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Frequently Asked Questions (FAQs) on implementing
Topiramate New Safety Measures in GM

Topiramate is licensed in the UK for the treatment of epilepsy in adults and children and for
migraine prevention in adults after alternative treatments have been considered.
Topiramate has been contraindicated in pregnancy for the prophylaxis of migraine since
2010.

A comprehensive safety review of anti-seizure medications in pregnancy, including
topiramate, led to updated safety advice' in January 2021. Since then, new evidence has
emerged indicating an increased risk of autism spectrum disorder and impaired learning
development in children associated with prenatal exposure to topiramate. These new data,
and data suggesting increasing use of topiramate in women of childbearing age, triggered
a new safety review?.

The review concluded that the use of topiramate during pregnancy is associated with
significant harm to the unborn child. The accumulating data suggest that:

o Congenital malformations: Topiramate is associated with a higher risk
(approximately 4 to 9 cases per 100 babies) compared to the general population (1
to 3 cases per 100). The risk appears dose-dependent, though no safe threshold
dose has been established.

o Low birth weight: Approximately 18 per 100 babies born to mothers taking
topiramate are small for gestational age, compared to 5 per 100 for women with
epilepsy not on anti-seizure medication.

o Neurodevelopmental disorders: The risk of intellectual disability, autism spectrum
disorder, and ADHD is approximately 2—3 times higher compared to children born to
mothers with epilepsy not taking anti-seizure medications.

Full information on the studies considered and their findings, can be found in the Public
Assessment Report3.
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New safety measures

Due to the accumulating data on these harms, additional restrictions were implemented
regarding the use of topiramate in women of childbearing potential and in pregnancy. On 20
June 2024, the MHRA issued a Drug Safety Update* and Public Assessment Report3
introducing new safety measures for topiramate, including a Pregnancy Prevention
Programme.

The use of topiramate is now contraindicated:

¢ in women of childbearing potential unless the conditions of the Pregnancy
Prevention Programme are fulfilled (for all indications).

e in pregnancy for prophylaxis of migraine.

e in pregnancy for epilepsy unless there is no other suitable treatment.

Please see flowcharts in Appendix 1 which summarise the actions required.
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Topiramate FAQs

This document is a collation of FAQs relating to the new safety measures for topiramate3+4
which were introduced by the MHRA in June 2024.

Section 1: Implementation and Support for New Safety Measures

Q1. Considering that the monitoring requirement associated with the new Topiramate
safety measures is beyond the core responsibilities of General Practice, should this
work be considered under Beyond Core Contract (BeCCoR) activity?

Following the drug safety updates on topiramate issued by the MHRA in 2021 and 20222, a
further drug safety update* and public assessment report® was released in June 2024. This
latest update introduces new safety measures, stating that Topiramate is now
contraindicated in pregnancy and in women of childbearing potential unless the conditions
of the Pregnancy Prevention Program (PPP) are met. The update also clarifies the
responsibilities of healthcare professionals, including prescribers and dispensers.

This FAQ document has been compiled based on common enquiries from healthcare
professionals in primary care. Its purpose is to support the implementation of these critical
new safety measures for Topiramate. Adhering to these measures aligns with Regulation
12: Safe care and treatment and the Medicines optimisation quality statement, both of
which are key considerations for the Care Quality Commission (CQC) when assessing
whether a practice is safe, effective, caring, responsive, and well-led. During inspections,
the CQC will seek assurances that MHRA updates and alerts are appropriately addressed.

Given these regulatory requirements, the implementation of topiramate safety measures is
an integral part of core general practice responsibilities. Monitoring drug safety, managing
long-term conditions, and ensuring safe prescribing practices fall squarely within the remit
of primary care. Similar to safety measures introduced for valproate, this work is extremely
important for patient safety and regulatory compliance.

