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BACKGROUND

e Valproate is a medication used in the treatment of epilepsy and bipolar disorder.

e Valproate is available in three formulations in the UK: sodium valproate, valproic acid and
semisodium valproate.

e In utero exposure to valproate is associated with serious adverse effects for the
developing child, including:

(@]

Congenital malformations:
These are seen in approximately 10% of cases and include: neural tube defects
(spina bifida, anencephaly), facial dysmorphia and cardiac malformations.

Developmental disorders:

These are seen in approximately 30-40% of cases and can include an increased
risk of autistic spectrum disorder (approximately three-fold increase in risk),
childhood autism (approximately five-fold increase in risk) and delays in early
development. There is evidence that children exposed to valproate in utero will go
on to have a lower 1Q than children exposed to other antiepileptic drugs

Low birth weight

Product information has been updated to reflect epidemiological studies, which
have reported a decrease in mean birth weight, and a higher risk of being born with
a low birth weight (<2500 grams) or small for gestational age (defined as birth
weight below the 10th percentile corrected for their gestational age, stratified by
gender) for children exposed to valproate in utero in comparison to unexposed or
lamotrigine-exposed children.

e As a result of this risk, the Medicines and Healthcare products Regulatory Agency
(MHRA) published a Drug Safety Update (Valproate and risk of abnormal pregnancy
outcomes: new communication materials) in February 2018 and the valproate Pregnancy

Prevention Programme (prevent) in May 2018, stating that:

o

Valproate should not be prescribed to women or girls of child bearing potential
unless other treatments are ineffective or not tolerated.

Valproate should NEVER be prescribed to pregnant women for the indication of
bipolar disorder.

Valproate may be initiated in women of childbearing potential only if the conditions
of the Pregnancy Prevention Programme are fulfilled. This is outlined in the
prescriber checklist (see Section 2.1).

Valproate can only be started and supervised by a Consultant experienced in
managing epilepsy or bipolar disorder.

Female patients and their carers should be counselled about the risk of taking
valproate during pregnancy.

For females planning to become pregnant, all efforts should be made to switch to
an appropriate alternative treatment prior to conception.

e The Drug Safety Update also stipulated communication materials which the MHRA have
asked healthcare professionals to use when valproate is prescribed for females of
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childbearing potential. These communication materials have been incorporated into the
protocol for valproate use set out in this document.

A National Patient Safety Alert was issued in November 2023 which included concerns
surrounding the known possible risk of impaired fertility in males, thought to be reversible
upon dose reduction or discontinuation and has been in the product information since
2011. The following MHRA report, Valproate: review of safety data and expert advice on
management of risks provides further detail on these concerns which have led to
additional regulatory measures with the key one being that valproate must not be started
in male patients younger than 55 years, unless two specialists independently consider
and document that there is no other effective or tolerated treatment, or unless there are
compelling reasons that the reproductive risks do not apply.

2 PRESCRIBING VALPROATE

21

Prescriber checklist

Section A: New female patients

Two specialists need to independently consider and document in the patients RiO
progress notes that there is no other effective or tolerated treatment for patients aged
under 55 years before valproate is initiated.

Ensure other treatments are ineffective or not tolerated before considering prescribing
valproate and discuss the risks with the patient.

Exclude pregnancy in women of childbearing potential (by serum pregnancy test) before
the first prescription is issued (further details in Section 2.1.5).

Arrange for highly effective contraception for women of childbearing potential before the
first prescription is issued.

Highly effective contraception includes methods such as the long acting reversible
contraceptives (LARC), copper intrauterine device (Cu-IUD), levonorgestrel intrauterine
system (LNG-IUS), progestogen-only implant (IMP) and female sterilisation, all of which
have a failure rate of less than 1% with typical use.

Two complementary forms of contraception, including a barrier method may also be
considered effective e.g. the combined oral contraceptive pill alongside a condom.

