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« The webinar is being recorded

« Slides and the recording will be circulated after the webinar
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« Ask any questions using the chat or Q&A function
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Agenda

Time ltem Speakers
1.00 — 1.05pm Introduction Dr Roberto Tamsanguan, NEL TMSIG Chair, Clinical Director for
Tower Hamlets, GP Partner, Tower Hamlets Together & NHS NEL
1.05-1.15pm Safety update Natasha Callender, Head of Medicines Optimisation (Safety,
Quality and Governance), Medication Safety Officer, NHS NEL
1.15 - 1.25pm Dashboard Geoff Ingram, Senior Project Manager, NHS NEL
Sunitha Tanikell, Senior Developer, NHS NEL
1.25 - 1.35pm Resources Natasha Callender, Head of Medicines Optimisation (Safety,
Quality and Governance), Medication Safety Officer, NHS NEL
1.35-1.45pm Patient case Dr Roberto Tamsanguan, NEL TMSIG Chair, Clinical Director for
Tower Hamlets, GP Partner, Tower Hamlets Together & NHS NEL
1.45 — 1.50pm Actions for primary Dr Roberto Tamsanguan, NEL TMSIG Chair, Clinical Director for
care Tower Hamlets, GP Partner, Tower Hamlets Together & NHS NEL
1.50 — 2.00pm Q&A All




Learning Outcomes

By the end of the webinar, participants will be able to:

« Describe the current risks and measures to mitigate risks associated with
valproate use in girls and women of childbearing potential and boys and men of

reproductive potential.

« Understand the updated safety measures when reviewing patients prescribed
valproate including risk acknowledgment, PREVENT (pregnhancy prevention
programme), referral pathways and tools to support communication with

patients.

« Use resources shared to assess working practices locally to support safer
valproate prescribing.



NHS

North East London

Valproate safety update



Background

Patient safety

MHRA Drug Alert (PSA),
Safety Update NHS/PSA/RE/201
Medicines 7/002 Resources
related to to support the
valproate: risk safety cr;fpgirls and ‘re.e nt
of abnormal women being valproate pregnancy
mgm treated Wlth prevention programime
outcomes valproate.

MHRA Drug MHRA Drug
Safety Update — Safety Update
Valproate and " mprovsment Valproate

Patient | Resources to support the safety
+ Safety ©f 9irls and women who are

risk of abnormal contraindicated in

being treated with valproate
Alert 50 g3

pregnancy § o 017 women and girls
outcomes: new of childbearing
communication potential unless
materials conditions of
Pregnancy
Prevention
Programme
(PPP) are met

MHRA major
safety review

Antiepileptic
drugs: review of

safety of use
during
pregnancy

MHRA Drug
Safety Update
Valproate use in
men: as a

precaution. men
and their partners

National Patient
Safety Alert
(NatPSA)
Valproate:
organisations to
prepare for new
regulatory
measures for
oversight of
prescribing to new
patients and
existing female
patients

(NatPSA/2023/013/

MHRA)

should use
effective
contraception

MHRA Drug Safety
Update Valproate:
review by two
specialists is
required for
initiating valproate
but not for male
patients already
taking valproate



https://www.gov.uk/drug-safety-update/medicines-related-to-valproate-risk-of-abnormal-pregnancy-outcomes
https://www.gov.uk/drug-safety-update/medicines-related-to-valproate-risk-of-abnormal-pregnancy-outcomes
https://www.gov.uk/drug-safety-update/medicines-related-to-valproate-risk-of-abnormal-pregnancy-outcomes
https://www.gov.uk/drug-safety-update/medicines-related-to-valproate-risk-of-abnormal-pregnancy-outcomes
https://www.gov.uk/drug-safety-update/medicines-related-to-valproate-risk-of-abnormal-pregnancy-outcomes
https://www.gov.uk/drug-safety-update/medicines-related-to-valproate-risk-of-abnormal-pregnancy-outcomes
https://www.gov.uk/drug-safety-update/valproate-and-of-risk-of-abnormal-pregnancy-outcomes-new-communication-materials
https://www.gov.uk/drug-safety-update/valproate-and-of-risk-of-abnormal-pregnancy-outcomes-new-communication-materials
https://www.gov.uk/drug-safety-update/valproate-and-of-risk-of-abnormal-pregnancy-outcomes-new-communication-materials
https://www.gov.uk/drug-safety-update/valproate-and-of-risk-of-abnormal-pregnancy-outcomes-new-communication-materials
https://www.gov.uk/drug-safety-update/valproate-and-of-risk-of-abnormal-pregnancy-outcomes-new-communication-materials
https://www.gov.uk/drug-safety-update/valproate-and-of-risk-of-abnormal-pregnancy-outcomes-new-communication-materials
https://www.england.nhs.uk/wp-content/uploads/2019/12/Patient_Safety_Alert_-_Resources_to_support_safe_use_of_valproate.pdf
https://www.england.nhs.uk/wp-content/uploads/2019/12/Patient_Safety_Alert_-_Resources_to_support_safe_use_of_valproate.pdf
https://www.gov.uk/government/publications/public-assesment-report-of-antiepileptic-drugs-review-of-safety-of-use-during-pregnancy/antiepileptic-drugs-review-of-safety-of-use-during-pregnancy
https://www.gov.uk/government/publications/public-assesment-report-of-antiepileptic-drugs-review-of-safety-of-use-during-pregnancy/antiepileptic-drugs-review-of-safety-of-use-during-pregnancy
https://www.gov.uk/government/publications/public-assesment-report-of-antiepileptic-drugs-review-of-safety-of-use-during-pregnancy/antiepileptic-drugs-review-of-safety-of-use-during-pregnancy
https://www.gov.uk/government/publications/public-assesment-report-of-antiepileptic-drugs-review-of-safety-of-use-during-pregnancy/antiepileptic-drugs-review-of-safety-of-use-during-pregnancy
https://www.gov.uk/government/publications/public-assesment-report-of-antiepileptic-drugs-review-of-safety-of-use-during-pregnancy/antiepileptic-drugs-review-of-safety-of-use-during-pregnancy
https://www.gov.uk/government/publications/public-assesment-report-of-antiepileptic-drugs-review-of-safety-of-use-during-pregnancy/antiepileptic-drugs-review-of-safety-of-use-during-pregnancy
https://www.cas.mhra.gov.uk/ViewandAcknowledgment/ViewAlert.aspx?AlertID=103240
https://www.cas.mhra.gov.uk/ViewandAcknowledgment/ViewAlert.aspx?AlertID=103240
https://www.gov.uk/drug-safety-update/valproate-use-in-men-as-a-precaution-men-and-their-partners-should-use-effective-contraception
https://www.gov.uk/drug-safety-update/valproate-use-in-men-as-a-precaution-men-and-their-partners-should-use-effective-contraception
https://www.gov.uk/drug-safety-update/valproate-use-in-men-as-a-precaution-men-and-their-partners-should-use-effective-contraception
https://www.gov.uk/drug-safety-update/valproate-use-in-men-as-a-precaution-men-and-their-partners-should-use-effective-contraception
https://www.gov.uk/drug-safety-update/valproate-use-in-men-as-a-precaution-men-and-their-partners-should-use-effective-contraception
https://www.gov.uk/drug-safety-update/valproate-use-in-men-as-a-precaution-men-and-their-partners-should-use-effective-contraception
https://www.gov.uk/drug-safety-update/valproate-use-in-men-as-a-precaution-men-and-their-partners-should-use-effective-contraception
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-review-by-two-specialists-is-required-for-initiating-valproate-but-not-for-male-patients-already-taking-valproate
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-review-by-two-specialists-is-required-for-initiating-valproate-but-not-for-male-patients-already-taking-valproate
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-review-by-two-specialists-is-required-for-initiating-valproate-but-not-for-male-patients-already-taking-valproate
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-review-by-two-specialists-is-required-for-initiating-valproate-but-not-for-male-patients-already-taking-valproate
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-review-by-two-specialists-is-required-for-initiating-valproate-but-not-for-male-patients-already-taking-valproate
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-review-by-two-specialists-is-required-for-initiating-valproate-but-not-for-male-patients-already-taking-valproate
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-review-by-two-specialists-is-required-for-initiating-valproate-but-not-for-male-patients-already-taking-valproate
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-review-by-two-specialists-is-required-for-initiating-valproate-but-not-for-male-patients-already-taking-valproate