Additionally, incorporating the Topiramate Pregnancy Prevention Program (PPP) into
standard practice supports evidence-based prescribing and monitoring of medicines with
significant safety risk. It also fosters collaboration with healthcare providers across primary
and secondary care, ensuring a coordinated approach to patient care and safety.

Therefore, the monitoring and implementation of Topiramate safety measures should be
regarded as part of core general practice work, rather than classified under Beyond Core
Contract (BeCCoR) type activities.

For further guidance on how GP practices should respond to MHRA drug safety updates
and alerts, please refer to CQC guidance: Patient Safety Alerts -Mythbuster 91.
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Q2. Is there any support available from GM regarding implementation of the new
safety measures and Pregnancy Prevention Programme (PPP) for patients prescribed
topiramate?

There are currently no GM supporting materials, however, the MHRA* developed
educational materials to support the implementation of the new safety measures and
Pregnancy Prevention Programme.

These include:

o Guide for Healthcare Professionals for migraine and epilepsy.

Patient Guide for migraine and epilepsy.

o Patient card to be given by pharmacists to all female patients who are dispensed
topiramate to inform them of the risks.

o Annual Risk Awareness Form for migraine and epilepsy, for the healthcare
professional and the patient (or responsible person) to sign at initiation of treatment
with topiramate and at annual treatment reviews.

O

The PPP aims to ensure that women of childbearing potential are using highly effective
contraception (HEC) throughout treatment and for at least for 4 weeks after the last dose.
Topiramate is an enzyme inducer that reduces the effectiveness of hormonal contraceptives
and there are limited options for HEC.

The Faculty of Sexual & Reproductive Healthcare (FSRH) guidance recommends that
women of childbearing potential prescribed topiramate should use:

o At least one highly effective user-independent contraceptive method, such as a
copper intrauterine device (IUD) or levonorgestrel intrauterine system
(LNG-IUS),

or

o Two complementary forms of contraception, including a barrier method (DMPA

depot medroxyprogesterone acetate PLUS condoms), throughout treatment.

Use of combined hormonal contraception, progestogen-only pills and the etonogestrel
implant is not recommended. (see FSRH CEU Guidance: Drug Interactions with Hormonal
Contraception (May 2022) FSRH® point 8 and 9.

Q3. Is there a plan to use GM Care Record to assist practices in identifying these
patients to reduce the need for individual practice-level searches and enable GM-
wide oversight and support?

A Business Intelligence (Bl) workstream is currently underway to explore Bl tools identifying

women and girls of childbearing potential who are prescribed topiramate for either epilepsy
or migraine prophylaxis, with or without PPP coding. Further details are not yet available.

Page 8 of 29

Part of Greater Manchester
Integrated Care Partnership



https://www.gov.uk/drug-safety-update/topiramate-topamax-introduction-of-new-safety-measures-including-a-pregnancy-prevention-programme
https://www.medicines.org.uk/emc/rmm/3079/Document
https://www.medicines.org.uk/emc/rmm/3080/Document
https://www.medicines.org.uk/emc/rmm/3082/Document
https://www.medicines.org.uk/emc/rmm/3081/Document
https://www.medicines.org.uk/emc/rmm/3078/Document
https://www.medicines.org.uk/emc/rmm/3084/Document
https://www.medicines.org.uk/emc/rmm/3083/Document
https://www.fsrh.org/Public/Documents/ceu-clinical-guidance-drug-interactions-with-hormonal.aspx
https://www.fsrh.org/Public/Documents/ceu-clinical-guidance-drug-interactions-with-hormonal.aspx

NHS

Greater Manchester

Q4. An Epilepsy specialist nurse has observed that patients are often initiated on
topiramate in specialist clinics and referred to epilepsy services later, with PPP
responsibilities frequently deferred. What measures can be put in place to ensure
that the initiating prescriber completes all necessary PPP requirements before
transferring care?