User dependent methods such as the condom, cap, diaphragm, combined oral
contraceptive pill (COC) or progestogen-only contraceptive pill (POP) and fertility
awareness-based methods, used in isolation, are not considered highly effective since
the typical use incorporates user failure risks.

Ensure patient understands the need to comply with contraception throughout treatment
and undergo pregnancy testing when required- e.g. if there is any reason to suggest lack
of compliance or effectiveness of contraception. Refer for contraception services as
needed.

Complete the Annual Risk Acknowledgment Form with patient (Appendix 1). This will need
to be signed by the second specialist if the patient is to continue with valproate. Give
the patient a copy, send a copy to the GP, upload to the patient’s electronic RiO notes
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and send a copy to the Trust’'s Medicines Safety Officer (kmmh.mso@nhs.net). This risk
form combines the MHRA'’s checklist requirements with KMMH specific requirements.

e Provide a copy of the_Patient Guide to the patient.

e Ensure that all women of child bearing potential have an annual review. This responsibility
should be carried out by the Consultant Psychiatrist or other healthcare professionals as
part of a Consultant led team including Non-Medical Prescribers (NMPs) or Advanced
Clinical practitioners (ACPs) as long as it’s in their scope of practice. In such teams NMPs
and ACPs should be considered as specialists for this situation, allowing them to complete
annual reviews for continuation of treatment. The Consultant should be available to
support the NMP and ACP if any problems arise in completing the Annual Risk
Acknowledgment Form.

Section B: Existing female patients on valproate

e |dentify all women of childbearing potential on valproate and arrange for highly effective
contraception to be initiated for those not already on it or using contraception not deemed
highly effective (as detailed in Section A: New female patients).

e Ensure patient understands the risks of using valproate during pregnancy to the unborn
child and provide the Patient Guide (see link in Section A: New female patients).

e Ensure patient understands the need to comply with contraception throughout treatment
and undergo pregnancy testing when required, e.g. if there is any reason to suggest lack
of compliance to or effectiveness of contraception.

e Tell patient to contact you immediately if she suspects there has been a problem with her
contraception or she may be pregnant.

e Ensure patient has the Annual Risk Acknowledgment Form (Appendix 2) signed by the
Consultant Psychiatrist, a copy sent to the GP, uploaded to the patient’s electronic RiO
notes and sent to the Trust's Medicines Safety Officer (kmmh.mso@nhs.net). If the
patient’'s situation has changed since the last review then the Annual Risk
Acknowledgment Form will need to be signed by the second specialist.

e Remind the patient that they will need to see their Responsible Consultant at least every
year for a review for as long as they are on valproate.

e The Royal College of Psychiatrists have provided guidance for prescribers on the
withdrawal of, and alternatives to, valproate-containing medicines in girls and women of
childbearing potential who have a psychiatric illness. The guidance summarises evidence
for alternatives to valproate and provides advice on how women who are currently
undergoing treatment with valproate medicines can be switched to alternative treatment.
Available at:
https://www.rcpsych.ac.uk/docs/default-source/improving-care/better-mh-policy/position-
statements/ps04 _18.pdf?sfvrsn=799e58b4 2

Risk assessment

e Prescribers must read the Guide for Healthcare Professionals involved in the care of
women and girls of childbearing potential using valproate medicines.
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Prescribers must always carefully balance the benefits of valproate treatment against the
risks. Valproate should only be used when other treatment options have been ineffective
or have not been tolerated.

Capacity assessment

Prescribers must ensure that the patient’s capacity to consent to treatment has been
assessed and has been documented in their medical notes.

If patients are found to lack the capacity to consent to treatment, prescribers should follow
the guidance in section 2.3 of this document.

Information provision

It is the responsibility of the prescriber to ensure that the patient is provided with all
necessary information about the risk posed by valproate use during pregnancy.

Prescribers must ensure that the patient has been provided with a copy of the Patient
Guide: What women and girls need to know about valproate. (See Section A:New Female
Patients above for link)

Prescribers must ensure that the patient has been informed about the need for effective
contraception and has been given information about contraception methods.