Valproate safety measures £reoosiie

oversight of prescribing to new pauents and existing female patients

28 November 2023 o NatPSA/2023/013/MHRA

This alert is for action by: Integrated Care Boards (in England), Health Boards (in Scotland), Health Boards
(in Wales), and Health and Social Care Trusts (in Northern Ireland)

This is a safety critical and complex National Patient Safety Alert. an lead for

« The regulatory change in January 2024, for oral S e

valproate medicines, meant that: ——————— A

The MHRA is asking organisations to put a plan in place to When: To begin as soon as possible and be completed by
new for sodium valproate, 31 January 2024

valproic acid and v Ma‘ﬂ semisodium (valproate). This follows Designate a new or existing group to co-ordinate the
a comprehensive review of safety data, advice from the |rnplomvnlauo n of the new regulatory measures in

 Valproate must not be started in new patients e || e

(male or female) younger than 55 years, unless two eI, || e

or not tolerated, and that any use of valproate in women of depart ts

specialists independently consider and document et | .

these measures also aim to reduce initiation of valproate to only

that there is no other effective or tolerated treatment, temhreemeremiogl | | - Sonm——_—_

- - means that prescribing of vaiproate to reflect the new rogulaloty
A Valproate must not be started in new patients (male or position, including definitions of the roles a
or there are con |peII|ng reasons that the reproductlve o e s ok st of chricread e
consider and that thero is no . and the g of with
other effective or tolerated treatment, or there are the risk forms

1 compelling reasons that the reproductive risks do not b. C g work if ry to the
rl S S O n O a.p p y- apply needs of the affected population, including those

people most at risk of health noqualllns

8. Al their next annual specialist roview, women of c. Reviewing the results of local auditis) of compliance

childbearing potential and giris should be reviewed

using a revised valproate Risk Acknowledgement Form, ‘l—APLM— for girls and WO,
. . . . which will include the need for a second specialist . pitant
L signature if the patient is to continue with valproate and d g the local p ys of
elr next annual speciallst review, women an et e o i re s it oo moon o ey b %3 ot
the patient’s situation changes relation to the prescribing and review of valproate.

e. Planning for and identification of clinical resource to

girls of childbearing potential should be reviewed e, | SR

womon od chboamg poem!al

using a revi iIsed va proate Annual Risk S b e g vt [0 Bese o s ege o s e g s

newly prescribing valproate in patients younger than 55, deadline that is communicated with all relevant staff to

ensure smooth implementation of the new regulatory
Advise leaders in general practice and pharmacy that teams measures and to allow for continuous improvement in

cknowileagement Form , which will include sross oo o resrbo s daperse roumizo ||| e sadens o o o o rsos
discuss the current wamings and upcoming meoasures relating to ongoing impe monitoring

valproate with their patients and consider together how it affects ». .

the need for a second specialist signature if the e | &
patient is to continue with valproate and subsequent

annual reviews with one specialist unless the e e e

To leam more on how alert issuing bodies are working together to Issue alerts please go to https.//www.england.nhs uk/patient-

patient’s situation changes. P e A



Valproate safety measures

Valproate (Belvo, Convulex, Depakote,
Dyzantil, Epilim, Epilim Chrono or

- Z’°“e" 00 mg Chronosphere, Episenta, Epival, and
TN tedicin can sertowsy harnk B8 | i esistant ablets Syonell ¥) regulatory changes are further
‘unborn baby, Always use effective Valproate semisodium
contraception during your treatment, Supported by
M you ave thinking about becoming

mm-t.wm pregnant,
WARNING FOR WOMEN "2/ to your doctor straight away.

AND GIRLS Dol sop taking thi medicine | [ Ramames - smaller pack sizes to encourage
IO tY B e monthly prescribing

_  a pictogram/warning image on
p— valproate labelling

valproate semisodium - _ L. l~E
(also known as divalproex 1dDICT
- sodium USAN)

* rules introduced in 2023 to ensure all
patients receive the whole pack of
valproate with the warnings on the box

30 gastro-resistant tablets
SANOFI\J 1



https://www.gov.uk/government/publications/full-pack-dispensing-of-valproate-containing-medicines/full-pack-dispensing-of-valproate-containing-medicines
https://www.gov.uk/government/publications/full-pack-dispensing-of-valproate-containing-medicines/full-pack-dispensing-of-valproate-containing-medicines

Valproate risks to babies and children

Valproate is associated with a significant risk
of birth defects and developmental disorders

~1in 9 babies are =4 in 10 children are at 1in 20 children are at are
at risk of a physical risk of developmental at risk of developmental
birth abnormality disorders disorders
| —
’ i |
General population i;ﬁi:;m of 100 General population I?ggut 3 to 4 out of General AboLtt 3 to 4 out
Val t About 10 out of 100 BN o199
alproate ou outo Valproate About 3 to 4 out of
babies P 10 children Valproate g Iz:gcrz:‘ 100
Phenob?rbital 8 1o 7 out 100 babies The effects on development can include: The types of neurodevelopmental
Phenytoin 2:;‘;‘55 out of 100 *  being late in learning to walk and talk dlsorders observed include:
* lower intelligence than other children of autism spectrum disorder
Topiramate 4 to 5 out of 100 the same age * intellectual disability
babies * poor speech and language skills * communication disorder
Carbamazepine 4 to 5 out of 100 * memory problems. « attention deficit hyperactivity
babies disorder, movement disorders
MHRA (2024) Valproate use by women and gis MHRA (2024) Valproate use by women and gils bl et b b s e
MHBAQQZl)AmLemLemm_dmgﬂ@mLsammuﬁs Mﬁﬁmﬂmmmmmmlzmm MWWW ief ; i i
Deserve Better: Prevention Pays


https://www.gov.uk/guidance/valproate-use-by-women-and-girls
https://assets.publishing.service.gov.uk/media/5ff5bc82d3bf7f65d550563c/AED-PAR-PDF-FINAL-Jan21.pdf
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https://assets.publishing.service.gov.uk/media/5a7484a8ed915d0e8bf18ed7/33571_2901304_CMO_Chapter_9.pdf
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Valproate safety update

Safety requirement Men and boys of reproductive Women and girls of childbearing

potential potential

Valproate use Should not be started in patients aged  Must not be started in new patients younger
under 55 years unless two specialists than 55 years, unless two specialists
consider and document that there is no independently consider and document that
other effective or tolerated treatment or there is no other effective or tolerated
the risk of infertility or potential risk of treatment, or there are compelling reasons

testicular toxicity do not apply that the reproductive risks do not apply
Contraindications Precautionary advice to not donate Must not be used unless the conditions of
(excluding clinical sperm during treatment with valproate  the Pregnancy Prevention Programme are
contraindications and for three months after stopping met
detailed in the BNF) valproate Must not be used in pregnancy for migraine

prophylaxis [unlicensed] and bipolar
disorder; BUT it must only be considered
for epilepsy if there is no suitable alternative
treatment



https://bnf.nice.org.uk/drugs/sodium-valproate/

Valproate safety update

Safety requirement Men and boys of reproductive Women and girls of childbearing
potential potential

