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This guidance sets out the roles and responsibilities of healthcare professionals and patients in
relation to the Medicines and Healthcare products Regulatory Agency (MHRA) regulations
relating to sodium valproate. It clarifies the exclusion criteria from the pregnancy prevention
programme and defines what constitutes ‘effective contraception’. It also provides some useful
resources for healthcare professionals and patients as well as providing guidance around
patients receiving IV valproate and taking valproate for the prophylaxis and treatment of
headache. This document provides guidance to support implementation of the MHRA safety
regulations relating to valproate which were first introduced in April 2018 ['l. New regulatory
measures were introduced in January 2024 to support and strengthen the initial measures,
followed by new guidance relating to valproate use in males which was issued in September
2024 @Bl Further MHRA drug safety alerts were issued in February 2025, which confirmed that
review by two specialists will remain in place for patients initiating valproate under 55 years of
age but will not be required for men (or males) currently taking valproate, and in June 2025,
which made available updated safety and educational materials to support the implementation
of the new regulatory measures 45, The responses have been reviewed by the members of
the Greater Manchester (GM) Valproate subgroup, incorporating cross-sector representation
across GM as well as specialist input.
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1. Background

Please note — Throughout this document the terms ‘female’ and ‘male’ apply to the
patient’s sex assigned at birth

Valproate medicines (including sodium valproate and valproic acid) are associated with a
significant risk of birth defects and developmental disorders in children born to females who
take valproate during pregnancy .

In females who take valproate while pregnant, around 1 in 9 babies will have a birth defect 6.
> Birth defects seen when mothers take valproate during pregnancy include:

e spina bifida (where the bones of the spine do not develop properly)

e facial and skull malformations (including cleft lip and palate, where the upper lip or
facial bones are split)

e malformations of the limbs, heart, kidney, urinary tract and sexual organs [©l.

In females who take valproate while pregnant, around 4 in 10 babies are at risk of
developmental disorders [©].

The effects on development can include:

« being late in learning to walk and talk

« lower intelligence than other children of the same age
e poor speech and language skills

« memory problems [,

Children exposed to valproate in the womb are more likely to have autism or autistic spectrum
disorders. There is also some evidence children may be more likely to be at risk of developing
symptoms of attention deficit hyperactivity disorder (ADHD) [61.

In March 2018, an alert was issued by the MHRA which informed healthcare professionals of
new prescribing and dispensing requirements for all valproate medicines, due to the teratogenic
risk "6, Additionally, findings from a retrospective observational study, identified a possible
increased risk of neurodevelopmental disorders in children born to men treated with valproate in
the 3 months prior to conception 1. Further regulations were introduced by the MHRA in
January 2024 around the initiation and review of valproate medications 2. Additionally, a drug
safety update in relation to valproate in men was issued in September 2024 1. Further
information relating to these MHRA regulations can be found in the “Useful Resources” section.

In November 2023, a National Patient Safety Alert was issued which tasked GM ICB with
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overseeing the implementation of the new MHRA regulatory measures around valproate across
Greater Manchester [, An action required by this alert was to review the results of local audits
of compliance with the existing Pregnancy Prevention Programme (PPP) measures for girls and
women of childbearing potential prescribed valproate 1. In January 2024, GM ICB undertook a
review of the most recent valproate Pregnancy Prevention Programme compliance audits
completed across both primary care and secondary care in Greater Manchester between 2022
and 2023.

Despite the large volume of national guidance surrounding valproate prescribing, the audit
review identified that MHRA regulatory standards are still not being met. A further finding from
the audit review was that healthcare professionals are not fully clear of their roles and
responsibilities in relation to the valproate Pregnancy Prevention Programme. This guidance
seeks to clarify the roles and responsibilities of healthcare professionals when initiating,
prescribing and dispensing valproate medicines in line with the MHRA regulatory measures
around the Pregnancy Prevention Programme.

2. Roles and Responsibilities

General Practitioners

All Patients Prescribed Valproate

> GP practices should implement a clear and robust process for identifying all patients
prescribed valproate, including newly registered patients (searches are available in
Appendix 1). This applies to all patients prescribed valproate, including male, female,
non-binary and both adults and children. As part of their inspection criteria, CQC will
seek assurances that the recent MHRA alert regarding valproate has been appropriately
actioned. For further information on how the CQC considers Valproate safety alerts
during assessments refer to GP mythbuster 91: Patient safety alerts - Care Quality
Commission!®l.

> Itis advisable for practices to maintain a register of all patients prescribed valproate
who are required to be on the Pregnancy Prevention Programme (PPP) and ensure that
this is regularly reviewed and updated. For details on which patients are required to be
on the Pregnancy Prevention Programme, please see exclusion criteria below.

> Report any suspected adverse drug reactions associated with valproate medicines on
a Yellow Card.

> Report any patient safety events relating to valproate on the Learn from Patient Safety
Events (LFPSE) system. For further information on LFPSE please refer to NHS England
» Learn from patient safety events (LFPSE) service .

> Appendix 2 summarises in a flow chart the proposed actions for GPs to manage patients
taking valproate.
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> Appendix 3 provides a template letter to invite patients for a review of their valproate
medication.

> Appendix 4 provides a summarised list of GP responsibilities when initiating, prescribing
and monitoring valproate medicines in line with the MHRA regulatory measures.

Female Patients

All female patients should be assessed at point of registration with the practice to determine
whether they need to be on the valproate Pregnancy Prevention Programme (PPP) 19,

Patients over the age of 55 are excluded from the programme, unless there is reason to believe
they are still able to conceive, e.g. not post-menopausal [''l. Please see exclusion criteria
below.

Appendix [5] shows a flowchart of the patient journey for female patients under 55 and of
childbearing potential who are prescribed valproate.

Children or those who are pre-menarche — Female children receiving valproate who have not
yet reached menarche are excluded from the Pregnancy Prevention Programme, but they and
their responsible person (parent/legal guardians) need to be informed of the importance of the
risks relating to exposure to valproate during pregnancy. Step 1 of the Annual Risk
Acknowledgement Form (ARAF) still requires completion by two specialists and a copy of the
completed form should be shared with the patient’s GP and stored in their medical notes ['2].
The patient and their responsible person should be advised to notify their specialist if menarche
occurs while receiving valproate. However, children and young people with epilepsy remain
under the care of a paediatrician or neurologist with a specialist interest in epilepsy and are
reviewed at least annually in line with national standards. Menarche should therefore be
screened for as part of routine specialist follow-up, with responsibility for valproate prescribing,
monitoring and associated management remaining with the specialist team rather than relying
on GP notification.

> If the patient is excluded from the valproate Pregnancy Prevention Programme,
ensure the following is coded in the patient’s record along with the reason for exclusion,
as soon as reasonably possible:

SNOMED code Description

1129791000000104 | Pregnancy prevention programme not needed

> If the patient is required to be on the Pregnancy Prevention Programme, ensure the
following is coded in the patient’s record as soon as reasonably possible once they are
on the Pregnancy Prevention Programme i.e. have effective contraception in place, have
a copy of the patient guide, and have an up to date ARAF in place (i.e. signed by a
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specialist in the last year). Any actions completed in relation to ensuring the patient is
on the pregnancy prevention programme should also be documented in the patient’s
record.

SNOMED code Description

1129761000000105 Pregnancy prevention programme

All patients, including those newly registering with the practice, who are identified as
needing to be on the Pregnancy Prevention Programme must have an up to date (dated
within the last 12 months) annual risk acknowledgement form (ARAF) for valproate in
their medical record. This form MUST have been completed and signed by a specialist
(see section below entitled ‘Specialist Prescribers’ for definition). If the form is missing
from their record, contact the patient’s specialist/previous specialist (if outside of the GM
area) to request a copy of this form ['"l, Please see the GM primary care portal (login
required) for a list of secondary care contacts within GM who can be contacted if you are
unable to locate a missing ARAF form for your patient.

« If the ARAF has not been completed by a specialist and/or is not in date, refer the
patient to the specialist for an annual review and completion of the ARAF form.
Please ensure the referral form clearly states the reason for referral, i.e.
“‘Referral for completion of Valproate Annual Risk Acknowledgement Form”. If the
patient is prescribed valproate for headache/migraine, please refer to the section
on valproate in the prophylaxis and treatment of headache in this guide before
considering referral.

« Newly registered patients (not those with a temporary registration) should be
referred to a local specialist if their previous specialist was outside of the local
area.

o Currently registered patients who are prescribed valproate, who are not
currently assigned to a specialist should be referred to an appropriate local
specialist as soon as possible for their annual review and risk acknowledgment
form.

o Patients temporarily registered with the practice (up to 3 months) who are
prescribed valproate - Contact the patient’s current specialist, if they have one,
and ask them to provide a copy of the ARAF form for the patient’s record. If the
patient does not have an up-to-date ARAF, ensure they are advised to make an
appointment to see their specialist as soon as possible or refer them to a local
specialist within GM if they don’t currently have a specialist. Advise the patient
that, if they decide to remain registered at the practice following the three month
temporary registration period, they will be referred to a local specialist to complete
their annual reviews if their current specialist is outside of the GM area. Continue
providing prescriptions for valproate unless advised otherwise by a suitably
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qualified specialist.

e Once a referral is made to the specialist for their annual valproate review, ensure the
following is coded in the patient’s record within 24 hours of making the referral:

SNOMED code Description

1366381000000107 | Referral for completion of Valproate Annual Risk
Acknowledgement Form

> Once the patient has had their annual review with their specialist, ensure that the ARAF,
once received back from the specialist, is saved in the patient’s record. If you have not
received the ARAF back from the specialist within one month of the appointment, please
contact the specialist team to remind them to send a copy to the practice. If, following
the reminder, you have still not received a response from the specialist team, please see
the GM primary care portal (login required) for a list of contacts who you can contact to
escalate this within the appropriate Trust.

> Once the form is received back from the specialist and saved into the patient record,
ensure the following is coded in the patient’s record within 24 hours of receipt of the
form:

SNOMED code Description

1366401000000107 Valproate Annual Risk Acknowledgement Form
completed

e Arrange an appointment (e.g. face to face or telephone review) with each patient after
specialist review and, if the patient remains on valproate following the review, ensure the
patient is complying with the Pregnancy Prevention Programme. This review does not
need to be undertaken by a GP, and a practice pharmacist or other appropriate
healthcare professional may be able to support [''l. Patients temporarily registered with
the practice should also be booked for an initial appointment with the practice to discuss
the following, unless they are already registered with another GP practice within Greater
Manchester:

« Check that the patient has received a copy of the Patient Guide.

« Ensure that the patient has a copy of their signed and completed Annual Risk
Acknowledgment Form. This should have been received back from the specialist
and saved in the patient’s record. If the patient’s signature is missing from the
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ARAF, please ask the patient to sign and send a copy of the signed ARAF back to
the specialist.

« Ensure the patient is using effective contraception (see section below) for a
definition of ‘effective contraception’) and understands the need to comply with
this contraception throughout treatment with valproate and undergo pregnancy
testing when required, for example, if there is any reason to suggest lack of
compliance or lack of effectiveness of contraception. Ensure that coding is
completed in the patient record RE: effective contraception. A list of codes can be
found in Appendix 6. If contraception is provided by the local sexual health team,
practices must ensure that the method of contraception stated in the sexual health
team clinic letter is ‘coded’ in the patient’'s EMIS record within 24 hours of receipt
of the letter.

« Inform the patient not to stop contraception and/or valproate unless told to by their
specialist prescriber.

« Remind the patient to contact you immediately if they suspect there has been a
problem with their contraception or if they may be pregnant.

« Remind the patient that they will need to have a review with their specialist
prescriber at least annually whilst taking valproate.

« In the case of female children using valproate, remind the patient’s responsible
person (e.g. parent/guardian) to contact their GP once the patient using valproate
experiences their first period (menarche). Once contacted, immediately contact
the patient’s specialist to update them on the need to review the patient.

Where a specialist has reviewed the patient and determined, in discussion with the
patient (and/or their responsible person where appropriate), that the benefits of
continuing valproate outweigh the risks and that valproate remains the most suitable
treatment option, GPs should support this shared clinical decision. GPs should be aware
that, for some patients, valproate may be the only effective or tolerated treatment and
that discontinuation can be associated with significant risks, including loss of seizure
control, Sudden Unexpected Death in Epilepsy (SUDEP), relapse of bipolar disorder,
hospitalisation and other serious consequences related to deterioration of the underlying
condition. Valproate should therefore not be discontinued in primary care unless advised
by the patient's specialist prescriber or as part of an agreed specialist-led treatment plan.

GP practices should have a procedure in place to ensure patients have an up-to-date
ARAF on their record (see Appendix 1 for searches). Alerts could also be added to
patient records to highlight that a patient is prescribed valproate.

It is good practice for GP practices to have a policy/procedure in place for managing
patients prescribed valproate and other teratogenic medicines requiring a Pregnancy
Prevention Programme. This could be included as part of the practice’s Repeat
Prescribing Policy for example.
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Female Patients who are Planning a Pregnancy [1"]

e Inform the patient not to stop contraception or valproate until told to by their specialist
prescriber.

e Contact the specialist prescriber who is managing the patient’s condition, highlighting
that the patient is planning a pregnancy.

Female Patients who are Pregnant ['11[13]

¢ Inform the patient not to stop valproate until told to by their specialist prescriber and
explain the reasons (e.g. their condition may become worse).

e Contact the patient’s specialist prescriber promptly for switching to alternative treatment
if suitable. Ask for them to be seen urgently, highlighting that the patient is pregnant
and taking valproate.

Male Patients

All male patients who are prescribed valproate medicines should be identified at point of
registration with the practice. GP practices should also consider identifying currently
registered male patients prescribed valproate medicines (see Appendix 1 for searches).

For all male patients identified, practices should consider adding an alert to the patient record
to state “inform male patients who may father children of the possible increased risk of
neurodevelopmental disorders in their children if taking valproate around the time of conception
3" This discussion could be held at their next annual review and documented in the patient’s
medical record.

Healthcare professionals working in general practice should discuss the following with all male
patients registered at the practice who may father children and are taking valproate . A record
of the discussion, including the date on which it took place, should be documented in the patient
record to show that this discussion has taken place 3

e Inform male patients (of any age) who may father children of the possible increased risk
of neurodevelopmental disorders in their children if taking valproate around the time of
conception, at initiation of valproate or at their next regular treatment review. This
counselling should be given irrespective of the indication for valproate and after
intravenous use of valproate 13,

e 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 131,

e 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 3.

11
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e Advise men not to donate sperm during valproate treatment and for 3 months after
stopping valproate 1.

e |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 Bl.

Specialist Prescribers

‘Specialists’ and ‘specialist prescribers’, for the purposes of this guide, are defined as
healthcare professionals who are working primarily in the field of neurology and/or psychiatry
AND can initiate, prescribe and monitor valproate. This does not include healthcare
professionals working in primary care with a ‘special interest’. Please also check your local
valproate guidance to determine who is considered a ‘specialist’ prescriber of valproate within
your organisation.

> Appendix 7 provides a summarised list of specialist responsibilities when initiating,
prescribing and monitoring valproate medicines in line with the MHRA regulatory
measures.