Prescribers must ensure that the patient has been informed to promptly contact them if
she is planning a pregnancy or becomes pregnant.

Obtaining consent

Prescribers should ask the patient to complete Step 4 of the Annual Risk
Acknowledgment Form so that the patient understands the risks of taking valproate in
pregnancy.

The completed consent form must be uploaded to the patient’s electronic RiO notes
within clinical documentation and saved with the filename ‘PREVENT dd/mm/yy’.

Risk reduction strategies

» Pregnancy testing:

o Prescribers must ensure that a patient has had a negative pregnancy test prior to
starting valproate.

o The aim of pregnancy testing is to provide as much certainty as possible that the
service user is not pregnant, before prescribing valproate.

o Pregnancy testing relies on detection of human chorionic gonadotropin (hCG), which
is released after a fertilised egg has implanted into the uterus wall.

o Implantation normally occurs 6 to 12 days after ovulation. As hCG will not be released
until after implantation, there is a delay between the time of fertilisation of an egg and
the time at which a pregnancy is detectable.

o In the early stages after implantation, an hCG serum test more sensitively detects
pregnancy than an hCG urine dip test.
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Therefore, if there is any possibility that the patient has recently been sexually active,
valproate should not be prescribed until:

» 14 days have elapsed since the last possible day on which the patient could have
had unprotected sex (for example, this could be 14 days from the point of
admission, or 14 days from the last day on which the patient was given unescorted
leave from the ward), AND a negative hCG serum test has been obtained

If there is the possibility that any patients who have been admitted who were already
prescribed valproate in the community have recently had unprotected sex, the
valproate should be stopped. If clinically appropriate, it can be restarted provided that
a negative serum hCG test has been obtained a minimum of 14 days after the last
possible day on which the patient could have had unprotected sex.

Advising about contraception:

Prescribers must advise patients on the need for effective contraception. These
includes methods such as the long acting reversible contraceptives (LARC), copper
intrauterine device (Cu-lUD), levonorgestrel intrauterine system (LNG-IUS),
progestogen-only implant (IMP) and female sterilisation, all of which have a failure rate
of less than 1% with typical use. The progesterone-only injectable is reported to have
a typical use failure rate of 6 pregnancies per 100 women per year of typical use
compared to 0.2 pregnancies with perfect use (thought to be due to the 3 monthly
requirements for re-injection and lack of compliance with this).

Two complementary forms of contraception, including a barrier method may also be
considered effective e.g. the combined oral contraceptive pill alongside a condom.

User dependent methods such as the condom, cap, diaphragm, combined oral
contraceptive pill (COC) or progestogen-only contraceptive pill (POP) and fertility
awareness based methods, used in isolation, are not considered highly effective since
the typical use incorporates user failure risks.

Patients should be provided with information about the types of contraception that are
available, and have the opportunity to discuss the type that would suit them best.

Prescribing folic acid:

Prescribers should consider prescribing folic acid supplements to all women of
childbearing potential. Folic acid supplementation may decrease the general risk of
neural tube defects but there is some evidence that it does not reduce the risk of birth
defects associated with in utero.

Confirming absence of risk of pregnancy

Where there are compelling reasons to suggest there is absence of risk of
pregnancy, this should be specified on the risk acknowledgement form. These
include:

o Patients who are post-menopausal.
> Women over 50 years old with at least 1 year history of amenorrhoea
may be considered menopausal.




> Consider using a Follicle Stimulating Hormone (FSH) test to diagnose
menopause in women aged 40 to 50 years with menopausal symptoms,
including a change in their menstrual cycle

o Patients who have had a hysterectomy

o Where the absence of risk of pregnancy is permanent the Annual Risk
Acknowledgement Form only needs to be completed once

o Where the absence of risk is temporary the next review date must be
documented on the Annual Risk Acknowledgement Form.