Treatment risks Risk of infertility and Risk of physical birth abnormality and
neurodevelopmental disorders in neurodevelopmental disorders in children
children

Risk minimisation tool Risk acknowledgment Form (RAF) — Annual risk acknowledgement form (ARAF)
New initiations only — New initiations and existing patients

Specialist counter Two specialists must sign the form for Two specialists must sign the form for new

signatories new patients initiating valproate under 55 patients initiating valproate under 55 years
years of age, but it is not be required for  of age and thereafter annual review and
men (or males) currently taking ARAF completion with a single signature is
valproate. required

Annual treatment No mandatory annual specialist review Annual specialist review required for all

review but may require specialist review where  female patients on valproate to reassess
applicable as part of usual care treatment need and risks




Valproate safety update

Safety requirement Men and boys of reproductive potential Women and girls of childbearing potential

Contraception Patient and sexual partner of childbearing Highly effective methods (typical-use failure
potential should both use effective birth rates of less than 1%) female sterilisation
control (condoms and another form of and long-acting reversible contraceptive
female contraception) as a precaution and (LARC) methods (intrauterine devices and
for at least 3 months after stopping Implants)
valproate

Patient information Patient gquide Patient quide

Patient card

Decision tool: to guide decisions about taking
valproate for epilepsy

Decision tool: to guide decisions about taking
valproate for bipolar disorder

Advice for male patients on valproate to
use contraception



https://mhra-gov.filecamp.com/s/i/Zw7qR7wEy1YKeIEf
https://assets.publishing.service.gov.uk/media/66d99722293afcbf8a811102/Advice_for_male_patients_on_valproate_to_use_contraception_PUBLISH_.pdf
https://assets.publishing.service.gov.uk/media/66d99722293afcbf8a811102/Advice_for_male_patients_on_valproate_to_use_contraception_PUBLISH_.pdf
https://mhra-gov.filecamp.com/s/i/Zw7qR7wEy1YKeIEf
https://mhra-gov.filecamp.com/s/i/yGUUvmiJbQFAj3Mc
https://www.england.nhs.uk/wp-content/uploads/2023/05/Patient-decision-support-tool-is-valproate-the-right-epilepsy-treatment-for-me.pdf
https://www.england.nhs.uk/publication/decision-support-tool-bipolar-disorder-is-valproate-the-right-treatment-for-me/

Pregnancy Prevention Programme
(PPP)

prement . qontialy comprises:

valproate pregnancy
prevention programme

Information on the risks of Valproate » Discussing the risks of pregnancy with patients / responsible
use in all patients pe rson

This medicine will be referred to as valproate
throughout this guide and covers the brands

Epilim, Depakote, Convulex, Episenta, Epival, « Serum pregnancy test before first prescription
Sodium Valproate, Syonell, Belvo & Dyzantil.

Guide for Healthcare Prof'essiona(sn

wreient  Arrange use of effective contraception (most likely ITUD or implant)
' before first prescription and then on an ongoing basis

prevention programme

Sl i i el o st 3 i « Completion of an Annual Risk Acknowledgement Form by the
Bt i in i sl patient or their responsible person / parent

Itis that women taking antiepi drugs in general, and
valproate in particular, are enrolled in the UK Epilepsy and Pregnancy Register
(http://www.epilepsyandpregnancy.co.uk). This should be done as early as possible

« A minimum of annual specialist review

» Providing a copy of the Patient Guide to the patient (or
parent/caregiver/responsible person)

The information in this guide has been approved by the Medicine
and Healthcare products Regulatory Agency (MHRA).




Pregnancy Prevention Programme
(PPP)

Role of general practitioners Patiert Guide: What you -

: o . . L to know about valproate
Refer new patients to a specialist for diagnosis and treatment initiation. T oSl il e rebred s valpeoats oughiont 1l ikl

and covers the brands Epilim, Depakote, Convulex, Episenta,
Epival, Sodium Valproate, Syonell, Belvo & Dyzantil.

Follow up with each female patient after their specialist review, especially if they Yo) %
are on valproate, to ensure:

* They have the Patient Guide and a signed Annual Risk Acknowledgment Form i gues s o atonaver What's New in this Guide

containing the active ingredient valproate (as The main changes made from the previous

i n thei r medical records. j:x\t\:;ig)oa‘}:;;:ﬁr:xa;n;::;o:;n:xom version (dated November 2021) are as follows:

brand names which are listed at the top of this New patients:
guide. You might find it helpful to talk about * For patients aged under 55 years, two
this guide with your partner, friends and family, specialists must agree that your condition

It contains key information about the risks of does not respond to other treatments or other

« They are using effective contraception and understand its importance o esiersr o e

READ THIS GUIDE ALONG WITH THE PATIENT .
INFORMATION LEAFLET WHICH IS INCLUDED  © c2/€ Patients:

throughout valproate treatment, including pregnancy testing if needed. D ot F YOom e Pl pars st 85y

KEEP THIS GUIDE. YOU MAY NEED TO READ taking valproate, two independent specialists
must agree that your condition does not

T AGAIN.
:)o ot v al ist respond to other treatments or other
stop taking valproate unless your speciall
tells you to. This Is treatments are not tolerated and document

* Remind them to contact you immediately if there’s any issue with o v kg gt 3 v e

M H an increased risk of relapse in those treated for malformations for exposed pregnancies.
contraception or a possible pregnancy. Moo i Bvorsuspomi sl e
More information can also be found online at use in polytherapy during pregnancy.
www. medicines.org.uk by entering “valproate”
in the search box and then clicking on “Risk Male patients:

Materials™ next to any of the medicines listed. You  « New information: the risks associated with

« For children on valproate, ensure the responsible person contacts the GP S NS O RANBNAR st e ek ol
once the patient has their first period, so the GP can refer the patient
back to the specialist.

The information in this Guide has been approved by the UK medicines regulator,
the Medicines and Healthcare products Regulatory Agency (MHRA).




Contraception

Women and girls of childbearing potential Men and boys of reproductive potential

» Itisrecommended that patients and sexual partners
of childbearing potential should both use effective
birth control (condoms and another form of
contraception) as a precaution while taking
valproate and for at least 3 months after stopping

« Optimal choice is highly effective method (user
independent) that have typical-use failure rates of less
than 1% and include the long-acting reversible
contraceptives (LARC):

» copper intrauterine device (Cu-1UD), valproate.

» levonorgestrel intrauterine system (LNG-I1US), Ways to access contraception vary

* progestogen-only implant (IMP), and » Specialist referral to community or hospital

. Sterilisation, sexual health services.

» Specialist referrals to gynaecology when

If a user-independent form is not used, two assessing the appropriateness of valproate.
complementary forms of contraception including a « Recommendation to the patient to use two
barrier method should be used and regular pregnancy complementary methods of contraception and to
testing considered. discuss with the GP.


https://assets.publishing.service.gov.uk/media/66978ca6a3c2a28abb50d0e3/aide-memoire_table-2024.pdf

Annual Risk Acknowledgement Form

VALPROATE HAS RISKS IN PREGNANCY

Children exposed to valproate during pregnancy have a high risk for congenital malformations and
neurodevelopmental disorders which may lead to permanent disability.