All Patients Prescribed Valproate

e Specialist teams that initiate, prescribe and monitor valproate must have
guidance/protocol(s) in place relating to prescribing, supply and monitoring of valproate.
This guidance/protocol must apply to all patients prescribed valproate under the care of
the service, including male, female, non-binary and both adults and children. All clinical
guidance must reflect the latest MHRA regulatory measures and be reviewed at least
every 2 years or when any new national/MHRA guidance is published in relation to
valproate, whichever is sooner.

e Educational materials should be integrated into local guidance to ensure that they can be
shared with patients and that patients are able to make an informed choice around their
valproate treatment ['4],

e Specialist teams should have an annual recall system recalling all patients under their
care for an annual valproate review and completion of the ARAF. The annual recall
system should be documented in a local process. Any significant changes to this process
which affect primary care/removal of this process must be communicated to GM ICB via
an appropriate route (currently the GM valproate working group).

e Specialist teams must define in their valproate guidance/policies, who the 'specialists'
are that are going to act as the first and second signatories for initiating valproate. The
Commission of Human Medicines (CHM) have produced a list of who the second
specialist signatory could include, however, it should be noted that this decision should
be made at a local level ['4],

e Specialist teams must be able to provide assurance that the latest MHRA valproate
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regulatory measures, including any local guidance/policies have been communicated to
all relevant staff.

Psychiatry/Neurology clinics that initiate, prescribe and/or monitor valproate should
consider adding a line on appropriate coding instructions into their clinic letters following
the patient’s appointment. This will help to support GPs to accurately code in the
patient’s medical record whether the patient is on the Pregnancy Prevention Programme
and that an ARAF has been completed, if necessary. If an ARAF has been completed,
this should be sent to the GP practice, along with the clinic letter. The codes are as
follows [13I:

SNOMED code Description

1129791000000104 | Pregnancy prevention programme not needed

1129761000000105 Pregnancy prevention programme

Valproate Annual Risk Acknowledgement Form

1366401000000107
completed

Female Patients

Specialists must assess the potential for pregnancy in all female patients and, if
necessary, discuss the need for the patient to fulfil the conditions of the Pregnancy
Prevention Programme if they are to take valproate [''l. Further guidance around
valproate in children, patients with a learning disability and patients who lack capacity
can be found below in this guidance.

Specialist teams must see all female patients under their care and prescribed valproate
at least annually ', This review can be completed either face to face or
virtually/telephone appointment (to be decided by each individual Trust).

Any female patient who is required to be on the pregnancy prevention programme (PPP)
(i.e. is not permanently exempt from PPP) should not be discharged from secondary
care whilst they remain on valproate or are no longer required to be on the PPP,
whichever is sooner.

At the annual review, specialists should consider whether the patient can be switched to
an alternative treatment or whether treatment with valproate needs to continue ['"l. The
benefits and risks of valproate should be carefully reconsidered with the patient at each
annual review, or more frequently if felt necessary [''l. If switching the patient to an
alternative treatment, please note the conditions of the Pregnancy Prevention
Programme continue to apply until the switch from valproate is complete and the patient
must be made aware of this ['].
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e When discussing the risks and benefits of valproate treatment, healthcare professionals
should ensure patients understand both the risks associated with taking valproate and
the potential risks of stopping or not taking valproate, including loss of seizure control,
increased risk of SUDEP, relapse of bipolar disorder, hospitalisation, and other serious
consequences related to deterioration of the underlying condition.

¢ At the annual review, specialist teams must ensure the patient understands the risks to
an unborn baby exposed to valproate in utero and provide them with the Patient
Guidel'06l,

e At the annual review, ensure the patient understands the need to comply with effective
contraception throughout treatment and to undergo pregnancy testing when required '],
If the patient is not currently on effective contraception, advise them to arrange this
through their GP or local sexual health service. This information should also be
communicated to the patient’s GP in the clinic letter sent to the GP following the
appointment.

e At the annual review, the ARAF must be completed [']. Two specialists must complete
and sign the form [l

o For new patients at initiation of valproate treatment

o For existing patients, only at their next annual review, unless their circumstances
change

For subsequent annual reviews, only one prescribing specialist must complete and sign
the ARAF ", The completed ARAF must be stored in the patient’s medical record and
shared with the patient and, if applicable, any healthcare professionals named on the
form 2. The form must also be sent to the patient’s GP within one month of the
patient’s appointment.

Female Patients Newly Initiated on Valproate

e Specialist teams must only initiate valproate in female patients under 55 years of age if
two specialists experienced in the management of epilepsy or bipolar disorder
independently consider and document that there is no other effective or tolerated
treatment ['"l. Pregnancy also needs to be excluded by means of a negative pregnancy
test (', Specialist teams must decide who can act as a second signatory and include
this in their Trust valproate guidance/policies.

e Both signatories should document their decision in the patient’s medical record and
complete the “name’ and ‘signature’ of countersigning specialist’ boxes of the Annual
Risk Acknowledgement Form ['1],

e Once the clinical decision to prescribe valproate has been independently considered and
documented by two specialists, the patient’s subsequent annual reviews do not require
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the countersigning specialist, unless the patient’s circumstances have changed '],

Female Patients who are Planning a Pregnancy ['"]

e Specialists must ensure the patient understands the risks of taking valproate during their
pregnancy 'l Educational materials can be shared with patients so that they are able to
make an informed choice around their valproate treatment ['3l. Decision-support tools are
also available from NHS England for people who can become pregnant and are taking
valproate (available for bipolar disorder and epilepsy) ['7.

e Specialists should consider whether the patient can be switched to an alternative
treatment or whether treatment with valproate needs to continue [''l. The benefits and
risks of valproate should be carefully reconsidered with the patient at the review 'l If
switching the patient to an alternative treatment, please note the conditions of the
Pregnancy Prevention Programme continue to apply until the switch from valproate is
complete '], Remind the patient not to stop contraception until the switch is achieved
and they are no longer taking valproate ['"],

e |f switching is not possible, refer the patient for counselling about the risks of valproate to
an unborn baby during pregnancy '],

Female Patients who are Pregnant ['"]

e Patients who are pregnant should have their treatment switched to another treatment
wherever possible '],

e Patients with epilepsy who need to continue treatment in pregnancy (i.e. if two specialists
independently consider and agree that switching to another treatment is not possible)
should be referred to a specialist experienced in prenatal medicine for appropriate
monitoring '],

Male Patients

¢ No new male patients aged under 55 years should be initiated on valproate, unless two
specialists independently consider and document that there is no other effective or
tolerated treatment and that the risk of infertility or potential risk of testicular toxicity are
not applicable [,

e If a new male patient has a permanent reason that these risks do not apply (e.g.
vasectomy or infertility due to other causes), the countersigning specialist is not required
and the specialist prescriber should record the reason in the relevant section of the
ARAF for male patients and in their medical notes ['].

e Ensure male patients on valproate have a copy of the Patient Guide or know how they
can access it (i.e. online and/or using the QR code on the package leaflet) ['"ll"6],

e An ARAF for male patients needs to be discussed and completed with the patient at the
time of treatment initiation ['!l. Patients currently receiving treatment with valproate that

15

Part of Greater Manchester
Integrated Care Partnership



https://www.gov.uk/government/collections/valproate-safety-measures
https://www.england.nhs.uk/personalisedcare/shared-decision-making/decision-support-tools/
https://www.medicines.org.uk/emc/rmm/104332/Document
https://www.gov.uk/guidance/valproate-reproductive-risks#materials-and-resources
https://www.medicines.org.uk/emc/rmm/104332/Document

GM\ MG NHS'

Greater Manchester Greater Manchester

was initiated prior to September 2024 (i.e. not newly initiated) do not require an ARAF to
be completed and valproate can continue to be prescribed in accordance with standard
clinical practice.

Ensure the patient is made aware of the risk of male infertility and testicular toxicity in
animals associated with valproate therapy ['l.

For male children receiving valproate, their parent/guardian/responsible person must
be made aware of the data available showing testicular toxicity in animals exposed to
valproate and the uncertain clinical relevance ['"l. This conversation should be
documented in the patient’s medical record ['8l. The patient’s
parent/guardian/responsible person must be advised that the patient should be seen
again to have this discussion with the specialist once they are fully able to understand
the information.

Female Children or those who are Pre-Menarche Prescribed Valproate

Female children receiving valproate who have not yet reached menarche are excluded
from the Pregnancy Prevention Programme, but they and their responsible person
(parent/legal guardians) need to be informed of the importance of the risks relating to
exposure to valproate during pregnancy 2,

Unless justifiable on clinical grounds no female patient aged over 10 years should be
commenced on treatment with valproate if there is potential for future pregnancy [°l.
Patients already taking valproate should be reviewed by the specialist to see if valproate
can be discontinued or substituted for an alternative therapy ['°l.

Specialists should provide a copy of the Patient Guide and remind the patient and/or
their parent/carer to inform the specialist team when menarche occurs. Children and
young people prescribed valproate remain under the care of a paediatrician or
neurologist with a specialist interest in epilepsy and should be reviewed at least annually
in line with national standards. Menarche should be routinely screened for during these
reviews, with responsibility for valproate prescribing, monitoring and any subsequent
management remaining with the specialist team.

If menarche has not occurred by the expected age, the specialist epilepsy team should
consider further assessment and referral, including to gynaecology where appropriate.
Young people may transition to adult epilepsy services from around 16 -18 years of age,
after which responsibility for ongoing valproate management and review transfers to the
adult epilepsy specialist team.

When newly initiating the child/adolescent, who has not yet reached menarche, on
valproate, Step 1 of the ARAF must be completed and the form should be given to the
patient or their responsible person and shared with the patient's GP ['2. It should also be
stored in their medical notes ['2. The ARAF must be signed by two specialists and the
responsible person documenting that they are aware of the risks of teratogenicity, but no
Pregnancy Prevention Programme is required ['°l. The requirement for Pregnancy
Prevention Programme may apply if the patient has reached menarche* ['9. A second
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signatory is required at initiation of valproate but not required for annual reviews ['9. If
there is a reason the patient’s responsible person does not wish to sign or is unable to
sign the ARAF on a patient’s behalf, then this (including the reason) must be clearly
documented in the patient’'s medical notes and in the clinic letter that accompanies the
ARAF to the GP practice.

¢ Once menarche is reached, existing patients on valproate must be reviewed on an at
least annual basis by a specialist and start a transition process with a view to formal
handover to specialist adult services between 16 and 18 years of age [,

e *In some cases, prescribers and parents / patients are likely to feel that there are “are
compelling reasons to indicate that there is no risk of pregnancy”, so although the
information about pregnancy risk should be documented, it is unlikely that the full
Pregnancy Prevention Programme of pregnancy tests and hormonal contraception will
be required ['9]. If it is felt that there are compelling reasons to indicate that there is no
risk of pregnancy, then this should be stated in Step 1 of the ARAF 2, The other ‘steps’
in the ARAF are not required to be completed.

e |f the compelling reason(s) suggesting no risk of pregnancy may be subject to change,
the risks should be discussed at subsequent annual reviews or sooner if their
circumstances change [,

e In girls who are known to be or are felt likely to become sexually active in the near future
the full Pregnancy Prevention Programme should be implemented and confidentiality of
these patients should be respected, particularly in discussions about their sex life [,

e Females aged 16-18, if they have potential for future pregnancy, should be managed as
adult women in line with the Pregnancy Prevention Programme ['°l, Every effort should
be made by the specialist to switch females who have potential for future pregnancy to
alternative treatment before they reach 18 years of age ['®l. Any young women in this age
group who remain on valproate must be seen on at least an annual basis in specialist
services and must undergo a formal transition handover to specialist adult services [9].

e |If the patient has a learning disability and/or lacks capacity under the Mental Capacity
Act 2005 at the time of menarche then please see the relevant sections below on
“Patients with a Learning Disability Prescribed Valproate” and “Patients who Lack
Capacity under the Mental Capacity Act 2005” for advice.

e Further advice for females under 18 years of age can be found here - British Paediatric
Neurology Association (BPNA) and the Royal College of Paediatrics and Child Health
(RCPCH) — Joint guidance to provide recommendations about the use of valproate in
female patients under 18 years of age. Page 5 provides a visual summary [,

Patients with a Learning Disability Prescribed Valproate
e Patients with a learning disability are not automatically excluded from the Pregnancy
Prevention Programme.
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If a patient has capacity to make decisions about their treatment and doesn’t meet the
exclusion criteria for the Pregnancy Prevention Programme, then the Pregnancy
Prevention Programme still applies and all sections of the ARAF must be completed and
the patient must have an annual specialist review as described in the guidance above.
Further guidance for patients with epilepsy can be found in the ABN guidance [29],

Under the Mental Capacity Act 2005, a person must be assumed to have capacity unless
it is established that they lack capacity [?'l. A person is not to be treated as unable to
make a decision unless all practicable steps to help them to do so have been taken
without success ?'l. They are not to be treated as unable to make a decision merely
because they make an unwise decision [2'.

If, following a capacity assessment, the patient lacks capacity under the Mental Capacity
Act 2005, please see the section below on “Patients who Lack Capacity under the
Mental Capacity Act 2005” for advice 211,

Advice from British Paediatric Neurology Association (BPNA) and Royal College of
Paediatrics and Child Health (RCPCH) states that 16-18 year olds with capacity who
have potential for future pregnancy*, should be managed as adult women in line with the
Pregnancy Prevention Programme ['°l. Every effort should be made by the specialist to
switch females who have potential for future pregnancy to alternative treatment before
they reach 18 years of age ['°l. Any young women in this age group who remains on
valproate must be seen on at least annual basis in specialist services and must undergo
a formal transition handover to specialist adult services [9].

*In some cases, prescribers and parents / patients are likely to feel that there are “are
compelling reasons to indicate that there is no risk of pregnancy” and so although the
information about pregnancy risk should be documented, it is unlikely that the full
Pregnancy Prevention Programme of pregnancy tests and hormonal contraception will
be required ["91. If it is felt that there are compelling reasons to indicate that there is no
risk of pregnancy, then this should be stated in Step 1 of the ARAF 2. The other ‘steps’
in the ARAF are not required to be completed.

Patients who Lack Capacity under the Mental Capacity Act 2005 and are Prescribed
Valproate

Examples of when a patient may lack capacity include patients who are acutely mentally
unwell, have a learning disability, have had a stroke, have a brain injury and/or dementia
[221. However, for ALL patients, a person must be assumed to have capacity unless it is
established that they lack capacity 2],

A capacity assessment must be undertaken to determine if the patient lacks capacity
under the Mental Capacity Act 2005 to make decisions around their treatment and the
Pregnancy Prevention Programme (NB — This is not a requirement if the patient has not
yet reached menarche, is post-menopausal, has undergone hysterectomy or is a
transwoman).

18

Part of Greater Manchester
Integrated Care Partnership



https://cdn.ymaws.com/www.theabn.org/resource/collection/6750BAE6-4CBC-4DDB-A684-116E03BFE634/2025-06-12-ABN_Guidance_Valproate_update_June25-withFAQs.pdf
https://www.legislation.gov.uk/ukpga/2005/9/contents
https://www.legislation.gov.uk/ukpga/2005/9/contents
https://assets.publishing.service.gov.uk/media/65f30fcdfa18510011011746/February_2024_Prescribing_valproate_to_female_patients_under_18_years_of_age.pdf
https://assets.publishing.service.gov.uk/media/65f30fcdfa18510011011746/February_2024_Prescribing_valproate_to_female_patients_under_18_years_of_age.pdf

GM\ MG NHS'

Greater Manchester Greater Manchester

If it is determined that the patient does lack capacity then a best interests meeting,
involving the MDT and family/carers where possible, should be held to carry out an
assessment of pregnancy risk and the risk: benefit of initiating/continuing valproate on an
individualised basis ['°]. The meeting should be documented using the appropriate best
interests documentation.