For all newly initiated female patients of childbearing potential prescribed topiramate, the
responsibility for completing the Risk Awareness Form (RAF) lies with the initiating clinician.
During this process, the patient’s potential for pregnancy must be assessed, and if
necessary, enrolment in the PPP should be discussed.

Treatment with topiramate must only be initiated after pregnancy has been excluded
through a negative pregnancy test. If highly effective contraception (HEC) is required, the
initiating clinician must ensure that the patient is signposted or referred to an appropriate
healthcare provider, such as a GP practice or sexual health clinic for further discussions
and initiation of contraception.

If the RAF is not completed during initiation, email the specialist, and highlight subject
“Topiramate Pregnancy Prevention Programme - specialist to complete RAF,” to
ensure the form is completed and compliance with the PPP is maintained.

Q5. Why does Pregnancy Prevention Programme (PPP) apply specifically to
topiramate? In what ways does topiramate differ from other medication known to
pose risks during pregnancy, such as beta blockers?

The implementation of PPP for topiramate similar to that for valproate, is driven by the well-
documented teratogenic risks associated with its use during pregnancy. The purpose of the
PPP is to:

o Ensure that women of childbearing potential are fully informed of the risks of
topiramate use during pregnancy.

o Support the use of effective contraception to prevent pregnancy during treatment.

In contrast, beta blockers do not require strict pregnancy prevention measures due to their
relatively safer profile during pregnancy. As a result, they do not require a dedicated
pregnancy prevention programme.

Topiramate: High teratogenic risk requiring PPP

Extensive data from meta-analyses, pregnancy registries, national birth registers, and
linked healthcare databases indicate that topiramate use during pregnancy is associated
with significant teratogenic risks:

o Congenital malformations: Topiramate is amongst the antiepileptic drugs
associated with a higher risk of congenital malformations (prevalence 4 to 9 per 100
babies). The teratogenic risk appears to be dose-dependent, although no safe

Page 9 of 29

Part of Greater Manchester
Integrated Care Partnership




NHS

Greater Manchester

threshold dose has been established. The risk may also be higher when topiramate
is used in polytherapy regimens.

o Low birth weight: Topiramate is associated with a high prevalence of babies being
born small for gestational age (~18 per 100 babies affected) a rate that may be
higher than that observed with some other antiepileptic drugs.

o Neurodevelopmental disorders: Topiramate may be associated with an
approximately 2 to 3 times increased risk of intellectual disability, autistic spectrum
disorders and attention deficit hyperactivity disorder?.

For further details on the studies and their findings, refer to the Public Assessment Report3.

Given these significant risks, and data from the Medicines and Pregnancy Registry and the
Clinical Practice Research Datalink (CPRD) showing that contraindications to Topiramate
use in pregnancy (introduced in 2010) were not being adhered to, the Commission on
Human Medicines (CHM) recommended the introduction of additional safety measures?. In
2024, the Medicines and Healthcare products Regulatory Agency (MHRA) introduced new
safety measures for Topiramate, including the implementation of a Pregnancy Prevention
Programme (PPP) to minimise foetal exposure to the drug.

Comparison with Beta Blockers

In contrast, current information from the UK Teratology Information Service (UKTIS)
indicates that:

o Studies of beta-blockers as a class do not, collectively, provide conclusive evidence
that use during pregnancy is associated with an overall increased risk of foetal
structural malformation, or of a number of specific malformations.

o The available data do not suggest that gestational beta blocker exposure
independently increases the risk of stillbirth or preterm delivery.

o There are no robust data on the risk of miscarriage or adverse neurodevelopmental
outcomes following use of beta-blockers in pregnancy.

o The National Institute for Health and Care Excellence (NICE) recommends labetalol
as the preferred antihypertensive for use in pregnancy.

Therefore, beta blockers are not currently classified as teratogenic. However, in
pregnancies complicated by maternal hypertension and or where beta blockers have been
administered, careful foetal monitoring is advised.