Valproate should not be used in female patients aged under 55 years unless two specialists (specialist prescriber and

Document completed by the specialist overseeing the Pregnancy Y ot s o, i o ot hr i e or e

treatment. This form outlines the conditions of prevent - the valp (=14 y P and when these must

Prevention Programme for new and existing women and girls of et s e et ssn st ey v et gt gt (.5 pstmenips

patients or those after hysterectomy) do not need to complete this form beyond step 1. This form can be used to support

reproductive potential L

prevent does not apply to this patient.

The ARAF has four steps to the form:

» Step 1: specialist to determine if the patient is at risk of reproductive harms | o o ————

should also be shared with all healthcare professionals listed in the table below.

of valproate R et e

» Step 2: specialist and countersigning specialist to state their prescribing e
decision. _ — _
- Step 3: specialist prescriber to explain the risks to patient ——

prescriber can sign here to confirm that discussion with
countersigning specialist has occurred

« Step 4: needs to be completed by the patient before enrolment onto
‘PREVENT’

Name and address of patient’s General Practitioner (GP):

Date form completed:

ARAF is completed at each annual specialist review. e e e S e

More information €an also be found online st wwamedicines.org.uk by entering ~valproate”
i the search box and then clicking on “Risk Materials™ next to any of the medicines listed.




Risk Acknowledgement Form (RAF)

Newly started men and boys of reproductive potential Risk Acknowledgement Form
FOR MALE PATIENTS STARTING VALPROATE

- - - n - - - - This form is used for new male patlents sﬂminga medicinemntaining ualproate.
» Specialist initiating will complete Risk Acknowledgement Form for male patients Wt Aol it mee s ogumder ek syt i vt P i
. | no other effective or tolerated treatment or the risk of infertility or potential risk of testicular toxicity do not apply.
starting valproate: i fom aplie o mal e aged 5 s because b sthe e goup st ety o beaffected byt oo

infertile), the countersigning specialist is not required, and the spedialist prescriber should use this form to document the reason
and in the patients notes.

» Used to support and record the discussion between the patient and
specialist prescriber of the risks associated with valproate in when starting
treatment with valproate and to record the decision of the countersigning _.
sp ecialist. - Thncotging st met et e

Once completed, a copy of this form should be given to the patient or their responsible person and stored in their medical notes,
3 isted i le bel

- This currently only needs to be completed by a specialist at initiation o e
of valproate in new patients. - . —
Existing men and boys Of reproductive potential Name and contact details of specialist prescriber: Role and unigue identifier:
« MHRA issued a reminder in February 2025 that two signatories (e.g. RAF) are not B —
requ|red_ ame of countersigning special le and unique identifier:
« At the next face to face (in person) scheduled/routine medication review, e '
clinicians can use the updated MHRA patient guide to facilitate a discussion S
about potential reproductive risks. R

» Further information available in the NEL guidance note GP-actions-for-Valproate-
in-male-patients-Sept-2024. pdf.



https://www.medicines.org.uk/emc/rmm/2975/Document
https://www.gov.uk/government/news/update-on-2-specialist-review-requirements-for-male-patients-already-taking-valproate
https://primarycare.northeastlondon.icb.nhs.uk/wp-content/uploads/2024/10/GP-actions-for-Valproate-in-male-patients-Sept-2024.pdf
https://primarycare.northeastlondon.icb.nhs.uk/wp-content/uploads/2024/10/GP-actions-for-Valproate-in-male-patients-Sept-2024.pdf
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North East London

Valproate, also known as sodium valproate, valproic acid and valproate semi-sodium, is used as a treatment for epilepsy, bipolar disorders, and other indications. It is an active ingredient licensed under several brand names and
generic sodium valproate. A National Patient Safety Alert (NatPSA) was introduced in January 2024 to ask clinicians to implement new measures to reduce the harms of valproate. In September 2024, due to new evidence of possible
harms of valproate in men, the MHRA has issued new safety measures to further support prescribers around the safe use of valproate in all men and their partners

Risk in girls and women of childbearing potential
The Medicines & Healthcare products Regulatory Agency (MHRA) now states in valproate safety measures that in women and girls of childbearing potential, if valproate is taken during pregnancy, up to 4 in 10 babies are at risk of
developmental disorders and approximately 1 in 10 are at risk of birth defects.

Responding to concerns that some women were not aware if the risks when used in pregnancy, the MHRA now advise that valproate must not be used in any women or girl able to have children unless there is a pregnancy prevention
programme (PPP) in place, also known as 'PREVENT'

There are specific conditions that patients of 'childbearing potential' should meet if participating in the programme. The patient should
* Receive counselling on the risks of valproate and the need for effective contraception.
* Have a signed Annual Risk Acknowledgement Form (ARAF). DE M O
* Receive highly effective contraception.
* Have a review with their specialist at least annually.

Potential risk in boys and men of reproductive potential

The MHRA advices, in men and boys of reproductive potential valproate taken around the time of conception was associated with 5 out of 100 children being diagnosed with a neurodevelopmental disorder.

As a precaution, men prescribed valproate and their partners should use effective contraception and those planning a family within the next year should speak to a healthcare professional about their treatment options.
Please note any specialist initiating valproate in males must complete a Risk Acknowledge Form (RAF) at initiation and a second independent specialist must confirm that there is no other effective or tolerated treatment.

Purpose of the dashboard
The dashboard aims to support and assure the safe use of valproate and minimise the teratogenic risk of valproate to patients of childbearing and reproductive potential, by showing the

* Number of girls and women of child bearing potential with valid annual Risk Acknowledgement Form (ARAF) completed.

* Number of boys and men of reproductive potential with a completed risk acknowledgment form (RAF).

* Prevention Prevention Programme (PPP) status for girls and women of childbearing potential.

» Up to date on a Pregnancy Prevention Programme (PPP).
The dashboard will identify and stratify patients of childbearing potential prescribed valproates by their NEL GPs based on adherence to MHRA safety guidelines and the patient's risk of becoming pregnant. It should incorporate the
identity of the specialist secondary or mental health Trusts managing the care of the patient for specific indications and specialists related to valproate use or taking valproate containing medicines, to enable clinicians and pharmacists
to monitor, review and manage our patients, within NEL.
The dashboard has been developed in compliance with the NatPSA Safety Alert, to establish a NEL-wide dashboard / registry, to identify, review, manage and monitor all women and girls of childbearing potential and boys and men of
reproductive potential under the age of 55 years of age prescribed valproate.

Overview of the proposed process
All the indicators are based on SNOMED coded data which is collected at Practice level and aggregated at NEL level. To support data quality assurance, it is important for practices to keep the patient's electronic health record up to
date.