A full pregnancy prevention programme should be implemented in line with MHRA
guidance unless there are compelling reasons to indicate that there is no risk of
pregnancy and/or the patient is permanently excluded from the Pregnancy Prevention
Programme (please see exclusion criteria below) ['%. In some patients the opportunities
to switch medications are much more limited and ongoing treatment with valproate is
likely to be necessary [, If the patient is documented as having a ‘compelling reason’
as to why they are excluded from the Pregnancy Prevention Programme which is not a
permanent reason, it is still a requirement that they are reviewed annually by their
specialist whilst prescribed valproate and the annual risk acknowledgement form still
needs to be completed every year [1112],

For patients whose responsible person can give fully informed consent (i.e. a
parent/guardian (for those under 18), a Lasting Power of Attorney (LPA) for Health and
Welfare or a Court Appointed Deputy), a full Pregnancy Prevention Programme may not
be necessary, but the decision making behind this needs to be clearly documented by
both the prescriber and the responsible person or patient ['9. If there is a reason the
patient’s responsible person does not wish to sign or is unable to sign the
ARAF/documentation on a patient’s behalf, then this (including the reason) must be
clearly documented in the patient’s medical notes and in the clinic letter that
accompanies the ARAF to the GP practice.

All female patients, unless permanently exempt from the Pregnancy Prevention
Programme (please see exclusion criteria below), should undergo documented annual
review in specialist services where the issues relating to ongoing prescription of
valproate and the risk of pregnancy are reviewed and documented, and an ARAF should
be completed to document this discussion [19l,

If, following the best interests meeting, it is felt that there are compelling reasons to
indicate that there is no risk of pregnancy currently but there is a possibility that this risk
may change, then this should be stated in Step 1 of the ARAF which is to be completed
every year, unless the patient is permanently exempt from the Pregnancy Prevention
Programme (please see exclusion criteria below) ['2. The other ‘steps’ in the ARAF are
not required to be completed. The patient’s responsible person must countersign the
ARAF.

If it is felt that it would be too distressing for the patient’s responsible person to have
repeated and possibly distressing conversations, then the decision on whether the
responsible person needs to countersign the ARAF annually should be made on a case-
by-case basis. If there is a reason the patient’s responsible person does not wish to sign
or is unable to sign the ARAF/documentation on a patient’s behalf, then this (including
the reason) must be clearly documented in the patient’s medical notes and in the clinic
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letter that accompanies the ARAF to the GP practice.

If it is felt that it would cause significant distress to a patient lacking capacity to be
started on the pregnancy prevention programme (i.e. being started on effective
contraception) or to have an annual review completed, then deviations away from this
document must be made on a case-by-case basis. The decision must be made
through a best interests meeting. Where appropriate, and if the Trust has an ethics
committee, advice should be sought from the committee to support ethical oversight.
The agreed decision should be fully documented in the patient’s record and
communicated to the GP and the responsible person.

The MHRA have produced three infographics to clarify when review by two specialists may
be required [“4:

« for female patients under 55 years old

o for male patients under 55 years old

« for male and female patients 55 years and older

Patients

Please note this section only applies to adults (including children aged 16-18 with potential for
future pregnancy) and patients with mental capacity to make decisions about their valproate
treatment under the Mental Capacity Act 2005. For children (aged 16-18 with no potential for
future pregnancy and those under 16) and patients who lack capacity to make decisions about
their valproate treatment, please refer to the appropriate section of the guidance and
Responsible Persons section below.

Female Patients
Patients are responsible for:

e Taking their valproate medication as directed by their prescriber, or to contact the GP if
not taking medication.

e Reporting adverse effects from valproate to their Specialist or GP.

e Informing all healthcare professionals that initiate, prescribe, monitor or dispense
medicines for them that they are prescribed valproate, this includes when registering at a
new GP practice, when collecting medication from a community pharmacy and when
discussing and choosing contraceptive options.
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e For transgender and non-binary patients who have opted to change their gender marker
on their medical records, they are responsible for agreeing with their GP and/or specialist
how they can be identified using specific codes to be recalled for their annual reviews if
appropriate (i.e. they are required to be on the Pregnancy Prevention Programme and
are not excluded from PPP). Suggested codes include:

SNOMED code Description

446151000124109 | ldentifies as male gender

1332083003 Identifies as transgender male

289755002 Uterine cervix present

446141000124107 | Identifies as female gender

1332082008 Identifies as transgender female

33791000087105 Identifies as non-binary gender

e Attending any appointments relating to valproate, including but not limited to [16l:

o seeing their specialist every year for an annual review and completion of the
ARAF form,

o initial and follow-up appointments with their GP/healthcare professional at the GP
practice,

o urgent appointments with their specialist and/or pre-natal counselling
appointments if necessary (e.g. if they become pregnant whilst taking valproate),

o formal transitioning appointments to specialist adult services (if aged between 16
and 18) if necessary [,

Failure to attend important appointments may result in medication being stopped
(on specialist advice).

e |If the patient is on the Pregnancy Prevention Programme, it is their responsibility to
comply with the conditions of the programme as stated in the ARAF, including:
o Acknowledging the risks related to valproate use during pregnancy and the need
to avoid becoming pregnant whilst taking valproate [l

o Signing the completed ARAF, if they are able to do so, and retaining a copy of it
[16],
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o Using effective contraception and acknowledging the need to comply with this
contraception throughout treatment with valproate ['2. [f the patient is not on
effective contraception, they should arrange this through their GP/local sexual
health service.

o Undergoing pregnancy testing when required, for example, if there is any reason
to suggest lack of compliance or lack of effectiveness of contraception ['21,

o Not stopping contraception and/or valproate unless told to by their specialist
prescriber, including those who are pregnant/planning a pregnancy 6121,

o Informing their GP/specialist prescriber immediately if they suspect there has
been a problem with their contraception or if they may be pregnant ['6],

o Informing their GP, to be urgently referred to their specialist, if they are thinking
about having a baby and not to stop using effective contraception until agreed
with the specialist on what treatment option to use going forward ['6],

o Attending an appointment with their specialist prescriber at least annually whilst
taking valproate ['6],

Making an informed decision in conjunction with their specialist around their valproate
treatment and contraception once provided with all the information required, including
risks and benefits of valproate, to make this decision ['8l. The patient must agree that
this decision will be recorded in their medical notes and that their GP will be informed of
the decision "2, Educational materials should be shared with patients so that they are
able to make an informed choice around their valproate treatment ['4l. Decision-support
tools are also available from NHS England for people who can become pregnant and are
taking valproate (available for bipolar disorder and epilepsy) [171.

If switching to an alternative treatment, patients are responsible, following discussion
with the specialist, for ensuring that they follow the conditions of the Pregnancy
Prevention Programme until the switch from valproate is complete ['6].

Patients are responsible for reading the patient guide, patient information leaflet and any
written materials provided around valproate, if able to do so. They should ask their
GP/specialist/healthcare professional to clarify any information which they do not fully
understand "6, Easy-read information and information in different languages is available
if required (see “Useful Resources”).

For patients temporarily registered with the practice (up to 3 months) who are
prescribed valproate, they are responsible for making an appointment to see their
specialist as soon as possible if they do not have an up-to-date ARAF, including when
asked to do so by the temporary GP practice.

Temporarily registered patients are also responsible for informing the practice if they
decide to remain registered at the practice following the three-month temporary
registration period, so that they can be referred to a local specialist to complete their
annual reviews if their current specialist is outside of the Greater Manchester area.
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Male Patients:

Patients are responsible for:

Taking their valproate medication as directed by their prescriber, or to contact the GP if
not taking medication ['6],

Reporting adverse effects from valproate to their Specialist or GP.

Informing all healthcare professionals that initiate, prescribe, monitor or dispense
medicines for them that they are prescribed valproate, this includes when registering at a
new GP practice and when collecting medication from a community pharmacy.

Attending any appointments relating to valproate. Failure to attend important
appointments may result in medication being stopped (on specialist advice).

Making an informed decision in conjunction with their specialist around their valproate
treatment and contraception once provided with all the information required to make this
decision, including risks and benefits of valproate. The patient must agree that this
decision will be recorded in their medical notes and that their GP will be informed of the
decision. Educational materials should be shared with patients so that they are able to
make an informed choice around their valproate treatment [14].

Patients are responsible for reading the patient guide, patient information leaflet and any
written materials provided around valproate, if able to do so. They should ask their
GP/specialist/healthcare professional to clarify any information which they do not fully
understand ('€,

Using 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 1.

Informing the GP if they are planning a family within the next 12 months and, if so, to
attend an appointment with a specialist to discuss alternative treatment options.

Not donating sperm during valproate treatment and for 3 months after stopping valproate
(3]

For male patients newly initiated on valproate: acknowledging the risk of male
infertility or toxic effects of valproate on the testes of animals by signing the completed
ARAF, if they are able to do so, and retaining a copy of the ARAF 8. Please note that
patients taking valproate prior to September 2024 are not required to sign an ARAF 3,

Responsible Persons (i.e. parents and legal guardians

‘Responsible Persons’, for the purposes of this guide, are defined as:
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- Parents or legal guardians of patients aged under 18

- A Lasting Power of Attorney (LPA) for Health and Welfare, or a Court Appointed Deputy
for a person lacking capacity under the Mental Capacity Act 2005.

The patient’s responsible person(s) is responsible for:

e Reading the patient quide, patient information leaflet and any written materials provided
around valproate, if able to do so. They should ask a GP/specialist/healthcare
professional to clarify any information which they do not fully understand 6!,

¢ For patients who lack capacity under the Mental Capacity Act 2005 and whose
responsible person can give fully informed consent:

o If a full Pregnancy Prevention Programme is deemed not necessary, the decision
making behind this needs to be clearly documented by both the prescriber and the
responsible person and/or patient ['®l. The patient’s responsible person must
countersign the ARAF. If it is felt that it would be too distressing for the patient’s
responsible person to have repeated and possibly upsetting conversations, then
the decision on whether the responsible person needs to countersign the ARAF
annually should be made on a case-by-case basis. If there is a reason the
patient’s responsible person does not wish to sign or is unable to sign the
ARAF/documentation on a patient’s behalf, then this (including the reason) must
be clearly documented in the patient’s medical notes and in the clinic letter that
accompanies the ARAF to the GP practice.

o The responsibility of the responsible person(s) is to ensure patients attend or are
made available for capacity assessments, annual reviews and best interest
meetings as and when necessary. The responsible person(s) is also responsible
for attending these appointments where necessary. Best interests meetings
should be attended by 2"l

= anyone named by the patient as someone to be consulted on the matter in
question or on matters of that kind,

= anyone engaged in caring for the patient or interested in their welfare,
= any donee of a lasting power of attorney granted by the patient, and

= any deputy appointed for the patient by the court.

e |If there is a reason the patient’s responsible person does not wish to sign or is unable to
sign the ARAF on a patient’s behalf, then this (including the reason) must be clearly
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documented in the patient’'s medical notes and in the clinic letter that accompanies the
ARAF to the GP practice.

Pharmacists Issuing Valproate to Patients in Any Setting

Pharmacies that supply valproate must have a Standard Operating Procedure (SOP) in place
for all staff, setting out the processes required to support the safe supply of valproate in line
with MHRA regulations. The SOP should also include processes for:

o Emergency supply of valproate

o NHS Pharmacy First service specification when time critical medicines (including
valproate) are unavailable [?3l. This helps prevent missed or delayed doses and
reflects national learning following a death caused by delay in access to urgent
epilepsy medication 24,

Pharmacists issuing valproate medicines to female patients are responsible for ['l;

e Ensuring the Patient Card is provided every time valproate is dispensed to a female
patient, regardless of who collects the medication ['].

e Ensuring the patient has received the Patient Guide or knows they can access it online
using the QR code on the package leaflet (applies to patients of all

genders) 1],

e Confirming with female patients that they have been made aware of the risks in
pregnancy and, if not, inform the patient of the risks and ask them to make an
appointment to see their GP (for referral to specialist) or specialist as soon as possible
for their annual review ['"l. Pharmacists should make a record in the PMR that they have
confirmed with the patient that they have been made aware of the risks of pregnancy
and/or are on the Pregnancy Prevention Programme.

e Confirming with female patients that they have been made aware to always use effective
contraception and to see their General Practitioner (GP) to be urgently referred to their
specialist, should they be planning a pregnancy ',

e Confirming with female patients that they have been made aware to not stop valproate
and to immediately contact their GP for an urgent referral to their specialist in case of
suspected pregnancy [,

o If someone who is not the patient, collects valproate medication on the patient’s behalf
then all the information and resources mentioned above, including the Patient Card and
Patient Guide, must be provided to the person collecting on the patient’s behalf.
Pharmacies are required to have a standard operating procedure in place which guides
them on how they carry out this process. Consideration should be given on what to do if
repeatedly providing this information, or holding potentially distressing conversations,
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becomes too upsetting for the patient’s representative. In such situations, decisions
should be made individually on a case-by-case basis. Where concerns arise about the
patient’s understanding, engagement with PPP requirements, or the emotional impact of
these conversations, the patient’s GP should be informed to ensure appropriate
follow-up and safeguarding.

e Dispensing valproate in the original package (for patients of all genders). The
manufacturer’s original packs include specific warnings and pictograms on the labelling,
including a patient card, along with the statutory patient information leaflet (PIL) and an
additional patient booklet, which highlights the risks of taking valproate while pregnant.
Supplying complete packs of medicines containing valproate ensures patients always
receive the PIL with warnings about taking the medicine while pregnant 291,

¢ In exceptional circumstances, where a patient needs to receive their medication in
different packaging such as a Monitored Dosage System, an individual risk assessment
must be carried out to assess the need for a patient to be supplied the medicine in
different packaging. In these circumstances, processes must be in place to ensure a
copy of the package leaflet and the patient card are always provided and add a valproate
warning sticker to the outer box [''I251, NB — if supplying valproate in a Monitored
Dosage System, stability of valproate must also be considered.

In October 2023, the Human Medicines Requlations 2023 came into effect. These
regulations mandate full pack dispensing of all valproate containing medications as
they are now classified as ‘special containers’. Pharmacists must dispense the
nearest number of full packs to the quantity on the prescription and this will be the
amount that is reimbursed (either rounded up or down; rounded down when the
quantity prescribed is exactly half way between rounding up or down). Pharmacists do
not need to endorse the prescription; they will automatically be paid for the relevant
number of complete packs [2°1[26],

e |f a female patient reports that:

o they are not continuously using an effective method of contraception,
o they are not aware of the need for contraception, or
o they have not been seen by their specialist in the past year,

dispense their medicine and refer them to their GP (contact the GP if necessary) [''l.

Gynaecologists/Obstetricians, Midwives and Nurses

If a patient’s gynaecologist/obstetrician, midwife or nurse is made aware that the patient is
taking valproate, then they are responsible for ['l:

e Providing counselling on methods of contraception and pregnancy planning [,
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e Providing information about the risks of using valproate during pregnancy '],

e When a patient consults for a pregnancy, to urgently refer the patient to be seen (within
days) by their specialist prescriber and to a specialist experienced in prenatal medicine
for evaluation and counselling regarding the exposed pregnancy 1.