Section C: New male patients under 55 years old started on valproate

Initiation must ONLY be done by a Consultant Psychiatrist

Two specialists need to independently consider and document in the patient’s RiO
progress notes and complete the Risk Acknowledgement form for men (Appendix 3) that
there is no other effective or tolerated treatment for patients aged under 55 years before
valproate is initiated.

The risks of prescribing valproate should be discussed with the patient including possible
risk of impaired fertility.

Inform Medicines Safety Officer (kmmh.mso@nhs.net) if valproate is initiated in male
patients under 55 years old.

Due to the potential increased risk of neurodevelopmental disorders in children born to
men treated with valproate, it is recommended, as a precaution, that men taking valproate
and their partners use effective contraception (e.g., condoms along with contraception
used by the female partner). This precaution should continue for at least three months
after stopping valproate.

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

At the next regular treatment review,

Section D: Existing male patients on valproate

Men under 55 taking valproate are advised to read the Patient Information Leaflet
provided during counselling and should be encouraged to discuss any concerns with their
GP. It is important to ask men on oral valproate if they plan to start a family within the
next year. If so, they should be referred to a specialist to explore alternative treatment
options.

Due to the potential increased risk of neurodevelopmental disorders in children born to
men treated with valproate, it is recommended, as a precaution, that men taking valproate
and their partners use effective contraception (e.g., condoms along with contraception
used by the female partner). This precaution should continue for at least three months
after stopping valproate.
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2.2

2.3

2.4
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e Advise men not to donate sperm during valproate treatment and for 3 months after
stopping valproate.

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

Who can be the second specialist signatory?

The Commission on Human Medicines (CHM), have advised a number of professionals can
serve as the second specialist signatory. Within the Trust this includes:

e Consultant psychiatrists;

e Speciality and associate specialist doctors in psychiatry and neurology;
e Speciality doctors in psychiatry;

¢ Nurse or Pharmacist ACP/NMP within their scope of practice.

Flow-chart infographics

e Appendix 4 contains three flow-chart infographics as follows:
o For females under 55 years old
o For males under 55 years old
o For males and females 55 years or older
e The flow-charts are a summary of the above and can be used as an aid for decision
making as to whether the patient requires the annual risk acknowledgement form
completed.

Patients who lack capacity

e For patients who are assessed to lack capacity to consent to treatment then prescribing
of valproate should be avoided. If a decision is made to initiate valproate then it should
only be done on a Trust inpatient ward after getting a second opinion from another
Consultant and this should be documented in the patient’s electronic RiO notes. A best
interest meeting needs to be arranged for all patients without the capacity to make an
informed decision. It is important to provide the information and advice on highly effective
methods of contraception and on the use of valproate during pregnancy to their
responsible person and make sure they clearly understand the content.

o If, after thorough consideration of the risks, it is concluded that the patient should continue

to receive valproate after being transferred out of the inpatient ward, a clear risk-
minimisation plan should be put in place and clearly documented in the patient’s notes.

Patients who refuse information

e COccasionally patients may not wish to receive information when valproate is prescribed,
or they may not currently be receptive to such information.
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In these circumstances, serious consideration should be given to delaying valproate
treatment until the patient is willing and able to accept information about the risks posed
by the drug.

However, if the initiation of valproate is considered to be absolutely necessary, then the
prescriber must complete the following actions:

o Complete as much of the Annual Risk Acknowledgment Form (see appendix 2 or 3)
as possible at the current time and add this to the patient’s notes.

o Ensure that another attempt to provide the information to the patient is made at the
earliest possible opportunity.

o Make an entry in the patient’s electronic RiO notes stating why it was not possible to
complete the full checklist and why it was considered necessary to prescribe the
medication despite this.

o Puta clear and practical risk-minimisation plan in place for both inpatients and patients
in the community. For inpatients, this may involve putting them on an increased level
of observation and restricting their leave from the ward until the valproate prescription
has been stopped, or until the patient has received the necessary risk information
about the drug. The plan must be clearly documented in the patient’s notes.

