescribed Valproate are made aware
of the risks when taken in pregnancy in order to safeguard their
future children from disabilities, and INFACT applaud the decision
made by the MHRA to ensure that risk is minimal.

Karen Keely, chairperson of OACS Ireland, said:
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OACS Ireland welcomes the new regulatory measures by MHRA Epilim
(Valproate) UK Toolkit. Women and men were prescribed this drug as
far back as 1973 in the UK with many children harmed worldwide.

OACS Ireland welcomes the MHRA efforts to make changes to the way
valproate is prescribed to prevent further harm. They brought their
concerns to the attention of the EMA and therefore to all EU
Nations including Ireland. By ensuring that the Epilim (Valproate)
toolkit is securely put in place alongside Pregnancy Prevention
Program (PPP) we hope to ensure this is followed by all.

We have been working with MHRA for many years now and hope to
assist them with their work as much as possible by ensuring the
valproate toolkit is followed. We hope that the new guidance will
be followed by all. As part of the stakeholder’s network group run
by the MHRA which has resulted in inclusive and constructive
engagement with groups across the UK and Ireland’s health, science
and digital sectors alongside patient groups. Although this process
has been a difficult it has been hugely constructive.

Without the UK MHRA contributions to the EMA many mothers would not
have known the risks of this drug.

On behalf of the Association of British Neurologists (ABN) by Professor Mary
M Reilly, President, and Professor Sanjay Sisodiya, Chair of the ABN Epilepsy
Advisory Group, said:

The ABN welcomes these important new measures. It is vital that all
neurologists are aware of the changes to the licensing of
valproate. We will disseminate information around the new measures
to our membership through our publications, website and bulletins.
We will also include links to a variety of resources and
organisations, including support groups, and remind our membership
about the Epilepsy and Pregnancy Register.

It cannot be stressed enough that no women should stop taking this
medication without medical advice.

Dr Angelika Wieck, Royal College of Psychiatrists Perinatal Faculty and
Consultant Psychiatrist, Central Manchester University Hospital, said:

Valproate can cause harm to unborn children so banning its use in
women with mental disorder who are pregnant, or could get pregnant,
is welcome. It cannot be stressed enough that no women should stop
taking this medication without medical advice.

Managing mental health is particularly important for women who are
pregnant or plan to get pregnant. It is essential that all women
are better informed about the risks of Valproate to unborn children



and that any use of this drug in pregnancy will be monitored.

RCPsych will work with the MHRA and other Government bodies, the
Royal Colleges of General Practitioners, Physicians, Obstetricians
and Gynaecologists and the Royal Pharmaceutical Society to
implement changes in clinical practice and support affected women.

Rachel Scanlan, professional advisor at the Royal College of Midwives, said:

These are very welcome measures that will enable midwives to advise
and support women about this issue. We are actively putting this
information out to our members including on social media and via
the RCM’s website so that our members are informed about this
important update. We have also updated our online learning package
on epilepsy and pregnancy to reflect these changes.

Professor Ash Soni, president of the Royal Pharmaceutical Society, said:

The Royal Pharmaceutical Society fully supports these new measures
to ensure women understand the risks of taking sodium valproate
during pregnancy. They must get the right information from health
professionals in order to make informed choices about their health
and parenting options. Valproate is an effective medicine and women
should never suddenly stop taking it without talking to a health
professional. Pharmacists are ideally placed to give information
and support when providing sodium valproate and are committed to
reducing harm from medicines, enabling women to make the choices
that are right for them.

Dr Asha Kasliwal, president of the Faculty of Sexual and Reproductive
Healthcare (FSRH), said:

FSRH welcomes the new regulatory measures on sodium valproate
medicines introduced by the MHRA. Evidence is clear that children
born to women who take valproate during pregnancy are at a
significant risk of birth defects and developmental disorders.

Some of these drugs can affect how well some contraceptive methods
work. However, women and girls who need these life-changing
medications do not have to be left at risk for unplanned
pregnancies. Our 2017 clinical guidance on drug interactions with
hormonal contraception recommends that women and girls taking
sodium valproate use highly-effective methods of contraception to
avoid an unplanned pregnancy, both during treatment and for the
recommended timeframe after discontinuation.

Methods of contraception which are considered highly effective in



this context include long-acting reversible contraceptives (LARCs)
such as the copper IUD, levonorgestrel intrauterine system (LNG-
IUS), the progestogen-only implant (IMP) and sterilisation. Women
should seek advice from a specialist, who will carry out a
pregnancy risk assessment and provide evidence-based advice on the
most suitable method for them.

In February this year, FSRH issued a clinical statement on
contraception for women using known teratogenic drugs such as
valproate, which is intended to support clinicians in providing
high quality and consistent contraceptive advice. FSRH will keep
working with its members to ensure they are aware of the MHRA
decision and can advise women accordingly.

Ends

Notes to Editor

Medicines and Healthcare products Regulatory Agency is responsible for1.
regulating all medicines and medical devices in the UK by ensuring they
work and are acceptably safe. All our work is underpinned by robust and
fact-based judgements to ensure that the benefits justify any risks.
MHRA is a centre of the Medicines and Healthcare products Regulatory
Agency which also includes the National Institute for Biological
Standards and Control (NIBSC) and the Clinical Practice Research
Datalink (CPRD). MHRA is an executive agency of the Department of Health
and Social Care.

MHRA actively encourages patients and healthcare professionals to report2.
suspected side effects through the Yellow Card Scheme

As part of the pregnancy prevention programme (PPP) the prescriber must:3.

ensure the patient understands the risks to the unborn child of using
valproate during pregnancy and provide patient guide
ensure the patient understands the need to comply with contraception
throughout treatment and undergo pregnancy testing when required e.g. if
there is any reason to suggest lack of compliance or effectiveness of
contraception
complete and sign the acknowledgement of risk form (at every annual
visit), give a copy to the patient and send one to the GP
refer for contraception services as needed
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