3. Pregnancy Testing Prior to Initiation of Valproate

When valproate is initiated, pregnancy needs to be excluded by means of a negative pregnancy
test (', This responsibility lies with the initiating clinician and a pregnancy test must be
completed before the first prescription for oral valproate is issued to the patient. In-house
pregnancy testing by the specialist department is advised, however, in cases where this is not
possible, other arrangements must be made and clinicians must assure themselves that the
patient has had a negative pregnancy test result before issuing the first prescription.

4. Patients prescribed valproate who are not currently under the care of a
specialist

Female Patients

All valproate annual reviews must be carried out by a specialist prescriber (e.g.
psychiatrist/neurologist), therefore, female patients under 55 years of age where the
reproductive risks of valproate apply must be referred to the appropriate specialist service. If
the patient is prescribed valproate for headache/migraine, please refer to the section on
valproate in the prophylaxis and treatment of headache in this guide before considering referral.

If the female patient under 55 years of age has a permanent reason (please see exclusion
criteria for clarification of ‘permanent reason’) why the reproductive risks do not apply, then they
only need to be referred to the appropriate specialist if they have not had an ARAF form
completed to confirm that the reproductive risks no longer apply 1. Those who have had this
ARAF form completed do not need to be referred to the specialist for the purpose of completing
an ARAF 271 Further guidance for patients with epilepsy can be found in the ABN guidance 29,

Female patients over 55 years of age do not need to be referred to a specialist service unless it
is known that reproductive risks still apply 281,

Male Patients

Male patients do not need to be referred to a specialist unless 281129
e they were initiated on valproate after September 2024 28], and
e they did not have an ARAF form completed at the time of valproate
initiation, and
e they were under 55 years of age at the time of valproate initiation.

All three criteria above must be met before referring the male patient to a specialist for
completion of an ARAF form. No annual ARAFs are required to be completed after this
initial form and the patient may then be discharged from the specialist [2°],
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Please ensure all male patients are informed about the reproductive risks associated with
valproate, unless the reproductive risks do not apply 2. As a precaution men, and their female
partners, should be advised to use effective contraception during valproate treatment 2%, This
discussion can be carried out in primary care without specialist involvement ['3],

5. Exclusion Criteria from Valproate Pregnancy Prevention Programme

The valproate pregnancy prevention programme applies to all females of childbearing potential
who are prescribed valproate. This includes transmen who still have a uterus, female patients
in a long-term monogamous relationship with a vasectomised male partner and female patients
in same sex relationships who are not planning a pregnancy.

The only absolute exclusion criteria from the Pregnancy Prevention Programme for those
prescribed valproate are:

e Female patients who have not yet reached menarche 1],

e ANYONE with a permanent reason as to why they cannot become pregnant [11130],
This includes:

o Patients confirmed as post-menopausal — NB: The pregnancy prevention
programme, including annual reviews, must continue until the patient reaches age 55 or
is confirmed post-menopausal (defined as 12 consecutive months of natural
amenorrhoea without other cause) whichever occurs first B'I3233 - For women under 50,
confirmation requires 2 years of amenorrhoea; for those aged 50 or over, 1 year is
sufficient BB If the patient is using hormonal contraception, menopausal status
cannot be reliably determined from bleeding patterns, so age-based criteria should be

applied unless the specialist can confidently verify menopause by clinical assessment
[311[32][33]

o Patients who have undergone hysterectomy
o Transwomen

o Patients under 55 years with an intellectual disability where clinicians (including a
clinician with expertise in the prognosis of a person’s intellectual disability) and
their parents/legal guardians agree that the patient lacks capacity to consent for
sexual activity and, therefore, agree there are compelling reasons that the
absence of pregnancy risk is permanent ['®l, Examples may include patients with
genetic/structural developmental epileptic encephalopathies (DEE) ['9l. Please
note that if the assessing clinician, with expertise in the prognosis of a person’s
intellectual disability, is confident that, at no point in the future will the patient be
able to demonstrate sufficient capacity to consent to sex, then they can
designate them as a permanent exclusion from the Pregnancy Prevention
Programme.
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*The MHRA have stated that patients aged 55 or over can be excluded from the Pregnancy Prevention
Programme '], The Faculty of Sexual and Reproductive Healthcare state that, “in general, all women can cease
contraception at age 55 as spontaneous conception after this age is exceptionally rare even in women still
experiencing menstrual bleeding” 3. Therefore, for the purposes of the valproate Pregnancy Prevention
Programme, child-bearing age is considered as under the age of 55. We do not need to identify patients aged 55
and over for annual review, the Pregnancy Prevention Programme and ARAF completion, however, if a patient
aged 55 and over reports trying to conceive or that they are pregnant then the risks of valproate still apply and the
guidance in this document should be followed as for female patients under 55.

There are no other absolute exclusion criteria from the valproate Pregnancy Prevention
Programme, however, in some instances the specialist may decide that there are compelling
reasons why the Pregnancy Prevention Programme does not apply ['?. Guidance on what to
do in these situations is documented below. Compelling reasons include:

¢ Females who have reached menarche and are under 16 years of age but are not yet
sexually active ["8l:

o in some cases, prescribers and parents / patients are likely to feel that there are
“are compelling reasons to indicate that there is no risk of pregnancy”, so although
the information about pregnancy risk should be documented, it is unlikely that the
full Pregnancy Prevention Programme of pregnancy tests and hormonal
contraception will be required 8. If it is felt that there are compelling reasons to
indicate that there is no risk of pregnancy, then this should be stated in Step 1 of
the ARAF "2, The other ‘steps’ in the ARAF are not required to be completed.

o If the compelling reason(s) suggesting no risk of pregnancy may be subject to
change, the risks should be discussed at subsequent annual reviews or sooner if
their circumstances change [,

o In girls who are known to be or are felt likely to become sexually active in the near
future the full Pregnancy Prevention Programme should be implemented and
confidentiality of these patients should be respected, particularly in discussions
about their sex life [18],

e For females who are assessed as not having capacity and not at current risk of
pregnancy this can be documented on the ARAF 2. If it is felt this risk may be subject
to change then they should be reassessed annually, or sooner if their circumstances
change, and ensure they are not documented as a permanent exclusion from the
Pregnancy Prevention Programme ['2, See section on Patients who Lack Capacity
under the Mental Capacity Act 2005 and are Prescribed Valproate for further information.

If the patient is documented as having a ‘compelling reason’ as to why they are excluded from
the Pregnancy Prevention Programme which is not a permanent reason, it is still a
requirement that they are reviewed annually by their specialist whilst prescribed valproate, and
the annual risk acknowledgement form still needs to be completed every year ["l'2 Further
guidance for patients with epilepsy can be found in the ABN guidance 19,
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Completion of Annual Risk Acknowledgment Form for Patients Excluded
from the Pregnancy Prevention Programme

Patients who meet the following exclusion criteria from the Pregnancy Prevention Programme,
may still at some point require completion of an ARAF. Guidance is provided below:

Female patients who have not yet reached menarche.

Female children receiving valproate who have not yet reached menarche are excluded
from the Pregnancy Prevention Programme, but they and their responsible person
(parent/legal guardians) need to be informed of the importance of the risks relating to
exposure to valproate during pregnancy ['1l8],

Unless justifiable on clinical grounds no female patient aged over 10 years should be
commenced on treatment with valproate if there is potential for future pregnancy '8,
Patients already taking valproate should be reviewed by the specialist to see if valproate
can be discontinued or substituted for an alternative therapy ['8l,

Specialists should provide a copy of the Patient Guide and remind the patient and/or
their parent/carer to inform the specialist team when menarche occurs. Children and
young people prescribed valproate remain under the care of a paediatrician or
neurologist with a specialist interest in epilepsy and should be reviewed at least annually
in line with national standards. Menarche should be routinely screened for during these
reviews, with responsibility for valproate prescribing, monitoring and any subsequent
management remaining with the specialist team.

If menarche has not occurred by the expected age, the specialist epilepsy team should
consider further assessment and referral, including to gynaecology where appropriate.
Young people may transition to adult epilepsy services from around 16 -18 years of age,
after which responsibility for ongoing valproate management and review transfers to the
adult epilepsy specialist team.

When newly initiating the child/adolescent, who has not yet reached menarche, on
valproate, Step 1 of the ARAF must be completed and the form should be given to the
patient or their responsible person and shared with the patient’s GP ['2l, It should also be
stored in their medical notes ['2. The ARAF must be signed by two specialists and the
responsible person documenting that they are aware of the risks of teratogenicity, but no
Pregnancy Prevention Programme is required ['8. The requirement for the Pregnancy
Prevention Programme may apply if the patient has reached menarche ['8l. A second
signatory is required at initiation of valproate but not required for annual reviews 8. If
there is a reason the patient’s responsible person does not wish to sign or is unable to
sign the ARAF/documentation on a patient’s behalf, then this (including the reason) must
be clearly documented in the patient’s medical notes and in the clinic letter that
accompanies the ARAF to the GP practice.
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ANYONE with a permanent reason as to why they cannot become pregnant. This
includes [11130];

a. Patients confirmed as post-menopausal - NB: The pregnancy prevention programme,
including annual reviews, must continue until the patient reaches age 55 or is confirmed
post-menopausal (defined as 12 consecutive months of natural amenorrhoea without
other cause) whichever occurs first BB For women under 50, confirmation requires 2
years of amenorrhoea; for those aged 50 or over, 1 year is sufficient B33 I the
patient is using hormonal contraception, menopausal status cannot be reliably
determined from bleeding patterns, so age-based criteria should be applied unless the
specialist can confidently verify menopause by clinical assessment B"IF233],

b. Patients who have undergone hysterectomy
c. Transwomen

d. Patients under 55 years with an intellectual disability where clinicians (including a
clinician with expertise in the prognosis of a person’s intellectual disability) and
their parents/legal guardians agree that the patient lacks capacity to consent for
sexual activity and, therefore, agree there are compelling reasons that the
absence of pregnancy risk is permanent ['l. Examples may include patients with
genetic/structural developmental epileptic encephalopathies (DEE) ['%. Please
note If the assessing clinician, with expertise in the prognosis of a person’s
intellectual disability, is confident that, at no point in the future will the patient be
able to demonstrate sufficient capacity to consent to sex, then they can designate
them as a permanent exclusion from the Pregnancy Prevention Programme.

The ARAF just needs to be completed once (Step 1 only) to indicate the reason for
exclusion from the Pregnancy Prevention Programme and there is no requirement for
them to be seen annually following this initial completion of the ARAF ['21. A second
specialist review is not required 2. Further guidance for patients with epilepsy can be
found in the ABN guidance 9.

Once completed, a copy of this form should be given to the patient or their responsible

person and stored in their medical notes 2, It must also be shared with the patient's GP
[12]

Female patients documented as having a ‘compelling reason’ as to why they are
excluded from the Pregnancy Prevention Programme which is not a permanent reason

If the patient is documented as having a ‘compelling reason’ as to why they are
excluded from the Pregnancy Prevention Programme which is not a permanent reason
(please see exclusion criteria above), it is still a requirement that they are reviewed
annually by their specialist whilst prescribed valproate AND the annual risk
acknowledgement form still needs to be completed every year ['112],
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e Once completed, a copy of this form should be given to the patient or their responsible

person and stored in their medical notes ['2. It must also be shared with the patient's GP
[12],

6. Definition of “Effective Contraception” which is required to be used as
part of the Pregnancy Prevention Programme

The MHRA state that female patients of childbearing potential who are prescribed valproate
must use effective contraception without interruption during the entire duration of treatment with
valproate ['']. Please see Appendix 8 for a useful guide from the MHRA around pregnancy
testing and contraception for pregnancy prevention during treatment with medicines of
teratogenic potential.

As part of the Pregnancy Prevention Programme, patients should use at least one effective
method of contraception. However, highly effective, user-independent methods of
contraception are considered the gold standard and should be recommended where clinically
appropriate and acceptable to the patient.

Methods of contraception considered to be ‘highly effective user independent’ forms of
contraception include male and female sterilisation, and the long-acting reversible
contraceptives (LARC)-copper intra-uterine device (Cu-lUD), levonorgestrel intra-uterine device
(LNG-IUD) and progesterone-only implant (IMP) 3%, Females using the implant must not take
any interacting drugs that could reduce contraceptive effectiveness; for further information see
the BNF section on Contraceptives, interactionsP4.#

Where a highly effective, user-independent method is not suitable or acceptable, other effective
methods of contraception may be considered in accordance with national guidance. Healthcare
professionals should discuss the available options with the patient to ensure an informed
decision is made and that effective contraception is maintained throughout treatment with
valproate '],

Methods of contraception considered to be ‘effective’ include long-acting reversible
contraceptives (LARCs), combined hormonal contraception, progestogen-only contraception,
contraceptive injections and barrier methods when used in combination with another method.

7. Valproate in the Prophylaxis and Treatment of Headache

Valproate medicines are no longer recommended for the treatment and prophylaxis of
headache in people of childbearing potential or in those who may wish to donate sperm or have
children (male and female) unless other treatment options are not appropriate. The decision to
treat with valproate should be made by a specialist in secondary care, or a headache specialist.
If valproate is recommended, a clear rationale needs to be provided and documented in the
patient's medical record. An ARAF must be completed by the specialist, and the patient must
be started on the Pregnancy Prevention Programme as appropriate.
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All patients prescribed valproate medicines for headaches should be reviewed in primary care
to ensure this rule is adhered to, and, if necessary, prescribed an alternative medicine in line
with the GM headache guidance.

If an alternative is not suitable, and there is a need for valproate continuation in line with
secondary care guidance, the safety of prescribing of it should be maintained, including referral
to the headache specialist for completion of an ARAF and to start the patient on the Pregnancy
Prevention Programme as appropriate.

If a patient is expected to remain on valproate long term, the headache service should arrange
a follow-up appointment 12 months after the latest clinic visit to ensure the next ARAF is
completed. The NCA headache service does not operate an annual recall system, therefore,
the follow-up appointment must be booked directly from the clinic outcome form at the time of
the patient’s appointment.

8. IV Valproate

There must be no barriers to the administration of valproate in life-saving
situations where its use is clinically indicated.

The MHRA regulatory requirements around valproate also apply to IV valproate, however, it
may not always be possible to determine a patient’s pregnancy status or whether the patient is
on the pregnancy prevention programme before 1V valproate is administered in a medical
emergency situation. IV levetiracetam or IV sodium valproate are second and third line
treatments in Greater Manchester for generalised convulsive status epilepticus and prolonged
seizures, both of which are medical emergencies 3. Levetiracetam should be used first in
people of childbearing potential due to the teratogenic risk with sodium valproate 3%, |V
Valproate should be avoided in people of childbearing potential (up to 55 years) who are
potentially pregnant unless levetiracetam is ineffective [3°1.