This summary is intended as an overview. For more detailed information, please refer to the
full UKTIS monograph or contact UKTIS helpline on 0344 892 0909
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Section 2: Roles and Responsibilities in Managing Patients prescribed Topiramate

Q6. Who is expected to carry out topiramate reviews within primary care settings?

The MHRA advises that healthcare professionals in primary care can conduct reviews of
topiramate for migraine prophylaxis in line with the Topiramate PPP - Healthcare guide:
Prophylaxis of Migraine’. These reviews should be performed by a healthcare professional
competent in both migraine management and the provision of highly effective
contraception, as specified in the guidance. The GP practice should decide which
healthcare professional within the practice is most appropriate to undertake this task.

For other indications other than migraine prophylaxis, reviews should be completed by
specialist teams in secondary care.

Q7. Why is a GP signature needed on the Topiramate Risk Awareness form? What
are the potential responsibilities or implications associated with signing the form?

According to the guidance from the MHRA a healthcare professional and the patient (or a
responsible person) must complete and sign the Risk Awareness Form for

Migraine and Epilepsy when initiating treatment with topiramate and during annual
treatment reviews.

For epilepsy, a single specialist signature is currently required on the Topiramate Annual
Risk Awareness form. For migraine, a single signature from a _healthcare professional is
required.

The signatures confirm that the patient has been fully informed about the potential risks
associated with topiramate, particularly its teratogenic effects, and that when applicable,
appropriate measures needed to reduce the risks have been discussed. The patient must
also sign the form to acknowledge their awareness of these risks.

By signing the form, the healthcare professional is not assuming liability for the patient’s

decisions but is documenting that these critical discussions have taken place. This aligns
with the best practice for informed consent and supports regulatory compliance, ensuring
that the patients receive the necessary information to make informed decision about their
treatment.

Q8. Who holds responsibility for conducting the annual review and completing RAF
for patients prescribed topiramate for migraine prophylaxis particularly those not
under the care of secondary services?

Female patients of childbearing potential prescribed topiramate for migraine prophylaxis’,
should have their annual review and risk assessment forms completed in primary care by a
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competent healthcare professional, unless extenuating circumstances would require a
specialist review into ongoing treatment.

Patients who have been discharged from a specialist migraine service should also have
their ongoing reviews managed in primary care unless circumstances would require a
specialist review into ongoing treatment, in which case the patient can be re-referred to the
appropriate specialist.

Q9. Who holds responsibility for conducting the annual review and completing RAF
for patients prescribed topiramate for epilepsy who are not currently under
secondary care or have been discharged?

Female patients of child bearing potential prescribed topiramate for epilepsy® who are not
currently under secondary care or have been discharged should be re-referred to a
neurology specialist for review and completion of the annual risk awareness form.

When referring these patients, highlight “Topiramate Pregnancy Prevention Programme
— specialist to complete the annual RAF” as reason. Full details of the patient’s
pregnancy prevention plan (including any contraception prescribed) should be included.

Q10. In cases where a patient is prescribed topiramate for migraine and is currently
under neurology, should GP or specialist be responsible for completing the annual
RAF?

Whether topiramate review is conducted in primary care or by a neurology specialist
depends on the indication.

If topiramate is prescribed solely for migraine, the ongoing annual review and completion of
the risk awareness form may be completed by a healthcare professional in primary care.
However, if there is clinical complexity or uncertainty, advice and guidance should be
sought from the specialist.

If the indication for topiramate is epilepsy, the review must be completed by a specialist at
the patient’s next review. If the patient is under active follow-up by neurology specialist:

o With upcoming appointments in the next 12 months, no further action is required
from the GP.

o Without clear next follow up or review date, send an email to the specialist
department and highlight subject “Topiramate Pregnancy Prevention
Programme - specialist to complete the annual RAF”.
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Q11. Should patients with Idiopathic Intracranial hypertension (llH) and migraine be
considered under the migraine umbrella for primary care management?