Designed and Implemented by Systems Development and Data Management Team For enquiries , please contact servicedesk@Ilondonhds.nhs.uk


https://app.powerbi.com/groups/me/reports/895dfcef-2786-4ce2-9de2-b6c312d8330c/?pbi_source=PowerPoint

Valproate Annual Risk Please note Valproate Medication looks for data points at given time, 2015 onwards unlike m

2,236,625 . . e
Annual Risk Acknowledge (ARAF) and Pregnancy Prevention Program (PPP) which is limited pNorth E London
Acknowledgment - ARAF List Size e orth East Londo
’ -
__\‘ ’ Summary : Data is limited to the last 12 months Monday, 1 April 2024 to Monday, 31 March 2025 except for Valproate Medications, where medications are

picked at any point of time starting from 2015 onwards

Borough DEM O

Valproate Annual Risk Acknowledge /
Pregnancy Prevention Program measures

Valproate Medication measures

All
Valproate Annual Risk Acknowledge - ARAF Patients with Valproate Medication
PCN 315 11,794
All
Patients with Pregnancy Prevention Program Patients on Valproate Medication and ARAF D E M O
GP Practice 263 279
All
Patients with ARAF and having Learning Disability Patients on Valproate Medication and PPP

AR 13 117

All

Ethnicity Patients with ARAF Form and having A&E Attendance

99 Snomed Codes and Activity Counts

All Snomed Code Snomed Description Patients with ARAF
AESCT1433401 Valproate ARAF (Annual Risk Acknowledgement Form) 0

Gender Patients with ARAF and having an admission completed

All 72 Y362e Valproate Annual Risk Acknowledgement Form completed 0
1366401000000107 | Valproate Annual Risk Acknowledgement Form completed 136

(situation)
EMIS / System One :
y Patients with ARAF and having an Outpatient appointment AESCT1433400 Valproate Annual Risk Acknowledgement Form completed 142
All 196

Monday, 31 March 2025
Last Updated

DEMO


https://app.powerbi.com/groups/me/reports/895dfcef-2786-4ce2-9de2-b6c312d8330c/?pbi_source=PowerPoint
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Resources for healthcare
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| ocal resources

Guidance notes outlining actions for clinicians in primary and secondary care in response to medicines safety related
- national patient safety alerts and drug safety updates.

Q Valproate safety dashboard and templates (EMIS and SystmOne) to support patient identification and implementation
measures to mitigate risk of harm to girls and women of childbearing potential and boys and men of reproductive potential.

ﬂ OptimiseRx valproate safety messages that warn clinicians about teratogenic risks and support adherence to regulatory
measures (e.g. PPP, ARAF, RAF)

_‘@' TMSIG will identify deliverables and initiatives that would benefit from a whole system ‘do once approach’ and facilitate co-
~~h delivery e.g. FAQs/factsheet on contraception for patients prescribed valproate (coming soon).

2} TMSIG aims to co-ordinate a standardised approach to medicines safety related national patient safety alerts or local
6-0 incidents involving medicines with teratogenic potential.



NEL Valproate monitoring template

(RP) Valproate Monitoring NEL CEG v1 (Testing)

Pages

«

RAF

Contraception review
Patient Counseling
Guidance

Version control

CEG Barts and The London
Clinical Effectiveness Group School of Medicine and Dentistry
CEG Webstte

This template has been created to aid structured clinical data entry and present clinical information already coded in the health record. It is not a diagnostic tool or intended to replace clinical
judgement.

For any feedback on this template, please contact us on;
ceg-feedback@gmul.ac.uk

Attribution-NonCommercial-No Derivatives 4.0 International CC BY-NC-ND 4.0
For further info:

I Vs mi N nse:

Valproate Annual Risk Acknowledgement Form

Receipt of Annual Risk Acknowledgement Form (ARAF) for girls and women of childbearing potential

In girls and women of chidbearing potential, valproate must be initiated and supervised by a specialist experienced in the management of epilepsy or bipolar disorder. The ARAF must be updated annually.

0 Valproate Annual Risk
— Acknowledgement Form completed

Valproate ARAF completion next due Date:

[C) (date specified by the specialists on
the ARAF)

(RP) Valproate Monitoring NEL CEG v1 (Testing)

Pages

«

ARAF

RAF
Contraception review
Patient Counseling

Guidance

Version control

Valproate Risk Acknowledgement Form

Receipt of Risk Acknowledgement Form (RAF) for boys and men of reproductive potential

In boys and men of reproductive potential that are newly initiated on valproate, a risk acknowledgement form should be completed. Currently, risk acknowledgement forms do not need to be completed for existing
patients.

() valproate RAF completed 27-Mar-2025 No previous entry
Valproate RAF completion next due Date:

[C) (date specified by the specilists on
the RAF)




NEL Valproate monitoring template

(RP) Valproate Monitoring NEL CEG v1 (Testing)

Pages « Contraception review

ARAF In women and girls of childbearing potential prescribed valproate, highly effective contraception should be used. If highly effective contraception is not used, 2 forms of (including one barrier method) complementary
contraception is recommended

RAF In men and boys with reproductive potential prescribed valproate as a precaution, men and their partners should use effective contraception.

Contraception review Q1. Is contraception indicated? -

Patient Counseling If not indicated complete Q2

Guidance If indicated complete the following gquestions:

Version control - Q3, Q4, Q5 and Q6 for girls and women of childbearing potential

- Q7, Q8 for boys and men of reproductive potential

Q2. Reason contraception not indicated? ~ tr
Other reason for contraception not -
indicated:

Contraception in girls and women of childbearing potentional

Q3. Does the patient use highly
effective contraception (see the
Guidance page for information)?

Complete this section if the patient is using highly effective contraception

Q4. What highly effective contraception y '
6 used? (see the Guidance page for
nformation)?

for contr n

Complete this section if the patient is MOT using highly effective contraception

Q5. Does the patient use 2 forms of
{ncheding one barmer method)
complementan CoNtraception?

Q6. Is freguent pregnancy testing
carried out?

Contraception in boys and men patients of reproductive potential

Q7. What bamer method of
contraception & used?

Q8. Partner of chidbearng potential
USes Contraception?




NEL Valproate monitoring template

(RP) Valproate Monitoring NEL CEG v1 (Testing)

Pages «

ARAF
RAF
Contraception review

Patient Counseling

Patient Counselling

Discussed contraception? |

Discussed potential harms of valproate to v|
foetus (see the Guidance page for

information)?

Patient leaflet given? (see the Guidance v|

page for information)?

No previous entry

Guidance

Version control

Complete this section for patients on the Valproate Pregnancy Prevention Programme

Does the patient have an alert card (see v|
the Guidance page for information)?

Checked the patient has an annual Y|
appointment with the specilist?

Discussed options if planning a family in 1 |
year?




NEL Valproate monitoring template

(RP) valproate Monitoring NEL CEG v1 (Testing)

Pages « Guidance
ARAF This template has four forms in relation to use of valproate in patient of childbearing and reproductive potential. For more information on the role and responsibilities for monitoring valproate, please refer to MHRA:
RAF Valproate Safety Measures

Form 1 - Receipt of ARAF
Contraception review

The first form should be completed upon receiving correspondence from a specilist in relation to the annual risk acknowledgment form (ARAF) for girls and female patients prescribed valproate.

The ARAF has three steps to the form.

Patient Counseling

| Guidance

Step 1 is for the specialist to determine if the patient is at risk of reproductive harms of valproate
Version control Step 2 specialist and countersigning specialist to state their prescribing decision.

Step 3 specialist prescriber to explein the risks to patient.

Step 4 needs to be completed by the patient before enrolment onto "PREVENT’

For patients with a permanent absence of pregnancy risk, please ensure they have a historical 'Step 1" ARAF completed by the specialist on the patient record.

Patients with a temporary absence of pregnancy risk need to be referred for annual reviews by their specalist.

form 2 - Receipt of RAF

The second form should be completed upon recemving correspondence from a speciaist in relation to the risk acknowledgment form (RAF).for boys and male patients newly nitiated on vaiproate.
The RAF has three steps to the form.

Step 1 s for the specalst to determine £ the patient s at rsk of reproductive harms of valproate

Step 2 & to state that the patient & both of reproductive potential and s at risk of infertiity and effects on the male reproductive system

Step 3. needs to be completed by the patent acknowledge discssion of the benefits and rsks of valproate
Form 3 - Review of Contraception

The third from should be completed annualy by a primary care cinician to determine f the dinican & satisfied with the current contraceptive method(s) prior to referring the patient back to the specialst to complete n
ARAF or RAF.