If IV valproate is to be administered, clinicians must consider the likelihood of pregnancy in
the patient and that other treatment options have been unsuccessful. Also, it would be
good practice to discuss the decision to administer IV valproate with a senior colleague
if possible. If, following, administration of IV valproate, it is decided that the patient should
continue treatment with oral valproate then referral must be made to neurology and the
prescriber must ensure that the patient is enrolled on the pregnancy prevention programme as
appropriate 31,

Inform male patients (of any age) who may father children of the possible increased risk of
neurodevelopmental disorders in their children 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 any valproate treatment period
and for 3 months after stopping valproate/being administered 1V valproate, to allow for one
completed sperm cycle not exposed to valproate Bl. Advise men not to donate sperm during
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valproate treatment and for 3 months after stopping valproate/being administered 1V
valproate!3l,

If a female patient reports they are pregnant or planning a pregnancy with a man who

has received IV valproate (including those undergoing IVF), refer for prenatal counselling
131,

9. Female Patients admitted to Inpatient Wards

It is the responsibility of the clinical team on the ward to ensure that a full medicines
reconciliation for inpatients prescribed valproate is completed on admission in line with NICE
guidancel®l,

For female patients prescribed valproate, it is important that healthcare professionals
completing the medicines reconciliation process aim to confirm and document in the patient’s
notes the following information [37:

e Is the patient aware of the risks of taking valproate whilst pregnant?

e |s the patient on the pregnancy prevention programme?
e Does the patient have an up-to-date ARAF (if applicable)?
e |s the patient using an effective method of contraception within its effect duration?

If the patient answers ‘no’ to any of these questions, refer to specialist clinical team or include
instruction to GP to refer at discharge. Valproate treatment must not be withheld.

Also check if the patient has a copy of the Patient Guide, and, if not, provide one.

If the patient is using contraception, the treating clinician on admission is responsible for
ensuring that any assessment of the potential risks of reduced contraceptive effectiveness as a
result of the current medical condition and/or treatment (for example, reduced absorption of
hepatic enzyme-inducing treatment) has been conducted. This may require a referral to a
healthcare professional qualified in the provision of contraception 371,
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10. Temporary treatment with valproate

In cases where treatment with valproate is expected to be temporary, such as for certain
unlicensed indications, for example Sydenham’s chorea, the requirements of the Pregnancy
Prevention Programme (PPP) and the annual review process remain fully applicable. These
safeguards must be implemented and maintained in accordance with the standards outlined in
this document, regardless of the anticipated duration of treatment.

11. Patients who DNA Annual Review Appointments with their Specialist

To prevent seizures, cases of Sudden Unexpected Death in Epilepsy (SUDEP), and relapse in
bipolar affective disorder, prescriptions for valproate must not be stopped in the absence of an
up-to-date annual risk acknowledgement form.

If a patient does not attend (DNA) their annual review appointment, a second appointment will
be arranged by the specialist service, and the GP will be notified of the missed appointment.

If the patient does not attend the second appointment, the specialist service should make
reasonable attempts to contact the patient directly, including by telephone where appropriate,
recognising that some individuals may not respond to text messages or written
correspondence. If these attempts are unsuccessful, the specialist service should contact the
patient's GP to explore whether they are able to engage the patient.

If two or more attempts have been made by both the specialist service and the GP to engage
the patient, and all efforts have failed, a multidisciplinary team meeting should be considered to
develop an appropriate care plan for the patient.

In exceptional circumstances, and only as a last resort after reasonable attempts at
engagement have failed, consideration may be given to reducing the quantity of valproate
supplied to encourage patient contact and review. For example, some practices may consider
issuing shorter prescription durations. However, valproate must not be stopped entirely unless
advised by the patient's specialist.

Any decision to reduce prescription quantities should be made on an individual basis and
should take into account the patient's clinical circumstances, seizure control, mental health,
capacity, safeguarding considerations, access to healthcare, and any other factors that may
affect engagement with services. Reducing prescription quantities is only one potential
approach to supporting engagement, and alternative methods may also be considered.
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12. Patient decision not to engage with the Pregnancy Prevention
Programme

In cases where patients with capacity have been fully informed of the reproductive risks
associated with valproate and the Pregnancy Prevention Programme, yet make an informed
decision to continue treatment with valproate (even if other treatment options are available) or
to decline or discontinue contraception, the clinician must clearly document the discussion and
decision, either on the ARAF form or within the patient record, and ensure the GP is informed of
this decision. Risks, benefits and alternatives should be explained in line with current guidance.

13. Useful Resources:

Healthcare Professional Resources:

Valproate - reproductive risks - Provides a collection of information and guidance for
patients and for healthcare professionals on the reproductive risks of valproate and MHRA
regulatory measures introduced to reduce potential harm.

Valproate use in men: as a precaution, men and their partners should use effective
contraception - GOV.UK — This Drug Safety Update from the MHRA provides advice on the
risks associated with valproate use in men and has advice for healthcare professionals to
provide to patients.

MHRA Guide for Healthcare Professionals. Information on the risks of Valproate use in all
patients - Hard copies of this guide are available from Sanofi Medical Information
department; call 0800 035 2525 or email UK-Medicalinformation@sanofi.com

A detailed description of the conditions of the Pregnancy Prevention Programme can be
found in section 4.4 of the Summary of Product Characteristics (SPC) for valproate
medicines. Summary of Product Characteristics for individual brands and strengths of
valproate and valproic acid medicines can be accessed from
https://www.medicines.org.uk/emc.

Annual Risk Acknowledgement Form for Female Patients

Risk Acknowledgement Form for Male Patients Starting Valproate

Valproate Q&A for General Practice - Developed by NHS England and Hosted by Bristol,
North Somerset and South Gloucestershire NHS ICB website

Pharmacy Poster - Provides important actions for pharmacists dispensing valproate to
patients.

Prescribing Valproate to Female Patients Under 18 Years of Age - Guidance from the BPNA
and RCPCH - This joint guidance from the British Paediatric Neurology Association (BPNA)
and the Royal College of Paediatrics and Child Health (RCPCH) aims to provide greater
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clarity about the approach to prescribing valproate in female patients under 18-years of age.

e Mental Capacity Act 2005

e Guidance Document on Valproate Use in Women and Girls of Childbearing Years - This
guidance document was written on behalf of the Royal College of General Practitioners and
Association of British Neurologists and Royal College of Physicians and has been endorsed
by several Medical Royal Colleges. It provides important and helpful guidance, so that
healthcare professionals across primary and secondary care are on the same page
regarding the use of sodium valproate, including around instances where its use is still
appropriate. The aim of this guidance is to provide clarity for doctors, and ultimately,
improve patient care.

e FSRH Guideline: Contraception for Women Aged Over 40 Years - This document from the
Faculty of Sexual & Reproductive Healthcare (FSRH) aims to summarise the available
evidence on contraception for women over 40. The guidance is intended for use by
healthcare practitioners (HCPs) working in sexual and reproductive healthcare (SRH),
general practice, and obstetric and gynaecology settings. This guideline covers
contraception: when it is needed, what is available, the suitability and safety of each
method, how it should be used and when it can be stopped.

e GM headache guidance — GM headache pathway and guideline

e Association of British Neurologists Guidance for Valproate prescribing in Adult (16 and over)
Neurology

e Sexual Health Services | Greater Manchester Integrated Care Partnership

Patient Resources:

e Patient Information Leaflets — Manufacturers’ Valproate Patient Information Leaflets
which can be shared with patients are available from https://www.medicines.org.uk/emc

e Easy-Read Valproate Patient Information Leaflet — a co-produced easy-read guide on
the risks of valproate for people who can become pregnant.

e Valproate Patient Information Leaflets - Patient information leaflets developed by the
South East Regional Clinical Quality Improvement Team. They support person-centred,
informed discussions about how to take valproate as safely as possible. They are
available in an easy-read format and have been translated into 30 languages.

e Sodium valproate for preventing seizures — Medicines For Children - A patient
information leaflet specifically aimed at parents/legal guardians of girls and young
women prescribed valproate for epilepsy.

e Decision Support Tools - These support shared decision making by providing evidence-
based information about the associated benefits/harms of valproate in both bipolar
disorder and epilepsy. People may find they are useful before, during or between
consultations depending on their care pathway.

e Female Patient Guide: What You Need to Know About Valproate — This is a guide
produced by the MHRA that must be provided to all female patients prescribed valproate
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who can become pregnant and highlights the teratogenic risks associated with valproate
treatment.

e Male Patient Guide — This is a guide produced by the MHRA that must be provided to all
male patients prescribed valproate. It highlights the risks to male patients taking
valproate and the risk of male patients taking valproate when conceiving a child.

e Patient Card — This provides essential information for patients taking valproate,
particularly regarding contraception and pregnancy prevention and must be provided to
all female patients of childbearing potential and all male patients under 55 taking
valproate.

e Patient Support Networks can also provide advice. These include:

o Epilepsy Action 0808 800 5050. There is also an accessibility feature on the
website which includes audio information around sodium valproate and can be
used to support patients with visual impairment.

Epilepsy Society 01494 601 400

Young Epilepsy

Bipolar UK 0333 323 3880

Mind 0300 123 3393

SUDEP Action 01235 772850

o UK Epilepsy and Pregnancy Register 0800 389 1248
e Helpful organisations which provide advice on foetal valproate spectrum disorder/foetal

anticonvulsant syndrome include:

o Organisation for Anti-Convulsant Syndrome (OACS) 07904 200364

o Independent Foetal Anticonvulsant Trust (INFACT)

e Sexual Health Services | Greater Manchester Integrated Care Partnership

O O O O O
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16. Appendices

Appendix 1. — EMIS and SystmOne Searches to Identify Patients Prescribed
Valproate in GP Clinical Systems

Please note patient identifiable data (including patient’s name, date of birth, and
gender) must be manually removed before electronically transferring/exporting

data from the GP clinical system, including via auto reports in line with the GM
Standardised Medication Search Guidelines in GP Clinical Systems.

All searches can be found on the Primary Care Portal in the Sodium Valproate resources
section

Male Patients

There are two main EMIS searches in this folder:

e The first identifies all male patients with a current prescription for a valproate
medicine and their gender is either male, unknown or not specified. This search
should be used to identify all male patients who require a conversation around
reproductive risks and advice to use contraception during valproate treatment.

e The second search should be used to identify all males who require an initial risk
acknowledgement form. The guidance for male patients initiated on valproate to
have a completed risk acknowledgement form (RAF) came into effect on 5t
September 2024. Male patients who started valproate prior to this date do not
require a form.

Please note that for patients newly registered to the practice since 5" September
2024, there will need to be a manual check to determine when their valproate was
initiated. There are also some embedded searches which will identify who has had a
vasectomy and also those who have had a vasectomy reversal so that practices can
work out whether referral is required or not.

There are four main searches in the SystmOne folder, which are as follows:

1. Search 1 identifies all males with valproate on current repeat. This search should be
used to identify all male patients who require a conversation around reproductive
risks and advice to use contraception during valproate treatment.

2. Search 2 identifies all males under 55 requiring referral for ARAF (i.e. it is not coded
in their notes that they have an ARAF in place). This search should be used to
identify all males who require an initial risk acknowledgement form. The guidance for
male patients initiated on valproate to have a completed risk acknowledgement form
(RAF) came into effect on 5" September 2024. Male patients who started valproate
prior to this date do not require a form.

3. Searches 3 and 4 will identify who has had a vasectomy and also those who have
had a vasectomy reversal respectively so that practices can work out whether
referral is required or not.
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Female Patients

1. Valproate — declined PPP. This search identifies any patients that have declined
the pregnancy prevention programme (PPP) and the date that they did so. This will
help to identify those where it has been over 12 months since they last declined so
that the practice may wish to ask them again (ideally annually).

2. Valproate — females under 55. This search identifies all patients who are female,
prescribed valproate and under 55. For each patient on this list there will be a
requirement to ensure actions documented in the guidance above and/or coding is
completed for each patient. Patients over 55 are excluded, however children are
included as they require a one-off ARAF prior to menarche and then annually after
menarche.

3. Valproate — Have a current in date ARAF. This search identifies all females under
55 with an ARAF completed in the last 12 months. The autoreport (EMIS) also
shows the date of the latest ARAF.

4. Valproate — Not coded as being on PPP but is required to be. This search
identifies all females under 55 on valproate and aged over 7 (NB - children and their
responsible person(s) may need to be contacted to determine if the PPP
applies). Patients already coded as being on the pregnancy prevention programme
and those with a biological permanent reason that they cannot become pregnant
are excluded (NB - this search does not exclude patients with a learning
disability). Patients where the PPP is coded and ‘not required’ are also excluded by
this search. The autoreport (EMIS) shows if a patient has had an ARAF or referral
for an ARAF in the last 12 months.

5. Valproate — NOT coded as being on effective contraception — This search
identifies all patients that need to be on PPP (as above) but who are not coded as
being on effective contraception, such as oral contraceptives, an implant, IUD, IUS,
contraceptive injection, or female sterilisation. The EMIS autoreport also provides
details of any contraceptive prescriptions issued. In addition, it highlights whether
the patient is coded as using a barrier method of contraception and whether they
have been coded as having an implant, IUD, or IUS removed within the last 10
years.

6. Valproate — pregnancy prevention programme is discontinued — This search
identifies all patients coded as having the PPP discontinued.

7. Valproate — pregnancy prevention programme is not needed. This search
identifies patients coded with ‘pregnancy prevention programme is not needed’. The
autoreport (EMIS) highlights some clinical codes which suggest a reason(s) as to
why the PPP is not needed.

8. Valproate — Requiring up to date ARAF. This search identifies patients who either
need a referral for an ARAF and/or require an up-to-date ARAF. The autoreport
(EMIS) shows the date the patient was referred for an ARAF in the last 12 months if
this is the case.
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Appendix 2. - Proposed actions to manage patients taking valproate medicines (for

GPs)
- Run a search on the GP system to identify patient taking
g valproate (see Appendix 5). Please note —
Save a.nd code Throughout
ARAF in the q
i ¢ this document
(see Appendix YES the terms
L EEEEE) Does the patient have an ARAF on their record? ‘female’ and
‘male’ apply to
YES i the patient’s
NO sex assigned at
Has the ARAF birth
. been completed
within the last 12 Dogs the patient have . NO I Are there any plans
months? capacity to consent to their for this cohort?
treatment? Mental health
specialist?
NO YES ~
r
Is there a . YES Ref tlv t
s the patient pregnant? B | eter promptly 1o
— permanent P e specialists.
exclusion for this D
patient?
NO
YES
- ] ] ( If this is temporary, then an
Y NO Is the pafuent of child-bearing NO annual review will still need
potential/able to father a —N to take place. —
NO child? If this is permanent, then
actions. ’ ARAF would only need to be
completed once. )
YES (
Discuss effective
For female patients — Are they contraception with
on effective contraception? NO patient and consider
Male patients — Are they using » liaising with sexual
condoms + their female health.
partners using effective J
contraception?
L YEs

A

*For headache patients

— please ensure the GM

headache guidance are

followed before referring
to specialists.
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(Contact patient’s specialist in
secondary care or, if not under a
specialist, refer to specialist for an
ARAF review. Ensure the reason
for referral is made clear on the
referral form.*

J

—

( If ARAF is not received within
ONE month of specialist review,
please contact specialist to
remind them to send the ARAF.
After the reminder, if ARAF still
not received, please escalate via
contacts list (available on the

Primary Care Portal).
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Appendix 3. — Template letter to inform patients of valproate reviews

Title Initial Last Name
Home Full Address (stacked)

Long date letter merged
Dear Title Last Name

INVITATION FOR A REVIEW OF YOUR VALPROATE MEDICATION

This letter has been sent to you as you have been identified as taking a medicine which
contains valproate.