24 Sharing information

A copy of the Annual Risk Acknowledgment Form should be forwarded to the patient’s
GP along with their discharge summary or clinic letter.

The GP should be asked to remind the patient about valproate’s adverse effects at every
consultation in which medication is discussed.

2.5 Monitoring and follow-up

At all routine treatment reviews, prescribers must ensure that the benefits of valproate
continue to outweigh the risks.

For inpatients, the Annual Risk Acknowledgment Form must be completed when
valproate is first prescribed and for any newly admitted patients who take the medication.
The risks should be re-emphasised to the patient when they first go on leave, and when
they are discharged.

For outpatients, the checklist must be completed when valproate is first prescribed by the
Responsible Consultant and reviewed at least annually for all women receiving long-term
valproate. This is to ensure that their understanding of the risks and benefits is updated
appropriately as their life plans change.

If the patient’s care is transferred back to the GP then there should be a plan agreed for
the Responsible Consultant to continue with the annual reviews. A copy of the completed
Annual Risk Acknowledgment Form should be forwarded to the patient's GP along with
their discharge summary or clinic letter.




e The Consultant needs to email the form to the medicine safety officer at
kmmh.mso@nhs.net for every patient who is prescribed valproate and is of child bearing
age in order for the Trust to keep a database of these details.

e Suspected side effects to valproate should be reported via the Yellow Card reporting
scheme (https://yellowcard.mhra.gov.uk/) and recorded on the Trust incident reporting
system.

3 ACTION FOR PHARMACISTS

e When valproate is dispensed for a patient on an inpatient ward, it is the responsibility of
the pharmacist to ensure they are provided with a Patient card, unless they confirm that
they already have one. For inpatients and community patients who are prescribed
valproate, a patient card can be obtained from their CMHT pharmacist or locality Trust
pharmacy team.

Pharmacy team (Canterbury) - 01227 812193
Pharmacy team (Dartford and Medway) - 01322 622070
Pharmacy team (Maidstone) - 01622 723219

e Any valproate prescribed on the inpatient wards that has been screened is annotated to
highlight that its use for that patient is appropriate.

e The pharmacist must encourage the patient to read the card and enter their name and
current date in the spaces provided.

e The pharmacist should remind all female patients of child-bearing age on valproate of the
risks of taking it during pregnancy and the need for highly effective contraception.

e Remind patients that an annual review with the specialist will take place for as long as
they are on valproate.

e Ensure the patients have received the Patient Guide (See link in Section A:new female
patients)

4 FURTHER INFORMATION

e Further information can be accessed via Pregnancy Prevention Programme materials
online. Available at:
Valproate (Belvo, Convulex, Depakote, Dyzantil, Epilim, Epilim Chrono or Chronosphere,
Episenta, Epival, and Syonell¥): new safety and educational materials to support
regulatory measures in men and women under 55 years of age

e The links provide printable versions of the communication materials mentioned in this
document:

o Patient Card — to be given by pharmacists to all patients who are dispensed
valproate medicines to inform them of the risks