NEL Valproate monitoring template

(RP) Valproate Monitoring NEL CEG v1 (Testing)

Pages

«

ARAF
RAF
Contraception review

Patient Counseling

Guidance

Version control

ARKAF Ul KAF.
Highly effective contraception

Highly effective methods have typical-use failure rates of less than 1% and include male or female sterilisation and long-acting reversible contraceptive (LARC) methods (intrauterine devices e.g. copper intrauterine
device (Cu-IUD) or Mirena® (LNG-IUD) and progesterone only implants (IMP)). Please refer to the MHRA

Please note the code for ntrauterine device refers to both copper intrauterine device (Cu-IUD) or hormone releasing systems e.g. Mirena® (LNG-IUD).
n V! hods for w n takin in h n ntial
Notes:
Enzyme inducing medications can reduce the effectiveness of progesterone only implants
Complementary forms of contraception

This includes combined oral contraceptives or the progesterone-only contraceptive pill in established users who demonstrate reliable and consistent use, and who take it alongside a barrier form of
contraception (e.g. condom, cap or diaphragm) and undertake frequent pregnancy testing.

Please refer to the MHRA:

Pregnancy testing and contraception fgr pregnancy prevention Aide Memoir

Advice for male patients on valproate to use contraception
Form 4- Patient Counselling

Patient guide to be provided to all girls and women of childbearing potential (or those responsible for their care) who are started on, or continue to use, valproate.
Valpr: Patien

Patient card to be given by pharmacists to all female patients (or those responsble for therr care) who are dispensed valproate to inform them of the risks.
Valpr Patien I




NEL Valproate monitoring template

(RP) Valproate Monitoring NEL CEG v1 (Testing)

Pages « Versions
ARAF v 1.0 - December 2024 - NEL Teratogenic Medicines Safety Improvement Group (TMSIG) and Queen Mary University London Clinical Effectiveness Group
Rar The information contzined in this template is issued on the understanding that it is accurate based on the resources at the time of issue. It is to be used for guidance and should not replace clinical judgement.
A

For safety advice, please refer to the Medicines and Healthcare products Regulatory Agency (MHRA).
Contraception review

For medication advice, please refer the summary of product characteristics (SPC) and the most current version of the British National Formulary (BNF) for full information on contraindications, warnings, side-effects and drug
Patient Counseling interaction, or contact your place-based medicines optimisation pharmacy team.

Guidance

Version control




OptimiseRX

~ Sodium valproate and valproic acid preparations: compliance with pregnancy_prevention programme required for female patients of childbearing_ potential + . | Actions - || = Comment

Headline:

Ensure a valproate pregnancy annual risk acknowledgement form has been completed (otherwise treatment is contraindicated).

Details:

The MHRA National Patient Safety Alert (NatPSA/2023/013/MHRA; Nov 2023) advises that valproate must not be initiated unless two specialist independently consider and document that other treatments are ineffective or not tolerated, and that any use of valproate in women of childbearing potential who
cannot be treated with other medicines is in accordance with the Pregnancy Prevention Programme (PPP), or there are compelling reasons that the reproductive risks do not apply. Women of childbearing potential and girls should be reviewed using a revised valproate Risk Acknowledgement Form, and the

need for continued treatment should be assessed annually, either by two specialists at patient's next review or by one specialist thereafter, unless the patient's situation changes.

Ensure patients/carers are fully informed of the risks of valproate in pregnancy, and the need for effective long-term contraception.

Local Text: #  References: ©  Description of Rule Logic:
View local text Female patients aged 10 to 54 years (inclusive), not recorded as of no childbearing potential, without
MHRA a completed valproate Annual Risk Acknowledgement Form within 1 year, prescribed a valproic acid
preparation (including salts/esters).
MHRA
MHRA

View Trigger Products || View Audit History National Acceptance Rate: N/A ) ID: 19466




OptimiseRX

~ Spdium valproate and valproic acid preparations: inform of the risks and advise male patients to use contraception during and after treatment - NEL ICB

Headline:
Inform male patients aged 12 years and over of risks and advise to use safe and effective confraception during valproate treatment and for at least 3 months after stopping.

Details:

. | Actions ~ || & Comment

The MHRA Drug Safety Update (Sep 2024) recommends that men who may father children, and their partners, use effective contraception (condoms, plus coniraception used by the female sexual pariner) due to the risk of neurodevelopmental disorders in children of men freated with valproate in the 3 months
prior to conception. Advise men not to donate sperm during valproate treatment and for 3 months after stopping. Patients planning a family in the next year should be referred to a specialist to discuss alternative treatment options. Patients should not stop valproate or change their dose unless told to do so by a

specialist.

Reproductive potential in male patients starts from puberty (onset can be as early as 9 years old) and continues beyond 55 years. Those who have started puberty and men older than 55 years on valproate should be counselled on the risk as appropriate.

Local Text: © References:

MHRA

View Trigger Products || View Audit History

L+

Description of Rule Logic:

Male patients aged 12 years and over, not recorded with inferfility, prescribed a valproic acid
preparation.

National Acceptance Rate: NIA ) ID: 34011




National resources

Healthcare professionals

Healthcare Professional Guide: Provides updated information for healthcare professionals on the risks of valproate in

pregnancy and the risks for male patients, the new conditions for valproate prescribing and key discussions points

MHRA Pregnancy testing and contraception for pregnancy prevention during treatment with medicines of teratogenic

potential (2024)

FSRH statement: Contraception for women using known teratogenic drugs (Feb 2018)

Full pack dispensing of valproate-containing medicines: Provides guidance for dispensing of valproate-containing

medicines in the manufacturer’s original full pack, following amendments to the Human Medicines Regulations (HMRs)

Pharmacy poster: Provides important actions for pharmacists dispensing valproate to female patients.

Valproate ‘White Box” warning labels Templates for warning Labels with Valproate Pregnancy Pictogram for Pharmacy
to use with white box dispensing in exceptional circumstances for dispensary use only.



https://mhra-gov.filecamp.com/s/i/eGygqKVE00FH393c
https://assets.publishing.service.gov.uk/media/66978ca6a3c2a28abb50d0e3/aide-memoire_table-2024.pdf
https://assets.publishing.service.gov.uk/media/66978ca6a3c2a28abb50d0e3/aide-memoire_table-2024.pdf
https://www.fsrh.org/Public/Public/Documents/fsrh-ceu-statement-contraception-for-women-using-known-teratogenic-drugs.aspx
https://www.gov.uk/government/publications/full-pack-dispensing-of-valproate-containing-medicines/full-pack-dispensing-of-valproate-containing-medicines
https://mhra-gov.filecamp.com/s/i/dr66W7LuRQ3pY7u5
https://www.medicines.org.uk/emc/rmm/1205/Document

National resources

Healthcare professionals

* Risk minimisation measures required for valproate prescribing in girls and women aged under 55 years

* Risk minimisation measures required for valproate prescribing in boys and men aged under 55 years

* Risk minimisation measures required for valproate prescribing in women and men aged over 55 vears

» Visual risk communication diagram to be used by a healthcare professional when counselling on the risks to male
patients

» Discussing the risks of sodium valproate - ethical learning material - GMC
» Sodium Valproate resources and information | General Pharmaceutical Council