You must have a review of your treatment every year.

Do not stop taking your valproate unless you have spoken to your doctor or nurse.

If you stop taking it without medical advice, your condition might get worse.

Here is some important information you should know regarding taking medication which
contains valproate:

For female patients (this also applies to patients assigned female sex at birth, including
transmen and non-binary people with a womb/uterus):

e |If you take valproate when you are pregnant, it can harm your baby in two ways:

- Birth defects when the baby is born.

- Problems with development and learning, including being late in learning to walk and
talk, lower intelligence than other children of the same age, and memory problems as
the child grows up.

e |t is important that you do not get pregnant while you are taking valproate. If you are
of a child-bearing age, you must use contraception. You must use it even if you are
not having sex unless your doctor agrees you do not need to.

For male patients (this also applies to patients assigned male sex at birth, including
transwomen):

e If you take valproate, there is a possible increased risk of neurodevelopmental
disorders in your children.

e |tis important that you use effective contraception (condoms, plus contraception used
by the female partner) throughout the valproate treatment period and for 3 months
after stopping valproate, to allow for one completed sperm cycle not exposed to
valproate.

Below is a summary of what you should do:

If you have not had a review of your treatment in the past year
o Keep taking your valproate medication.
o Keep using contraception.
e Make an appointment with your doctor or nurse specialist as soon as
possible.
e Tell them you need to speak to them about whether valproate is still the best
medicine for you
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If you are pregnant, or think you might be:
¢ Keep taking your valproate medication until you talk to your doctor. If you stop
taking it without medical advice your condition might get worse. This might
harm your baby.
e Make an appointment with your doctor as soon as possible.
e Tell them you are pregnant and taking valproate medication.

If you want to try for a baby:
o Keep taking your valproate medication until you talk to your doctor.
e Keep using contraception.
e Make an appointment with your doctor as soon as possible.
e Tell them you need to speak to them about valproate and pregnancy.

If you are not using contraception that has been specially recommended for
you because you are taking valproate medication (ideally a coil or an implant):
o Keep taking your valproate medication.
o Keep using contraception.
e Make an appointment with your doctor or sexual health clinic as soon as
possible.
e Tell them you need to speak to them about pregnancy prevention and
valproate.

If you cannot possibly become pregnant (or father a child) then most of the information in
this letter may not be relevant to you. We are writing to every patient who takes valproate
medication to make sure everyone receives the same safety information. We apologise if
this letter or parts of this letter do not apply to you.

If you have any questions or concerns about this letter, please discuss these with your usual
GP or practice nurse.

To provide you with more information, please see the national patient guide regarding
valproate medication:

- Female Patients - https://www.medicines.org.uk/emc/rmm/104335/Document

- Male Patients - https://www.medicines.org.uk/emc/rmm/104334/Document

We thank you for your understanding and would be grateful if you could book an appointment
with us at your earliest convenience so we can talk through your individual circumstances.

We look forward to seeing you soon at the practice.
Yours sincerely

Lead GP
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Appendix 4. - Summarised list of GP responsibilities when initiating, prescribing and
monitoring valproate medicines in line with the MHRA regulatory measures.

GP Responsibilities for Patients Prescribed Valproate

GPs primary responsibilities in relation to valproate and the MHRA regulatory measures are
to support the identification of patients prescribed valproate, ensure appropriate coding and
documentation within clinical systems, and undertake the necessary monitoring, safety-
netting and escalation processes in relation to valproate medicines. A detailed summary of
GP responsibilities is provided below:

« ldentify all patients prescribed valproate, including newly registered patients.
« Maintain and regularly review a register of patients requiring the Pregnancy
Prevention Programme (PPP).
e Report suspected adverse drug reactions via the Yellow Card Scheme.
« Report patient safety incidents via the Learn from Patient Safety Events (LFPSE)
system.
o Assess all female patients at registration to determine whether they require the PPP.
« Refer children and young people back to their specialist if you have been informed
that they have had their first period.
o Ensure appropriate coding is added for:
Patients excluded from the PPP.
Patients enrolled in the PPP.
Referrals for completion of an Annual Risk Acknowledgement Form (ARAF).
Completed ARAFs.
Contraception status (where applicable).
o Ensure patients requiring the PPP have an up-to-date ARAF (completed by a
specialist within the last 12 months).
o Request missing ARAFs from the patient's specialist or previous specialist.
« Refer patients to a specialist if:
o An ARAF is missing, out of date or incomplete.
o They are not currently under specialist care.
o They are newly registered and their previous specialist is outside the local
area.
« Continue prescribing valproate unless advised otherwise by a suitably qualified
specialist.
« Save ARAFs in the patient's record when received.
o Chase specialist teams if an ARAF is not received within one month of the specialist
review and escalate where necessary.
« Review patients after specialist assessment to ensure compliance with the PPP.
e Check that patients have:
o Received the Patient Guide.
o A signed copy of their ARAF.
o Appropriate contraception in place (where required).

o O O O O
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Ensure contraception information is coded promptly in the patient record.
Counsel patients not to stop valproate or contraception without specialist advice.
Advise patients to contact the practice immediately if contraception fails or
pregnancy is suspected.
Remind patients that annual specialist reviews are required while taking valproate.
Have systems in place to identify patients with overdue ARAFs and consider alerts
on patient records.
Maintain a practice policy/procedure for managing patients prescribed valproate and
other teratogenic medicines.
For females planning a pregnancy:
o Advise not to stop valproate or contraception.
o Notify the specialist managing their condition.
For females who are pregnant:
o Advise not to stop valproate.
o Contact the specialist urgently for review and consideration of alternative
treatment.
For male patients:
Identify all males prescribed valproate.
Discuss and document MHRA advice regarding potential risks to offspring.
Advise on use of effective contraception as recommended.
Discuss family planning intentions and refer to a specialist if pregnancy is
planned.
o Advise against sperm donation during treatment and for three months after
stopping valproate.
o Refer for prenatal counselling if a partner becomes pregnant or is planning
pregnancy.

o O O O
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Appendix 5. - Patient Journey

Patient prescribed
valproate identified
on GP system.

Patient takes their
prescribed dose of
valproate.

/Patient’s specialist\

in secondary care
contacted or, if not
under a specialist,
referred into
secondary care for
annual review and
completion of

NHS

Greater Manchester

Patient reviewed
via telephone or
F2F consultation

Patient’s clinic letter
generated for the
consultation. Clinic

\ ARAF.* /

Patient’s valproate
prescription
dispensed by
community pharmacy.

and ARAF letter and ARAF

completed if sent to GP surgery.
required.

Patient’s clinic letter

Patient’s valproate and completed
prescription issued ARAF received into

by GP practice. GP surgery and

coded.

Each point within the patient journey is an opportunity to intervene and ensure ARAFs are

completed.

*For headache patients — please ensure the GM headache guidance is followed before

referring to specialists.
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Appendix 6. - SNOMED codes for Teratogenic Medicines (including valproate)

This document contains a list of SNOMED CT codes which is useful for coding risk
acknowledgements and other pregnancy prevention programme-related events into
patients’ primary care medical records:

1. Risk Management

1.1 Risk acknowledgement

Description SNOMED Code

Valproate Annual Risk Acknowledgement Form (record artifact) 1659031000000103

Referral for completion of Valproate Annual Risk 1366381000000107
Acknowledgement Form (procedure)

Valproate Annual Risk Acknowledgement Form completed 1366401000000107
(situation)

Also note

Isotretinoin Acknowledgement of Risk Form completed 1874671000000101
(situation)

Medication side effects education (procedure)* 396080005
Risk Acknowledgement Form for Male Patients Starting 2078961000000109
Valproate completed (situation)

Topiramate Pregnancy Prevention Programme Annual Risk 2181271000000102
Awareness Form completed (situation)

Topiramate Pregnancy Prevention Programme Annual Risk 2181251000000106
Awareness Form for Epilepsy (record artifact)

Topiramate Pregnancy Prevention Programme Annual Risk 2181261000000109

Awareness Form for Prophylaxis of Migraine (record artifact)
* Can be used to code discussion of risks. Freetext needs to include description of risk e.g.
Testicular toxicity.

1.2 Pregnancy Prevention

Description SNOMED Code

Pregnancy prevention programme (regime/therapy) 1129761000000105
Pregnancy prevention programme started (situation) 1129771000000103
Pregnancy prevention programme not needed (situation) 1129791000000104
Did not attend pregnancy prevention programme (situation) 1129831000000106
Pregnancy prevention programme declined (situation) 1129801000000100

Pregnancy prevention programme declined by parent (situation) 1129821000000109
Pregnancy prevention programme declined caregiver (situation) 1129811000000103
Pregnancy prevention programme discontinued (situation) 1129841000000102
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2. Patient is ADHERENT to ‘prevent’ (Valproate Pregnancy Prevention Programme):

21. Pregnancy Prevention Programme

Description SNOMED Code
Pregnancy prevention programme started (situation) 1129771000000103

2.2. Patient is on effective contraception

Description SNOMED Code
Uses transdermal contraception (finding) 413116005
Uses depot contraception (finding) 268464009
Uses hormone releasing intrauterine device contraception (finding) 449038007
Contraceptive coil (physical objective) 312082008
Copper-containing intrauterine device (product) 714594000
Subcutaneous contraceptive implant present 428987008
Bilateral tubal ligation (procedure) 287664005
History of female sterilisation (situation) 275572005

2.3. Patient has a negative pregnancy test prior to initiating teratogen

Description SNOMED Code
Pregnancy test negative (finding) 250425007

3. Patient NOT adherent to ‘prevent’:

Description SNOMED Code

Pregnancy prevention programme discontinued (situation) 1129841000000102
Pregnancy prevention programme not needed (situation) 1129791000000104

= [f patient not adherent to ‘prevent’ please document the reason using the appropriate
SNOMED codes. Some examples are provided below however the list is not exhaustive.

3.1. Absence of pregnancy risk is permanent

History of hysterectomy (situation) 161800001
Menopause present (finding) 289903006
Premature menopause (finding) 373717006

3.2. Not yet reached menarche

Description SNOMED Code
Amenorrhea (finding) 14302001
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3.3. Refused
Description SNOMED Code
Pregnancy prevention programme declined (situation) 1129801000000100

Pregnancy prevention programme declined by parent (situation) 1129821000000109
Pregnancy prevention programme declined caregiver (situation) 1129811000000103

Appendix 7. — Summarised list of specialist responsibilities when initiating,
prescribing and monitoring valproate medicines in line with the MHRA regulatory
measures.

Specialist Responsibilities for Patients Prescribed Valproate

Specialist responsibilities in relation to valproate include conducting annual valproate
reviews, completing the Annual Risk Acknowledgement Form (ARAF), and making clinical
decisions regarding the initiation, continuation, switching or discontinuation of valproate
treatment in accordance with MHRA regulatory requirements. A detailed summary of
Specialist responsibilities is provided below:

All Patients Prescribed Valproate

« Maintain up-to-date local valproate prescribing, monitoring and safety guidance.

o Ensure guidance reflects current MHRA requirements and is reviewed regularly.

« Provide and use patient educational materials to support informed decision-making.

o Operate an annual recall system for all patients requiring annual valproate review.

o Define who can act as first and second specialist signatories for valproate initiation.

o Ensure all relevant staff are aware of current valproate regulatory requirements.

« Send clinic letters and completed ARAFs to GPs, including coding instructions where
appropriate.

o Save completed ARAFs in the patient's medical record.

Female Patients

o Assess pregnancy potential in all female patients.

« Discuss and implement the Pregnancy Prevention Programme (PPP) where
required.

« Review all female patients prescribed valproate at least annually.

o Ensure patients requiring the PPP remain under specialist care while taking
valproate.

« Consider alternative treatments at each review and reassess risks and benefits.

« Provide the Patient Guide and explain the risks of exposure during pregnancy.

« Ensure patients understand contraception and pregnancy-testing requirements.

« Complete and sign the Annual Risk Acknowledgement Form (ARAF) as required.
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o Share completed ARAFs with the patient, GP and other relevant healthcare
professionals.
e Send completed ARAFs to the GP within one month of the review.

Female Patients Newly Initiated on Valproate

« Only initiate valproate in females under 55 if two specialists independently agree
there is no suitable alternative treatment.

o Exclude pregnancy before initiation.

e Ensure both specialists document and sign the required sections of the ARAF.

Female Patients Planning Pregnancy

o Explain risks of valproate in pregnancy.

« Consider switching to an alternative treatment where possible.

« Refer for counselling if switching is not possible.

« Advise patients not to stop contraception or valproate without specialist guidance.

Female Patients Who Are Pregnant

« Review urgently and switch to alternative treatment wherever possible.
« If valproate must continue, ensure review by two specialists and refer for specialist
prenatal care.

Male Patients

e Do notinitiate new male patients under 55 unless two specialists agree there is no
effective or tolerated alternative treatment.

o Complete an ARAF for newly initiated male patients.

e Provide the Patient Guide.

o Counsel on risks relating to male fertility and potential offspring.

e Document discussions about these risks.

o For male children, ensure parents/guardians are informed of the available evidence
and document this discussion.

Female Children and Pre-Menarche Patients

o Discuss pregnancy-related risks with the patient and responsible person.

e Provide the Patient Guide.

o Complete Step 1 of the ARAF at initiation and obtain two specialist signatures.

« Share the ARAF with the GP and store it in the medical record.

o Review patients regularly and reassess treatment as they approach puberty.

« Ensure annual specialist review after menarche.

« Routinely assess for the onset of menarche during specialist reviews and ensure
appropriate counselling and management once menarche occurs.
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« Retain responsibility for valproate prescribing, monitoring and ongoing management
within the specialist team.

« Consider appropriate investigation and referral, including referral to gynaecology
where clinically indicated, if menarche has not occurred by the expected age.

« Support transition to adult epilepsy services, where appropriate, from around 16
years of age and ensure continuity of valproate review and management during and
after transition.

Patients with Learning Disabilities

e Assess capacity and PPP eligibility individually.

e Apply the PPP where required.

e Undertake annual specialist reviews and complete ARAFs as required.
e Support transition of young people to adult services.

Patients Who Lack Capacity

« Undertake and document capacity assessments where appropriate.

« Hold and document best-interest meetings when a patient lacks capacity.

o Assess pregnancy risk and risks/benefits of ongoing valproate treatment.

e Complete annual reviews and ARAFs unless permanently exempt.

« Involve responsible persons, family and carers as appropriate.

« Communicate agreed decisions and any deviations from standard processes to the
GP and responsible person where appropriate.
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Appendix 8. — Pregnancy Testing and Contraception for Pregnancy Prevention
during Treatment with Medicines of Teratogenic Potential (MHRA)

Medicines & Healthcare products

Regulatory Agency
Pregnancy testing and contraception for pregnancy prevention

during treatment with medicines of teratogenic potential

> Risk of pregnancy should be assessed prior to each teratogen prescription

. Risk of pregnancy may be high at start of a method or when switching between methods due to risk of pregnancy
from unprotected sex prior to starting the method, unreliable use of the previous contraceptive method, and/or time
needed to establish contraceptive efficacy at the start of the new method.