Where topiramate has been recommended specifically as a migraine treatment, and NOT to
manage the papilloedema, for example where they have been discharged from
ophthalmological monitoring, then it can be managed in primary care.

If there remain worries that stopping the topiramate might lead to worsening of the IIH,
topiramate is being used to treat the papilloedema and ongoing monitoring of their IIH is
required, the RAF should be completed by the specialist and reviewed annually, although
prescribing should be done in primary care.

Q12. What is the referral process for patients who have been discharged from
specialist care? Is there a GM wide approach to managing such referrals at
population level or is this the responsibility of individual localities?

The neurology referral process should be carried out on an individual patient basis,
following the standard referral procedures.

When referring these patients, highlight “Topiramate Pregnancy Prevention Programme
— specialist to complete the annual RAF” as reason. Full details of the patient’s
pregnancy prevention plan (including any contraception prescribed) should be included.

Q13. Are the specialists responsible for topiramate the same as those for valproate?
Once a patient has been discharged from secondary care, does this responsibility
then transfer to the GP?

Neurologists remain the specialists responsible for completing the annual review of
topiramate and the RAF for patients with a history of epilepsy. If such patients have been
discharged from regular neurology follow-up, they will need to be re-referred to neurology
services through the usual referral process.

When referring these patients, highlight “Topiramate Pregnancy Prevention Programme
— specialist to complete the RAF” as reason. Full details of the patient’s pregnancy
prevention plan (including any contraception prescribed) should be included.

For patients with a history of migraine, regardless of whether topiramate was initiated by a
GP or specialist, they can generally be managed in primary care. Most patients prescribed
topiramate for migraine prophylaxis would have been initiated on this medication in primary
care and do not require referral to neurology or specialist teams. Referrals should only be
made in exceptional cases. For further guidance, please refer to Question 8.
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Section 3: Prescribing and Contraception Considerations

Q14. Should men be included in any patient advice regarding topiramate? Although
SPC currently does not highlight risks for men, is there any evidence that this may
change as it did with valproate?

Under the new safety measures for topiramate3#, topiramate use is now contraindicated:

o in women of childbearing potential unless the conditions of the Pregnancy
Prevention Programme are fulfilled (for all indications).

o in pregnancy for prophylaxis of migraine.

o in pregnancy for epilepsy unless there is no other suitable treatment.

These restrictions apply only to women and girls of childbearing potential, with no changes
currently applicable to men. The teratogenic risk of topiramate during pregnancy is not as
severe as that of valproate but it is higher compared with other antiepileptic drugs. Available
data suggest topiramate carries a higher risk of congenital malformations, potential foetal
growth issues, and may be linked to a dose dependent risk of neurodevelopmental
disorders.

Considering the potential for significant harm to the unborn child associated with the use of
topiramate during pregnancy, the Commission on Human Medicines (CHM) advised that
there is a need to introduce further restrictions to the use of topiramate in women and girls
of childbearing potential. However, there is currently no inclusion of males in the topiramate
safety measures. For further information refer to the MHRA: Topiramate: review of safety in
pregnancy June 20243

Q15. Does the Pregnancy Prevention Programme (PPP) apply to women in same-sex
relationships or to those who are not sexually active and have no plans to become
pregnant?

According to MHRA guidance, the Pregnancy Prevention Programme (PPP) applies to ALL
women of childbearing potential taking a medicine containing Topiramate.

This includes:

o Women in same-sex relationships
o Women who are not sexually active
o Women who do not plan to become pregnant

These requirements apply unless a healthcare professional determines and documents a
permanent or compelling reason indicating no risk of pregnancy. This is because the
reproductive risks of topiramate apply to all patients capable of becoming pregnant from
menarche to menopause.
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Considerations for young female who have not yet reached menarche

Topiramate is contraindicated in children for migraine prevention. Therefore, the following
considerations apply only to female patients prescribed topiramate for epilepsy indications
under specialist care, who have not yet reached menarche.