» High risk medicines: valproate - Care Quality Commission



https://assets.publishing.service.gov.uk/media/67adf28c6e6c8d18118acd69/250213_MHRA_Valproate_Infographic_Female_under_55_CC_V7.pdf
https://assets.publishing.service.gov.uk/media/67adf2aa6e6c8d18118acd6a/250213_MHRA_Valproate_Infographic_Male_under_55_CC_V7.pdf
https://assets.publishing.service.gov.uk/media/67adf2c62c594609b38acd71/250213_MHRA_Valproate_Infographic_55_or_older_CC_V7.pdf
https://assets.publishing.service.gov.uk/media/66d998d4e87ad2f1218264d8/Visual_risk_communication_diagram_to_be_used_by_a_healthcare_professional_when_counselling_on_the_risks_PUBLISH.pdf
https://assets.publishing.service.gov.uk/media/66d998d4e87ad2f1218264d8/Visual_risk_communication_diagram_to_be_used_by_a_healthcare_professional_when_counselling_on_the_risks_PUBLISH.pdf
https://www.gmc-uk.org/professional-standards/learning-materials/risks-of-sodium-valproate
https://www.pharmacyregulation.org/pharmacists/standards-and-guidance-pharmacy-professionals/guidance-pharmacy-professionals/sodium-valproate-resources-and-information
https://www.cqc.org.uk/guidance-providers/adult-social-care/high-risk-medicines-valproate

National resources

Patients and carers

« Patient guide: with information on the risks of valproate in pregnancy and the risks to male patients and what
they need to do.

« Patient card: Provides key information for female patients receiving valproate on contraception and pregnancy
prevention.

» Decision tool: Tool for women and girls of childbearing potential with epilepsy a support tool to guide decisions
about taking valproate.

« Decision tool: Tool for women and girls of childbearing potential with bipolar a support tool to guide decisions
about taking valproate.

 Advice for male patients on valproate to use contraception

 Sodium Valproate - Epilepsy Society

 Valproate Mood Stabiliser - Mind



https://mhra-gov.filecamp.com/s/i/Zw7qR7wEy1YKeIEf
https://mhra-gov.filecamp.com/s/i/yGUUvmiJbQFAj3Mc
https://www.england.nhs.uk/wp-content/uploads/2023/05/Patient-decision-support-tool-is-valproate-the-right-epilepsy-treatment-for-me.pdf
https://www.england.nhs.uk/publication/decision-support-tool-bipolar-disorder-is-valproate-the-right-treatment-for-me/
https://assets.publishing.service.gov.uk/media/66d99722293afcbf8a811102/Advice_for_male_patients_on_valproate_to_use_contraception_PUBLISH_.pdf
https://epilepsysociety.org.uk/about-epilepsy/sodium-valproate
https://www.mind.org.uk/information-support/drugs-and-treatments/lithium-and-other-mood-stabilisers/valproate/
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Patient case



What would you do?

GP/practice pharmacist receives a repeat prescription request for sodium valproate from Millie, who
IS new to the practice. She sees that a valproate Annual Risk Acknowledgement Form (ARAF) has
not been completed.

After reviewing Millie’s medical record, GP/practice pharmacist becomes concerned because it
appears that:

» Millie has been prescribed valproate continuously since 2010

« she hasn’t seen a neurologist since 2012

» she doesn’t appear to be on the pregnancy prevention programme (PPP).

» |In Millie’s medical record GP/practice pharmacist reads that Millie has given birth to two children.
She wonders whether Millie has ever been advised about the risks of taking valproate during
pregnancy. She notes that Millie’s two children were both born before 2018 when the MHRA's

strengthened regulatory position came into force, and before the MHRA issued additional
requlatory measures in 2023



https://mhra-gov.filecamp.com/s/i/6iqrRqc0zoFgeEo7/s/fmICZ7u1DB0ou3nI
https://www.gov.uk/guidance/valproate-use-by-women-and-girls
https://www.gov.uk/guidance/valproate-use-by-women-and-girls
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-new-safety-and-educational-materials-to-support-regulatory-measures-in-men-and-women-under-55-years-of-age
https://www.gov.uk/drug-safety-update/valproate-belvo-convulex-depakote-dyzantil-epilim-epilim-chrono-or-chronosphere-episenta-epival-and-syonellv-new-safety-and-educational-materials-to-support-regulatory-measures-in-men-and-women-under-55-years-of-age

Case reflections

Under the current MHRA regulatory measures it is the responsibility of GPs/prescribing primary care
clinicians to make sure, each time a repeat prescription is issued, that people of childbearing
potential on valproate:

 Are fulfilling the requirements of a PPP

« Are having an annual review with a specialist.

* Have an up to date, signed, Annual Risk Acknowledgement Form (ARAF)

» Are aware of the risks of valproate, if taken during pregnancy
* Are using effective contraception

* Have been given the valproate patient guide, or know how to access it online

» Know they must contact their GP urgently for a referral to a specialist if pregnant

Further details can be found at Discussing the risks of sodium valproate - ethical learning material - GMC



https://www.medicines.org.uk/emc/rmm/1207/Document
https://www.medicines.org.uk/emc/rmm/1204/Document
https://www.gmc-uk.org/professional-standards/learning-materials/risks-of-sodium-valproate

NHS

North East London

Actions for primary care



Actions for contraception

*Ensure the patient understands the need to comply with effective contraception throughout treatment and
undergo pregnancy testing when required
*Refer for contraception advice as needed

Primary care prescribing clinicians

*Ensure the patient is using effective contraception and understands the need to comply with effective

contraception throughout treatment with valproate and undergo pregnancy testing when required
* Remind the patient to contact you immediately if they suspect there has been a problem with their
contraception or if they may be pregnant

* Inform patients who are planning to get pregnant to not stop contraception or valproate until told to by
their specialist prescriber.

Community pharmacists

«Confirm with the patient they have been made aware to always use effective contraception and to see their
GP to be urgently referred to their specialist, should they be planning a pregnancy.



Actions for the primary care prescribing
clinician

appropriate SNOMED codes have been applied; also ensure that a code associated with the diagnosis has
been applied.

» Check if the patient has been given the valproate patient guide, or know how to access it online

» For women and girls of childbearing potential prescribe within the remit of the pregnancy prevention
programme (PREVENT), ensuring that:

» The practice has received a valid ARAF (i.e., completed within the previous year).
» The patient is aware of the risks of valproate, if taken during pregnancy

« There is no change to the patients’ circumstances since the ARAF was completed that may affect the
status of the ARAF (e.g., if the patient has reached menarche)

« The patient is using highly effective contraception (or complementary methods), if indicated.

» Continue prescriptions throughout the valid ARAF period


https://mhra-gov.filecamp.com/s/i/Zw7qR7wEy1YKeIEf/s/UMyMyZ6fZgeZMWTm

Actions for the primary care prescribing
clinician
« Refer women and girls of childbearing potential who have an expired, expiring, or absent ARAF as soon as

practicable back to the specialist (if a referral is not already completed or specialist review is not already
arranged) for a review and completion of a new ARAF.

« If awomen and girls of childbearing potential have been referred to their specialist, valproate prescriptions can
continue but should only cover the period until their review date (note that if the ARAF is expired, this is off-
label but in the patients’ best interests)

« If pregnancy is suspected, ensure that they:
« Perform an urgent plasma pregnancy test

« Refer the patient back to their specialist urgently for a review within days and make a follow-up call to the
patient

* Inform the patient not to stop taking valproate until reviewed by the specialist

 If the patient is planning a pregnancy, make an urgent referral back to the specialist

» For men and boys of reproductive potential newly initiated on valproate ensure they have a valid RAF



Actions for community pharmacists

FOR DISPENSARY USE ONLY 're.e n t

valproate pregnancy

prevention programma
ValproateW': Pregnancy Prevention Programme
This medicine will be referred to as valproate throughout this
poster and covers the brands Epilim, Depakote, Convulex,
Episenta, Epival, Sodium Valproate, Syonell, Belvo & Dyzantil.