. Pregnancy tests at start of contraceptive method may not detect an early pregnancy following unprotected sex in the
last 3 weeks

v

pregnancy at start of contraceptive method

frequent pregnancy testing

Any starter on new method contraception should have a repeat pregnancy test at 3 weeks if there is any risk of

» The duration of teratogen prescriptions may need to be shortened for patients who use contraceptive methods that require

Effectiveness of
contraceptive in
typical use!

Contraceptive method

Duration contraceptive method used / other
situations

Pregnancy test needed before
next teratogen prescription?

Highly effective
methods

(Typical use
failure rates
less than 1%)

Copper intrauterine Established user more than 3 weeks to 5 to 10 No
device years (depending on IUD?)
(copper IUD)
Levonorgestrel- Established user more than 3 weeks to 3 to 8 years No
releasing intrauterine (depending on IUS?)
system (LNG-IUS)
Established user more than 3 weeks to 3 years No
Established user (more than 3 weeks), but Yes

Progestogen Implant

concurrent use of interacting medicines which may
affect efficacy®

+ review / refer for
contraceptive advice

Effective
methods

(Typical use
failure rates
greater than
1%)

Additional
barrier
methods are
advised during
teratogen use

Depot
medroxyprogesterone
acetate (DMPA)
subcutaneous (SC) or
intramuscular (IM)
injections*

Established user (more than 3 weeks + repeat
injections on schedule) and less than 13 weeks
since last injection + documented as administered
by healthcare professionals

No

Established user (more than 3 weeks + repeat
injections on schedule and less than 13 weeks since
last injection) but self-administered or
undocumented administration

Yes, test if any suspected risk
of pregnancy

More than 13 weeks since last injection (ie, beyond
recommended duration of use of last injection)

Yes
+ review / refer for
contraceptive advice

Combined hormonal
contraceptives (pills,
patches or vaginal
ring)

or progestogen-only
pills

Established user (more than 3 weeks), reliable and
consistent use

Yes, test if any suspected risk
of pregnancy

Established user (more than 3 weeks) but with

unreliable or inconsistent use of method, eg,

. missed pills, late patch

« diarrhoea or vomiting

. use of other interacting medicines that may
affect efficacy®

Yes
+ review / refer for
contraceptive advice

Other methods or
no contraception

Any duration of use of other methods

Yes
+ review / refer for
contraceptive advice;

No contraception

Assess need for contraception
+ test if any suspected risk of
pregnancy

+ review / refer for
contraceptive advice

Explanatory notes:

1. Effectiveness of methods are based on failure rates in typical use (which includes risk of user error) rather than perfect use. Perfect use failure
rates are similar for specific methods listed (0.03-0.6%) but risk of user error is higher for daily methods than for long-acting reversible
contraceptive (LARC) methods and are highest for methods used at time of sexual intercourse. Highly effective methods are based on less
than 1% failure rate in typical use; Less effective methods are based on greater than 1% failure rate (6—9%) in typical use (Trussell J.

Contraception. 2011; 83: pages 397 to 404).

2. Refer to Product Information for specific products; patients should be reviewed / referred for contraception advice at the end of the
recommended duration of use.

3. Implants are only considered as highly effective and combined hormonal contraceptives and progesterone-only pills are only considered as
effective if interactions with any concurrent medicine are not a concern (see ESRH guidance on drug interactions with hermonal contraception

[2022)).

4.  DMPA (IM or SC) injection can be considered as highly effective if it is administered by healthcare professionals and continuous repeat use is
documented as occurring within recommended duration of action (equivalent to perfect use, failure rate = 0.2%). Otherwise it is considered an
effective contraceptive (typical use failure rate = 6%). The same rationale should be used for other injection products with different
recommended duration of action (eg, norethisterone enanthate).

Version 2, produced by the MHRA; minor update 2024

©Crown Copyright
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Appendix 9. — Valproate Assurance Checklists

Valproate Assurance Checklists for Primary Care, Community Pharmacy
and Secondary Care

These checklists support healthcare professionals to safely and appropriately initiate,
prescribe, monitor, review and supply valproate across all healthcare settings, in line with
the MHRA Valproate Guide for Healthcare Professionals and local guidance.

Used in conjunction with the Valproate Medicines Greater Manchester (GM) Guidance, they
provide assurance that patients of childbearing potential are identified, fully informed of the

risks associated with valproate use in pregnancy and managed in accordance with required
safety processes.

The relevant checklist should be completed by the appropriate service area (primary care,
community pharmacy or secondary care) and used in conjunction with the supporting
Valproate Medicines GM Guidance.

Valproate Assurance Checklist for Primary Care

This checklist supports primary care teams to safely and appropriately initiate, prescribe,
monitor and review valproate. It should be used in conjunction with the Valproate
Medicines GM Guidance and GP SOPs. Together, these resources help ensure
regulatory compliance, patient safety, and clear evidence for audits.

1. Patient Identification & Regqister

1 A systematic process is in place to identify all patients prescribed valproate (all
sexes and ages, including newly and temporarily registered patients). This includes
all patients assigned female/male sex at birth, including those who identify as non-
binary, trans-men or trans-women, in accordance with guidance.

1 A practice policy/SOP/protocol is in place to conduct routine searches
(EMIS/SystmOne) to identify all patients prescribed valproate. Searches are carried
out regularly (at least annually) to ensure an accurate up-to-date register of patients.

1 Aregister is maintained, regularly reviewed (at least annually), and updated for all
patients prescribed valproate who are required to be on the Pregnancy Prevention
Programme (PPP).

1 For temporary registrations (<3 months), the patient’s current specialist is contacted
to provide a copy of the Annual Risk Acknowledgement Form (ARAF). If unavailable,
the patient is advised to arrange an appointment with their specialist as soon as
possible, or a referral is made to a local specialist if the patient remains registered
after the temporary period.

1 For newly registered patients, the previous specialist is contacted for the ARAF; if
this is not possible, a local referral is initiated
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O

All actions are coded using the appropriate SNOMED codes.

2. Prescribing Responsibilities

[]

O

Valproate is prescribed only when clinically indicated and in accordance with MHRA
and local guidance.

All new initiations (females under 55 years, males under 55 years initiated valproate
after September 2024) have independent specialist review, with documentation
confirming that no other effective or tolerated treatment is available, and dual
specialist sign-off before prescribing.

The Annual Risk Acknowledgement Form (ARAF) is signed only by
neurology/psychiatry specialists as defined in the local guidance. Primary care
practitioners with special interest are not authorised to sign the ARAF.

3. Coding, Record Keeping & Alerts

[]

All actions related to valproate prescribing, PPP status, ARAF completion,
contraception status, exclusions and referrals are promptly and accurately
documented in the patient record.

Appropriate SNOMED codes are used for all relevant actions, including PPP status,
ARAF completion, contraception status, exclusions, and referrals.

It is good practice to ensure that a patient record is flagged with appropriate clinical
alert to prompt PPP review requirements at each prescription or relevant
consultation.

Exclusion reasons (e.g., post-menopausal, hysterectomy, transwomen, pre-
menarche, permanent reason) are coded and documented in accordance with the
guidance.

4. Annual Review & Specialist Referral

[

[]

[]

All patients requiring PPP have an up to date ARAF, completed and signed by a
specialist within the last 12 months.

Patients with missing or outdated ARAF are referred to a specialist, with the reason
for referral clearly stated.

An audit trail is maintained for all actions (referrals, reviews, communications)

5. Patient Engagement, Safety Netting & Communication

[]

J

J

An appointment (e.g. face to face or telephone review) is arranged with each patient
after specialist review.

Patients are advised not to stop valproate or contraception without specialist input.
Written information (Patient Guide) is provided and the need for effective
contraception is reinforced. Easy-read or translated materials are offered as needed
Reminders or recalls are set for annual review and PPP updates.

Template letters are used for review invitations (Appendix 3)

Attendance at annual review and prompt reporting of contraception or pregnancy
issues are reinforced.
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1 Safety netting advice is documented, including when to seek help, pregnancy
planning advice, and actions for unexpected events.

1 Male patients are counselled on reproductive risks, contraception, and sperm
donation restrictions.

6. Safeguarding & Special Cases

1 For female children or those who are pre-menarche, the patient and their responsible
person are informed of risks and the process for transition to PPP at menarche.

1 Patients with learning disabilities or lacking capacity are managed in accordance
with the Mental Capacity Act, with annual review and documentation, including best
interests meetings where appropriate

1 For non-attendance (DNA), follow-up is undertaken, multidisciplinary team (MDT)
discussion and care planning are considered. Reduced prescription quantities may
be used to encourage engagement, but valproate is not stopped unless advised by a
specialist.

1 Patients excluded from PPP for compelling reasons (not permanent reasons)
continue to have annual specialist review and ARAF completion.

7. Reporting & Audit

Suspected adverse drug reactions are reported via Yellow Card
Patient safety events are reported via NHS England LFPSE service
Compliance with guidelines is regularly reviewed and audited.
An audit trail maintained for all actions (referrals, reviews, communications)
The GM Valproate Dashboard is reviewed regularly to identify patients requiring
action (e.g., overdue reviews, missing ARAF forms, coding issues), and all follow-up
actions taken by the practice are recorded as part of routine assurance.
o Dashboard discrepancies or access issues are escalated to the GM Care
Record Bl team or local medicines optimisation team as appropriate.
1 Periodic practice audits are undertaken to check:
o Patients on valproate have the PPP in place
o Each relevant patient has an up-to-date ARAF
o There is evidence of regular review
o Any gaps identified are proactively addressed within the practice

I T O O I O
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Valproate Assurance Checklist for Community Pharmacy

This checklist supports community pharmacists in the safe and compliant dispensing of
valproate. It should be used in conjunction with the Valproate Medicines GM
Guidance and Pharmacy SOPs. Together, these resources help ensure regulatory

compliance, patient safety, and clear evidence for audits.

1. Dispensing & Supply

1 Ensure a Standard Operating Procedure (SOP) is in place for all staff, including
processes for:
o Emergency supply
o NHS Pharmacy First service specification when time critical medicines (including
valproate) are unavailable. This helps prevent missed or delayed doses and
reflects national learning following a death caused by delay in access to urgent
epilepsy medication.

Consideration should also be given to including a clear process for dispensing to
patient representatives and handling exceptional circumstances.

1 Confirm that the prescription complies with MHRA and local guidance for valproate
supply.

1 Dispense valproate only in original manufacturer’s packaging, ensuring the Patient
Card and Patient Information Leaflet are included with every supply

1 In exceptional circumstances where a patient needs to receive their medication in
different packaging (e.g. Monitored Dosage System [MDS]) ensure an individual risk
assessment is documented. NB — if supplying valproate in a Monitored Dosage
System, stability of valproate must also be considered.
o The MDS must always be supplied with the Patient Card and Patient Information

Leaflet, and a valproate warning sticker added to the outer box

2. Patient Identification & Counselling

1 Implement a robust flagging system to identify all patients who present prescriptions
for valproate.

1 Provide the Patient Card and Patient Guide to every female patient of childbearing
potential and ensure they understand the risks of valproate in pregnancy

1 Counsel male patients on reproductive risks, contraception, and sperm donation
restrictions, as per MHRA guidance.

1 Confirm patients understand not to stop valproate or contraception without specialist
advice.

1 Advise patients to contact their GP or specialist if planning a pregnancy, suspecting
pregnancy, or experiencing issues with contraception.

71 If a patient is not aware of the risks, is not using contraception, or has not seen a
specialist in the past year, dispense the medicine and urgently refer them to their
GP.
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3. Record Keeping & Alerts

1 Flag patient records for valproate to prompt safety checks at each supply.

1 Document all counselling provided in the PMR, including confirmation that the
Patient Guide and Patient Card were supplied

1 Record any concerns or issues raised by the patient and communicate with the GP.

4. Safeguarding & Special Cases

1 Female children/pre-menarche: Inform the responsible persons of valproate
risks and advise them to contact the GP promptly if the child experiences
menarche.

1 Patients with learning disabilities: An SOP should be in place that sets out a
clear process for situations where a patient representative collects valproate on
the patient’s behalf, ensuring all required PPP information and resources (e.g.
Patient Card and Patient Guide) are provided. Consideration should be given to
including a clear process for managing situations where repeated counselling or
sensitive discussions may cause distress and include an escalation process to
the GP or specialist where appropriate.

1 Safeguarding: Follow a clear, documented process for escalating and recording
safeguarding concerns, in line with local protocols

5. Reporting & Audit

1 Report suspected adverse drug reactions associated with valproate medicines on

a Yellow Card

Report patient safety events via NHS England LFPSE service

1 Participate in local or national valproate audits as required

1 Ensure compliance with the valproate guideline and maintain an audit trail for all
actions related to valproate dispensing and counselling
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Valproate Assurance Checklist for Secondary Care

This checklist supports secondary care teams in the safe and compliant initiating,
prescribing, monitoring, review and dispensing of valproate. It should be used in
conjunction with the Valproate Medicines GM Guidance and Trust SOPs. Together,
these resources ensure regulatory compliance, patient safety, and provide clear evidence
for audits.

1. Governance & Protocols

1 The Trust maintains an up to date Valproate Medicines Safety Policy covering safe
initiating, prescribing, monitoring, review and dispensing.
1 The policy:
o Reflects the latest MHRA safety alerts, NICE guidance and GM valproate
guidance
o Clearly defines and documents who is authorised as a “specialist prescriber’ and
the roles of the first or second signatories for initiation
o |s reviewed at least every 2 years or when new MHRA guidance is published,
whichever is sooner
1 All regulatory updates and local guidance are communicated to relevant staff.
1 MHRA educational materials are integrated into local processes and patient care
pathways.

2. Patient Identification & Recall

1 An annual recall system is in place for recalling all patients prescribed valproate,
ensuring specialist review and Annual Risk Acknowledgement Form (ARAF)
completion.

1 Robust processes exist for identifying all patients prescribed valproate, including new
and transferred patients. Any changes to this process must be communicated to GM
ICB.

3. Prescribing Controls: Initiation and Review

1 Valproate prescribing is restricted to appropriate specialists (e.g. neurology and
psychiatry) as specified in the Trust Valproate Medicines Safety Policy

1 Decision support tools are used to facilitate shared decision-making with patients.

3.1 Female Patients (including all assigned female at birth):

1 Valproate is only initiated in females under 55 years if two specialists independently
confirm no suitable alternative and a negative pregnancy test is documented.
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1 The ARAF for female patients is completed and signed at initiation by two specialists
and at annual review by one specialist, unless circumstances change
1 At each annual review:
= The ongoing need for valproate is reassessed, alternatives considered,
risk/benefits reviewed.
= The patient is counselled on pregnancy risks, with confirmation of their
understanding, and Patient Guide is provided
o Use of effective contraception is confirmed and pregnancy testing arranged as
needed.
o All discussions and actions are documented in the patient record.
1 For those planning pregnancy or pregnant, urgent review, counselling, and referral to
prenatal medicine are provided

3.2 Male Patients (including all assigned male at birth):

1 Valproate is not initiated in males under 55 years unless two specialists confirm
no alternative and risks are not applicable.