o Patient Guide for women — to be provided to girls (of any age) and women of
childbearing potential (or their parent/caregiver/responsible person) taking any
medicine containing valproate
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https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Flnks.gd%2Fl%2FeyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDEsInVyaSI6ImJwMjpjbGljayIsInVybCI6Imh0dHBzOi8vd3d3Lmdvdi51ay9kcnVnLXNhZmV0eS11cGRhdGUvdmFscHJvYXRlLWJlbHZvLWNvbnZ1bGV4LWRlcGFrb3RlLWR5emFudGlsLWVwaWxpbS1lcGlsaW0tY2hyb25vLW9yLWNocm9ub3NwaGVyZS1lcGlzZW50YS1lcGl2YWwtYW5kLXN5b25lbGx2LW5ldy1zYWZldHktYW5kLWVkdWNhdGlvbmFsLW1hdGVyaWFscy10by1zdXBwb3J0LXJlZ3VsYXRvcnktbWVhc3VyZXMtaW4tbWVuLWFuZC13b21lbi11bmRlci01NS15ZWFycy1vZi1hZ2UiLCJidWxsZXRpbl9pZCI6IjIwMjQwMTIyLjg4OTM1OTExIn0.wLsOcX3vbo4oIoSrdqHU-MdNwWBwLdYD65XudDt0meg%2Fs%2F96353076%2Fbr%2F235760442998-l&data=05%7C02%7Cangie.lehman%40nhs.net%7C2fa009e83cb44e7d0c2a08dc1b6dbf90%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638415405519476908%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=YYYEdKhutDwAvxiH1e8pZSdM62TkvMt%2BbqhUvVfyUTU%3D&reserved=0
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Flnks.gd%2Fl%2FeyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDEsInVyaSI6ImJwMjpjbGljayIsInVybCI6Imh0dHBzOi8vd3d3Lmdvdi51ay9kcnVnLXNhZmV0eS11cGRhdGUvdmFscHJvYXRlLWJlbHZvLWNvbnZ1bGV4LWRlcGFrb3RlLWR5emFudGlsLWVwaWxpbS1lcGlsaW0tY2hyb25vLW9yLWNocm9ub3NwaGVyZS1lcGlzZW50YS1lcGl2YWwtYW5kLXN5b25lbGx2LW5ldy1zYWZldHktYW5kLWVkdWNhdGlvbmFsLW1hdGVyaWFscy10by1zdXBwb3J0LXJlZ3VsYXRvcnktbWVhc3VyZXMtaW4tbWVuLWFuZC13b21lbi11bmRlci01NS15ZWFycy1vZi1hZ2UiLCJidWxsZXRpbl9pZCI6IjIwMjQwMTIyLjg4OTM1OTExIn0.wLsOcX3vbo4oIoSrdqHU-MdNwWBwLdYD65XudDt0meg%2Fs%2F96353076%2Fbr%2F235760442998-l&data=05%7C02%7Cangie.lehman%40nhs.net%7C2fa009e83cb44e7d0c2a08dc1b6dbf90%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638415405519476908%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=YYYEdKhutDwAvxiH1e8pZSdM62TkvMt%2BbqhUvVfyUTU%3D&reserved=0
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Flnks.gd%2Fl%2FeyJhbGciOiJIUzI1NiJ9.eyJidWxsZXRpbl9saW5rX2lkIjoxMDEsInVyaSI6ImJwMjpjbGljayIsInVybCI6Imh0dHBzOi8vd3d3Lmdvdi51ay9kcnVnLXNhZmV0eS11cGRhdGUvdmFscHJvYXRlLWJlbHZvLWNvbnZ1bGV4LWRlcGFrb3RlLWR5emFudGlsLWVwaWxpbS1lcGlsaW0tY2hyb25vLW9yLWNocm9ub3NwaGVyZS1lcGlzZW50YS1lcGl2YWwtYW5kLXN5b25lbGx2LW5ldy1zYWZldHktYW5kLWVkdWNhdGlvbmFsLW1hdGVyaWFscy10by1zdXBwb3J0LXJlZ3VsYXRvcnktbWVhc3VyZXMtaW4tbWVuLWFuZC13b21lbi11bmRlci01NS15ZWFycy1vZi1hZ2UiLCJidWxsZXRpbl9pZCI6IjIwMjQwMTIyLjg4OTM1OTExIn0.wLsOcX3vbo4oIoSrdqHU-MdNwWBwLdYD65XudDt0meg%2Fs%2F96353076%2Fbr%2F235760442998-l&data=05%7C02%7Cangie.lehman%40nhs.net%7C2fa009e83cb44e7d0c2a08dc1b6dbf90%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638415405519476908%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=YYYEdKhutDwAvxiH1e8pZSdM62TkvMt%2BbqhUvVfyUTU%3D&reserved=0
https://www.medicines.org.uk/emc/rmm/104330/Document
https://www.medicines.org.uk/emc/rmm/104335/Document