®

WARNING FOR WOMEN
AND GIRLS

(Sodium valproate, valproic acid, valproate semisadium)

Valproate must be prescribed and dispensed according to

- valproate Pregnancy Prevention Programme.
Valproate should not be prescribed to female patients aged under 55 years unless two specialists independently
consider and document that there is no other effective or tolerated treatment. This is documented in the annual risk
acknowledgement form for female patients (ARAF).

Valproate has a high teratogenic potential and children exposed in ulev0 to valproate have a high risk for congenital
malfermations (11%) and neuro-developmental disorders (up to 30-40%) which may lead to permanent disability.

IMPORTANT ACTIONS FOR PHARMACISTS

‘Whenever you dispense valproate to any female patient:

+ Detach the Patient Card from the carton and give it to the patient every
time valproate is dispensed.

+ Ensure the patient has received the Patient Guide or knows they can
access it online using the @GR code on the package leaflet.

« Confirm with female patients that they have been made aware of the risks
in pregnancy.

/ Confirm 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.

+ Confirm with female patients that they have been made aware to NOT TO STOP
valproate and to immediately contact their GP for an urgent referral to their specialist
in case of suspected pregnancy.

/ Dispense all valproate prescriptions in the original packaging.

' In exceptional circumstances where a patient needs to receive their medication in different

packaging, such as a Monitored Dosage Systemn, ALWAYS provide a copy of the package

leaflet and a Patient Card, and ALWAYS add a valproate warning sticker to the outer bax.

Copies of the valproate pharm; e Copies of the materials can akso be downloaded from
waming sticker, valproate e
Guide, valproate Patient Card and
be ordered from Sanofi Medical In

Enter “valproate” in the search bax and then click on
“Risk Materials" next to any of the medicines listed.

Ensure women and girls of childbearing potential prescribed valproate are aware
of PREVENT and that they are signed up to the PREVENT programme.

Ensure the patient has a patient guide.
Make a supply of valproate based on the individual patient circumstances:

» If the pharmacist is reassured of the patient being signed up to PREVENT,
a routine supply of valproate is completed.

« If the pharmacist is not reassured that the patient is signed up to PREVENT
or is aware that the patient is planning pregnancy — but there is no
immediate risk of pregnancy — refer urgently to the GP for assessment and
continue to dispense valproate.

If there is suspected pregnancy, refer the patient URGENTLY back to their GP,
who can refer onward to the specialist for assessment within days; valproate
should be continued until the specialist review.

The patient should continue to take valproate until their specialist review but may
not need to continue taking it thereatter.




Actions for community pharmacists

» Valproate should be dispensed in the manufacturers’ original pack (as
this contains specific warnings and pictograms, including a patient card
and patient information leaflet, alerting patients to the risks to unborn
babies if used in pregnancy).

« The manufacturer’s original full pack does not have to be supplied
where:

« arisk assessment is in place that refers to the need for the patient
to be sold or supplied valproate-containing medicines in different
packaging from its manufacturer’s original full outer packaging (for
example, in a monitored dosage system) and

e assuming that the product is authorised, there are processes in
place to make sure that the patient receives the Patient Information
Leaflet. That is not the case for unauthorised medicines, unless
they are only unauthorised as a result of an assembly process.

 If valproate is being dispensed from the original pack into an unmarked
box, it is good practice to add a sticker warning of the teratogenic effects
of valproate. This can be obtained from Sanofi medical information
department (0845 372 7101 or UK-Medicalinformation@ sanofi.com).

WARNING FOR WOMEN
AND GIRLS

This medicine can seriously harm an
unborn baby. Always use effective
contraception during your treatment.

If you are thinking about becoming
pregnant, or you become pregnant,
talk to your doctor straight away.

Do not stop taking this medicine
unless your doctor tells you to.




Referral details for local NHS Providers
Neurology Adults

Organisation Details

Barts Health NHS Trust* eRS referral to Neurology services at Newham
Hospital, Whipps Cross Hospital and Royal
London. You can use Advice & Refer if you need
guidance on how to refer.

Barking, Havering and Redbridge University Patients not under the care of BHRUT — GP
Hospitals NHS Trust (BHURT) referral as per usual process
Existing Patients under the care of BHRUT —
Annual reviews arranged by BHRUT

Homerton Healthcare NHS Foundation Trust GPs who refer patients who require an ARAF
form, which if appropriate, are completed by the
responsible specialist clinical team. For
established patients, the ARAF is completed
during their next relevant follow up appointment.



https://view.officeapps.live.com/op/view.aspx?src=https%3A%2F%2Fwww.bartshealth.nhs.uk%2Fdownload%2Fadvice-and-refer-information-for-nhs-patientdocx.docx%3Fver%3D45981%26doc%3Ddocm93jijm4n21723&wdOrigin=BROWSELINK

Referral details for local NHS Providers

Neurology Paediatrics
Children who require an ARAF or RAF for valproate

Place Details

Barking, Havering and Redbridge GP referral as per usual process for patients not
under the care of BHRUT.

City and Hackney GPs should refer children to Dr Sanjay Wazir at
Homerton Hospital.

Tower Hamlets GPs should refer children to the Paediatric

Neurology team at Royal London Hospital if they
are not already under our service

Newham GPs should refer children to Dr Susan
Lieberscheutz at Newham University Hospital
Walthamstow GPs should refer children to Dr Amit Bali at

Whipps Cross Hospital




Referral details for local NHS Providers

Specialist mental health

Organisation Details

North East London Foundation NHS Trust GPs will usually refer via the Mental Health and

(NELFT) Wellness Teams (MHWT) single point of access.
Within NELFT, this is triaged and sent to relevant
duty teams to review.

East London Foundation NHS Trust (ELFT) GPs will usually refer through a Single Point of
Entry. Referrals will be processed by the team
and may be signposted to other services, or
offered an assessment by the team or
transferred to a specialist service.




Key messages

For men and boys of childbearing potential consider

Use the Valproate Monitoring NEL CEG
template

Are having a regular treatment review.

Have a signed_Risk Acknowledgement Form (RAF) if
newly initiated

Are aware of the risks of valproate, if taken at
conception and to fertility.

Are using effective contraception and female partner
is using contraception during treatment and 3 months
after stopping as a precaution

Have been given the valproate patient guide, or know
how to access it online

Know they must contact their GP if they want to start
a family in the next year

For women and girls of childbearing potential
consider

Use the Valproate Monitoring NEL CEG template
Are fulfilling the requirements of a PPP
Are having an annual review with a specialist.

Have an up to date, signed, Annual Risk
Acknowledgement Form (ARAF)

Are aware of the risks of valproate, if taken during
pregnancy.

Are using effective contraception.

Have been given the patient alert card and valproate
patient quide or know how to access it online

Know they must contact their GP urgently for a referral
to a specialist if pregnant


https://www.medicines.org.uk/emc/rmm/1207/Document
https://www.medicines.org.uk/emc/rmm/1207/Document
https://mhra-gov.filecamp.com/s/i/yGUUvmiJbQFAj3Mc
https://mhra-gov.filecamp.com/s/i/yGUUvmiJbQFAj3Mc
https://mhra-gov.filecamp.com/s/i/yGUUvmiJbQFAj3Mc
https://www.medicines.org.uk/emc/rmm/2975/Document
https://www.medicines.org.uk/emc/rmm/1204/Document

North East London

Q&A
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