1 The ARAF for male patients is completed at initiation for new male patients (not
required for those already established)

1 Male patients are counselled on reproductive risks, contraception, and sperm
donation restrictions.

1 The Patient Guide is provided, and all discussions are documented.

4. Special Populations, Safeguarding and Escalation

1 Female children/pre-menarche: Risks are explained to the patient and their
responsible person. Step 1 of the ARAF is completed at initiation by two
specialists. Review at menarche and transition to the PPP as appropriate

1 Patients with learning disabilities or lacking capacity: Capacity is assessed,
accessible information is provided, best interests meetings are held if needed, all
decisions and discussions are documented

1 Temporary or unlicensed use: (e.g., Sydenham’s chorea, |V valproate,
headache): All PPP safeguards are applied regardless of treatment indication or
duration

1 Clear processes are in place for escalating and documenting safeguarding
concerns, including for vulnerable or complex cases.

"1 Liaison with safeguarding teams occurs as required. MDT and ethics committee
involvement is sought for complex safeguarding cases.

5. Medicines Reconciliation & Inpatient Care

1 On admission, clinical team ensures medicines reconciliation includes:
o Patient awareness of valproate risks and PPP status
o Contraception status and whether ARAF is up to date
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o Provision of Patient Guide if not already supplied

= Continuation of valproate treatment unless instructed otherwise by a specialist
1 If any criteria are unmet, the patient is referred to specialist team and actions are

documented.

6. Documentation, Communication & Information Systems

1 All ARAF completions, risk discussions, and contraception status are clearly
documented in the patient record.

1 ARAF and clinic letters are sent to the GP within one month of review. If this has
not occurred and the GP subsequently requests a completed and signed ARAF
form one month after the review, the request must be responded to promptly, in line
with national valproate requirements for timely communication and safe prescribing.
GM valproate guidance recommends responding urgently within one week.

1 Appropriate SNOMED codes are used for all PPP-related actions.

1 Electronic Patient Record (EPR) systems include flags for valproate prescribing in
females of childbearing potential.

1 Pharmacy systems are configured to require PPP confirmation before supply.

1 Automated alerts are generated for overdue annual reviews, patients who do not
attend (DNA) and other key safety requirements.

7. Training & Workforce Controls

1 Mandatory or targeted training is provided for prescribers, pharmacy staff, and
relevant nursing staff.

1 Training compliance is monitored centrally.

1 Valproate safety training is included in staff induction programmes.

8. Assurance, Audit & Quality Improvement

1 Regular trust wide and specialty-level audits are undertaken at defined intervals
(e.g. annually), covering:
o Compliance with the PPP
o Completion and quality of ARAF
o Clinical documentation standards

1 Scheduled reaudit cycles are in place to ensure sustained improvement.

1 An audit trail is maintained for all actions related to valproate prescribing and
monitoring.

1 Formal action plans are developed in response to audit findings.

1 Local processes are reviewed and updated in response to audit findings and
regulatory changes.

1 Participation in local and national audits is routine.

9. Incident Management & Escalation

65

Part of Greater Manchester
Integrated Care Partnership



https://www.gov.uk/guidance/valproate-reproductive-risks#materials-and-resources

GMYMG NHS

Greater Manchester Greater Manchester

Medicines Management Group

1 Clear pathways are in place for:
o Suspected pregnancy exposure
= PPP non-compliance

1 Patient safety events relating to valproate are reported via NHS LFPSE service and
following Trust policy incident reporting policy

1 Escalation to Medicines Safety Committee occurs as appropriate.

The MHRA Yellow Card reporting process is embedded in practice.

1 A process is in place for managing patients who DNA annual reviews or decline
PPP, including escalation and MDT review

OJ

10.Cross-sector Interface & Care Coordination

Formal processes are in place for:

1 Communicating PPP status and required documentation to GPs, including timely
sharing of ARAF forms and clear coding/follow up instructions in clinic letters.

1 Oversight of discharge processes to ensure all safety-critical information and
follow-up requirements are clearly communicated to primary care.

1 Clear ownership and description of responsibilities between primary and secondary
care

11.Patient & Carer Support

J

Educational materials are integrated into Trust local guidance.

1 All patients and carers are provided with the appropriate Patient Guide, Patient Card,
and accessible information (easy read, translated, etc)

1 Patients and carers are signposted to support networks and resources.
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Appendix 10. — Valproate Audit Tool for General Practice
Valproate Audit Tool for General Practice

This data collection form has been developed to support general practice in meeting the
statutory and regulatory requirements associated with the prescribing of valproate
medicines as set out in the guidance above.

This audit tool provides a structured framework for practices to review all patients currently
prescribed valproate and to ensure that mandatory safety processes are in place. The form
is divided into three tabs:

1. Females permanently or temporarily excluded from the Pregnancy Prevention
Programme (PPP),

2. Females who must be enrolled in the Pregnancy Prevention Programme (PPP),
and

3. Male patients

Each section captures essential data on specialist involvement, reproductive risk status,
contraception use (where applicable), documentation of signed ARAF/RAF forms, and the
coding of relevant safety measures within the GP clinical record.

General practice teams can use this form to undertake a comprehensive review of their
valproate register, identify gaps in compliance and implement prompt follow-up actions.
Completion of this audit supports practices in demonstrating adherence to national safety
standards and ensures safe, consistent and accountable management of all patients
prescribed valproate.

An example of the audit tool can be seen below, however, the original audit tool
spreadsheet can be found on the Primary Care Portal in the Sodium Valproate resources
section.

I
a
Valproate - GP
practice Data collectio
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Female Patients Currently Excluded from the Valproate Pregnancy Prevention Programme (PPP) — Audit Tool (Pqg 1)

Patient’s | Age DOB Indication Is the patient | Is the patient | Please Has the Is a one off /in date Has the If the patient Notes | Recommendations
Full for permanently currently insert patient been signed risk ARAF is pre-
Name valproate excluded excluded reason coded on the acknowledgement been menarche,
from the from the PPP | why GP clinical form (ARAF) visible coded in has their
PPP? (Y/N) If | but this may patient system as in the GP record the GP responsible
NO, move be subjectto | is excluded from | (Y/N)? (NB - this is clinical person been
patient to change in exempt the PPP with a | not required if the system? reminded to
appropriate future? (Y/N). | from the | documented patient is aged 55 (Y/N) contact the
page* If NO, move PPP reason? (Y/N) years or older) ** specialist
patient to when the
appropriate patient has
page* their first

period? (Y/N)

*Please note if the patient is required to be on the PPP they should be moved to the appropriate page of the audit form

** Please note patients who are permanently excluded from the PPP only require a one-off ARAF, whereas those who are currently excluded from the PPP but
this may be subject to change still need an annual ARAF completing. Children who are pre-menarche only require a one off ARAF completing until menarche is

reached.
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Female Patients Required to be on the Valproate Pregnancy Prevention Programme (PPP) — Audit Tool (Page 2 —

Part 1)
Patient’s | Age | DOB | Indicatio Is the patient Name of Is the patient Is there Has the patient been Does the patient Has the ARAF been
Full n for CURRENTLY under | Specialist coded as documentation in | coded on the clinical | have an up to date | coded in the GP clinical
Name valproate | specialist care? and Hospital being on the the GP record system as using ARAF in place (i.e. | system? (Y/N)
(Y/N) (if NO, please | (if applicable) | PPP in the GP | that the patientis | effective signed by a
ensure the patient clinical continuing to use | contraception? (Y/N) | specialist in the
is referred to the system? (Y/N) | effective last year) and
appropriate contraception? visible in the GP
specialist) (Y/N) record? (Y/N)
Female Patients Required to be on the Valproate Pregnancy Prevention Programme (PPP) — Audit Tool (Page 2 —
Part 2)
Patient’s | Age | DOB | If the patient does Has the date | Has an appointment | If the patient has Does the Does the Has the patient Is the patient
Full not have an up-to- of referral been made with the | temporarily registered patient have | patient have | signed their currently
Name date ARAF in their for patient after their with the practice, has a copy of the | a copy of ARAF? (Y/IN) pregnant?
record, has this completion last specialist an initial appointment valproate their ARAF? (Y/N)
been requested of Valproate | review to ensure been made with them patient (Y/N)
from their ARAF been they are complying | to ensure they are guide? (Y/N)
specialist/referral to | coded in the | with the PPP? (Y/N) | complying with the
specialist for annual | GP clinical PPP? (Y/IN)
review been made? | system?
(Y/N) (Y/N)
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Female Patients Required to be on the Valproate Pregnancy Prevention Programme (PPP) — Audit Tool (Page 2 —

Part 3)
Patient’s | Age | DOB Is the patient If the patient is If the patient is currently Notes Recommendations
Full currently currently pregnant or pregnant or planning a
Name planning a planning a pregnancy, pregnancy have they been
pregnancy? has the specialist been | informed not to stop
(Y/N) informed? (Y/N) valproate until informed to

do so by their specialist?
(Y/N)
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Male Patients — Audit Tool (Page 3 — Part 1)
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Patient’'s | Age | DOB | Indication for Is the patient
Full valproate CURRENTLY under
Name specialist care? (Y/N)

Name of Specialist and
Hospital (if applicable)

Do reproductive risks
apply to this patient
(e.g. they have not
had a vasectomy or
are not permanently
infertile)? (Y/N)

Does the patient have a one-
off RAF (risk
acknowledgement form)
visible in their record on the
GP clinical system (i.e. signed
by TWO specialists if
reproductive risks apply or
ONE specialist if reproductive
risks do not apply)? (only
required if valproate initiated
after Sep 2024 and patient is
under 55 years of age) (YIN)

Male Patients — Audit Tool (Page 3 — Part 2)

Patient’'s | Age | DOB | Has the RAF been | If the patient does not have
Full coded in the GP the appropriate RAF in their
Name clinical system (if | record or their RAF is
applicable)? (Y/N) | incorrect/incomplete, has
this been requested from
their specialist/referral to
specialist for
completion/correction of
RAF been made? (Y/N)

Has the date of
referral for
completion of
Valproate RAF been
coded in the GP
clinical system? (Y/N)

Does the patient have
a copy of their RAF?
(Y/N)

Has the patient signed their
RAF? (Y/N)
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Male Patients — Audit Tool (Page 3 — Part 3)

Patient’s | Age DOB If the reproductive If the reproductive risks DO Does the patient | Notes Recommendations
Full risks DO apply, has | apply, has the patient, and their have a copy of
Name the patient been female partner(s) (If applicable), | the valproate

informed of the been advised to use effective patient guide?

reproductive risks contraception during valproate (Y/N)

of valproate? (Y/N) treatment? (Y/N)
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Appendix 11. — Patient Information on Responsibilities when Taking Valproate

Your Responsibilities When Taking Valproate
For adults, and for young people aged 16-18 who could become pregnant

If you are under 16, or you cannot make decisions about your treatment, your healthcare
team may follow different guidance.

If You Can Become Pregnant
1. Taking Your Medication Safely

« Take valproate exactly as your doctor or specialist tells you.
o If you stop taking it or miss doses, tell your GP.

2. Tell Healthcare Staff That You Take Valproate
Please always tell staff you are taking valproate when:

e You register at a new GP practice

e You collect medicines at the pharmacy

e You talk to a healthcare professional about contraception

e Any healthcare professional prescribes medicines for you or reviews your medicines

3. Reporting Problems

o Tell your GP or specialist if you have any side effects or problems with your
medicines.

4. If You Identify as Transgender or Non-Binary
If you have changed your gender marker on your medical records:

o Agree with your GP/specialist how the system should identify you for valproate
reviews.

e Suggestions include:

Identifies as male gender

Identifies as transgender male

Uterine cervix present

Identifies as non-binary gender

o O O O

5. Attending Appointments

You must attend:
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e Your yearly specialist review (including signing your Annual Risk Acknowledgment
Form (ARAF) where possible)

e Appointments at your GP practice

« Urgent appointments if you are pregnant or think your contraception has failed

« Transitioning appointments if you are aged 16—18 and moving from children services
into adult services

If you miss important appointments, your specialist may advise stopping valproate.
6. If You Are on the Pregnancy Prevention Programme (PPP)
You must:

« Understand and acknowledge the risks of becoming pregnant while taking valproate
e Sign and keep a copy of your ARAF form
o Use effective contraception at all times
e Arrange contraception with your GP or sexual health clinic if you are not already
using it
e Have pregnancy tests when asked
« Do not stop valproate or contraception unless your specialist tells you to do so.
o Contact your GP/specialist immediately if:
o You think your contraception may not have worked
o You may be pregnant
o You want to plan a pregnancy

7. Making Treatment Decisions

e Your specialist will explain the risks and benefits of valproate.

o Together, you will agree what is best for you.

e This decision will be written in your medical notes and shared with your GP.

e Easy-read information and information in different languages is available - please
ask if you need it.

8. Switching to Another Treatment

« If you change from valproate to another medicine, you must continue to follow the
Pregnancy Prevention Programme until the switch is complete.

9. Reading Your Information

« Please read the Patient Guide and any leaflets on valproate that you are given.
e Ask your GP or specialist if anything is unclear.

10. If You Are Temporarily Registered with a GP (up to 3 months)

74

Part of Greater Manchester
Integrated Care Partnership



https://www.southeastclinicalnetworks.nhs.uk/our-networks/valproate/
https://www.gov.uk/guidance/valproate-reproductive-risks#materials-and-resources

GMYMG NHS
Greater Manchester Greater Manchester

Medicines Management Group

« Make an appointment with your specialist as soon as possible if you do not have an
up-to-date ARAF form.

« Tell the GP practice if you decide to stay with the practice after the temporary
registration ends, so you can be referred to a local specialist.
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Your Responsibilities When Taking Valproate
If You Are a Male Patient or Were Assigned Male Sex at Birth

1. Taking Your Medication Safely

o Take valproate exactly as your doctor or specialist tells you.
o If you stop taking it or miss doses, tell your GP.

2. Reporting Problems

o Tell your GP or specialist if you have any side effects or problems with your
medicines.

3. Tell Healthcare Staff That You Take Valproate
Please always tell staff you are taking valproate when:

e You register at a new GP practice
e You collect medicines at the pharmacy
e Any healthcare professional prescribes medicines for you or reviews your medicines

4. If You Identify as Transgender or Non-Binary
If you have changed your gender marker on your medical records:

o Agree with your GP/specialist how the system should identify you for valproate
reviews.
e Suggestions include:
o ldentifies as female gender
o ldentifies as transgender female
o ldentifies as non-binary gender

5. Attend All Appointments

o Important appointments relating to your valproate must be attended.
If you miss important appointments, your specialist may advise stopping valproate.
5. Making Treatment Decisions

e Your specialist will explain the risks and benefits of valproate.

o Together, you will agree what is best for you.

« This decision will be written in your medical notes and shared with your GP.

o Please read the Patient Guide and any leaflets on valproate that you are given.
e Ask your GP or specialist if anything is unclear.
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6. Contraception
You must:

e Use condoms AND your female sexual partner must also use contraception
« Continue this during treatment and for 3 months after stopping valproate

7. Planning a Family

o Tell your GP if you hope to have a baby in the next 12 months.
e You will be referred to a specialist to discuss other treatment options.

8. Do Not Donate Sperm
« Do not donate sperm while taking valproate and for 3 months after stopping.

9. Understanding and Acknowledging the Possible Risks of Valproate on Male
Fertility

« Understand and acknowledge the possible risks of valproate on male fertility
« Sign, if you are able to do so, and keep a copy of your Risk Acknowledgment Form
(RAF)

If you started valproate before September 2024, you do not need to sign a RAF.
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