o Patient Guide for men — to be provided to men taking any medicine containing
valproate

o Guide for Healthcare Professionals — for all prescribers, pharmacists, and other
healthcare providers involved in the care of women and girls of childbearing
potential using valproate medicines

o Risk Acknowledgement Form for women — for the specialist and patient (or their
parent/caregiver/responsible person) to sign at initiation and at treatment reviews
at least every year. The patient should receive a copy of the form; one copy should
be filed in the specialist notes, and one copy sent to the patient's GP

o Risk Acknowledgement Form for men — for new initiations, for the specialist and
the secondary signatory to complete. The patient should receive a copy of the form;
one copy should be filed in the specialist notes, and one copy sent to the patient’s
GP

Hard copies of these materials can be ordered by contacting the Sanofi Medical
Information Department on 0845 372 7101, or via e-mail UK-
Medicalinformation@sanofi.com

An additional poster for dispensing pharmacies regarding actions to be taken when
dispensing Valproate

More detailed information about valproate can be obtained by consulting the most recent
Summary of Product Characteristics (SPC), available online through the eMC website
(www.medicines.org.uk)

Pregnancy testing information obtained from: Bastian LA and Brown HL. Clinical
manifestations and diagnosis of early pregnancy. From “UpToDate®” clinical resource
(Wolters Kluwer), Topic 440, Version 32.0. Topic last updated: 4" January 2016.
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https://www.medicines.org.uk/emc/rmm/104334/Document
https://www.medicines.org.uk/emc/rmm/1203/Document
https://www.medicines.org.uk/emc/rmm/104331/Document
https://www.medicines.org.uk/emc/rmm/104332/Document
mailto:UK-Medicalinformation@sanofi.com
mailto:UK-Medicalinformation@sanofi.com
https://www.medicines.org.uk/emc/rmm/104329/Document
http://www.medicines.org.uk/

APPENDIX 1
FORM

Women

GUIDE TO COMPLETING THE ANNUAL RISK ACKNOWLEDGMENT

Men (up to age 55)

Consultant to complete front page of Annual
Risk Acknowledgement Form

Consultant to complete front page of Annual
Risk Acknowledgement Form

\ 4

Programme’

Consultant completes Step 1 of the form and
decides if the patient needs to be on ‘Prevent
the valproate Pregnancy Prevention

l

A 4

A 4

Consultant completes Step 1 of the form and
second signatory completes Step 2

Patient does need to be
on ‘Prevent’ programme

A

Patient does not need to be
on ‘Prevent’ programme .

If the situation could change,
a review will need to be
carried out in 12 months
time

Consultant continues with
form and completes Steps
2 and 3.

A

Patient or representative completes Step 4

A 4

in

Date is set for review of form
12 months time and
agreed with patient

\ 4

A 4
Patient or representative
completes Step 3 of the
form

Copy of form is:
e uploaded to patient’s RiO notes using filename ‘PREVENT dd/mm/yy’

e sentto GP
e sent to Trust Medicines Safety Officer — kmmh.mso@nhs.net

A record is made within progress notes detailing any actions that need to be taken.
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https://assets.publishing.service.gov.uk/media/5cac898eed915d5d7318b646/Risk-acknowledgment.pdf
https://assets.publishing.service.gov.uk/media/5cac898eed915d5d7318b646/Risk-acknowledgment.pdf
mailto:kmmh.mso@nhs.net
https://assets.publishing.service.gov.uk/media/5cac898eed915d5d7318b646/Risk-acknowledgment.pdf
https://assets.publishing.service.gov.uk/media/5cac898eed915d5d7318b646/Risk-acknowledgment.pdf

APPENDIX 2 ANNUAL RISK ACKNOWLEDGEMENT FORM FOR FEMALE PATIENTS

Annual Risk
Acknowledgement Fo

APPENDIX 3 ANNUAL RISK ACKNOWLEDGEMENT FORM FOR MALE PATIENTS

Male Risk
Acknowledgement Fo

APPENDIX 4 FLOW CHART INFOGRAPHICS

Females less than 55 years old:

Py

Mediicines & Healthcare products Risk minimisation measures required for Valproate prescribing
Regulatory Agency
i I The patient is female and less than 55 years old I
| |
Valproate can seriously harm an unborn baby when taken by women during pregnancy and
may lead to permanent disability in the offspring
[ ]
I The reproductive risks may apply I | Thereisapermanent
T T ?| reason the reproductive
risks do not apply
I Newly starting valproate I I Currently receiving valproate I |
.], -l * Valproate can continue
. . : to be prescribed in
Two specialists must independently - - Never been reviewed by ‘
consider and document that previously been reviewed two specialists accordance with standard

by two specialists either at
initiation or annual review ]
Two specialists must

clinical practice by a
single prescriber

there is no other effective or
tolerated treatment

| 1 independently consider and 1 - =
The patient must follow the The patient must follow the document that there is no other Secoig,dnsolﬁgaﬂ?e?wew
conditions of the Pregnancy conditions of the Pregnancy effective or tolerated treatment T g
Prevention Programme Prevention Programme | -
| 1 The patient must follow the tg';::':;‘iﬁftie
* conditions of the Pregnanc _ -
Female ARAF* to be completed by C’iﬁﬁi;ﬁiz ;?n!;?e Prevention F’rogra%me Y clinical :iemsmn

the specialist prescriber with the
patient and countersigned by
a second specialist

specialist prescriber and the 1
patient at each subsequent Female ARAF* to be The ARAF* does not need
annual review while completed by the specialist to be completed annually
| reproductive risk applies prescriber with the patient
Female ARAF* to and countersigned by a
be completed by a single specialist second specialist
prescriber and the patient |
at each aanuaI review \iuhlle Female ARAF®
reproductive risk applies to be completed by a single
specialist prescriber and the
patient at each annual review
while reproductive risk applies

&

*Annual Risk Acknowledgement Form

Key: === Decision point === Advice === Risk minimisation activity
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Males less than 55 years old:

Medicines & Healthcare products Risk minimisation measures required for Valproate prescribing
Regulatory Agency
-
I The patient is male and less than 55 years old I
@ . '
Valproate may potentially cause male infertility in patients and neurodevelopmental disorders in children born to
men treated with valproate in the 3 months before conception
R E 3
I The reproductive risks apply I I The reproductive risks do not apply I
1 1
The reason should be recorded in the male initiation
Patients should be informed about the reproductive risks form, valproate can be prescribed in accordance with
standard clinical practice by a single prescriber
1 1
As a precaution men, and their female partners,
should be advised to use effective contraception Mo additional action required to minimise this risk
during valproate treatment
I Newly starting valproate I I Currently receiving valproate I
1 |
Two specialists must independently Walproate can continue to be
consider and document that there prescribed in accordance with
is no other effective or standard clinical practice by a
tolerated treatment single prescriber
1 1
Complete Risk Acknowledgement Second specialist review is
Form for male patients not required
1 1
The Risk Acknowledgement Form Male Risk Acknowledgement form
does net need to be
does not need to be completed
completed annually
Key: === Decision point === Advice === Risk minimisation activity

Males and females 55 years old or over

Medicines & Healthcare products Risk minimisation measures required for Valproate prescribing
Regulatory Agency

The patient is 55 years old or over I
* 1 1

Valproate can be prescribed in accordance with standard clinical practice by a single prescriber

3 3

I Male I I Female I
Valproate may potentially cause male infertility in patients I No additional action required to minimise this risk I

and neurodevelopmental disorders in children born to men
treated with valproate in the 3 months before conception

I Patients should be informed about the reproductive risks I

As a precaution men, and their female partners,
should be advised to use effective contraception during
valproate treatment as needed

No additional action required to minimise this risk

Key: === Decision point === Advice === Risk minimisation activity
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