Patients who have not experienced their first menstrual period DO NOT need to follow the
requirements of the Pregnancy Prevention Programme?®. However, specific actions must still
be taken to ensure safe prescribing and appropriate monitoring.

Specialist responsibilities:

o Complete Step 1 of the Topiramate Annual Risk Awareness Form: Epilepsy,
selecting: “The patient has not had their first period at the time of the
appointment”.

o Inform the patient’s responsible person (e.g. parent or guardian) that they
must notify the GP or specialist if the patient’s first period occurs before their
next annual review.

o Provide a copy of the Topiramate patient guide to the patient’s responsible
person.

Primary care (GP) responsibilities:

o At each annual review, confirm and document whether the patient has
reached menarche.

o Remind the patient’s responsible person to inform the GP or specialist as
soon as the patient’s first period occurs.

o If menarche occurs, arrange a prompt referral to the specialist for treatment
review.

o Ensure the patient continues to be reviewed by a specialist, in line with the
NICE guidance which recommends at least annual epilepsy monitoring for all
children and young people with epilepsy.

o Record clearly in the clinical notes using appropriate SNOMED code,
including the reason: “Pregnancy prevention programme not needed —
patient has not reached menarche”.

Documenting exclusion from the PPP

If a healthcare professional determines that a patient has a compelling reason indicating no
risk of pregnancy, this must be discussed with the patient and documented in Step 1 of the
Topiramate Annual Risk Awareness Form: Migraine, selecting one of the following options:

o The absence of pregnancy risk is permanent.
o There are other reasons that conditions of the topiramate PPP are not applicable.
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Permanent exclusions from the PPP

Patients with a permanent biological reason for infertility are excluded from the
requirements of the PPP. These include:

o Patients over 55 years, unless they are planning a family.

o Postmenopausal women (defined as no menstrual period for 12 consecutive months
without another medical cause).

o Patients who have undergone hysterectomy or tubal ligation.

o Trans women (individuals assigned male at birth).

In such cases, Step 1 of the ARF should be completed once, documenting the reason for
exclusion. Clinical records must include the appropriate SNOMED code for “Pregnancy
prevention programme not needed” along with a specific reason.

Ongoing review for non-permanent exclusions

If the exclusion reason is not permanent, the discussion and completion of the RAF must be
revisited annually or sooner if circumstances change.

For further guidance, refer to MHRA safety updates on topiramate.

Q16. Would prescribing of topiramate be considered off-label if a patient chooses to
use an oral contraceptive without additional barrier method (not considered highly
effective contraception) even if the RAF has been completed and all the risks
discussed with the patient?

The Topiramate Pregnancy Prevention Programme (PPP) Healthcare Professional Guide
for migraine and epilepsy outlines that topiramate should not be used in women of
childbearing potential unless the requirements of the PPP are followed. These requirements
must be maintained throughout the duration of topiramate treatment, and treatment should
only continue if the PPP conditions are fulfilled.

The Annual Risk Awareness Form for migraine and epilepsy also warns that prescribing
topiramate to a patient of childbearing potential without fulfilling the PPP conditions is
contraindicated and constitutes unlicensed use of topiramate even if the patient has
provided informed consent. The PPP is designed to ensure patients understand the risks
associated with topiramate use during pregnancy and agree to take appropriate steps to
avoid becoming pregnant while on treatment.

The PPP specifies that women of childbearing potential must use highly effective
contraception (HEC) throughout topiramate treatment and for at least four weeks after the
last dose. This is necessary due to the teratogenic risks associated with topiramate and its
enzyme-inducing properties, which can reduce the effectiveness of hormonal
contraceptives.

Page 16 of 29

Part of Greater Manchester
Integrated Care Partnership



https://www.medicines.org.uk/emc/rmm/3079/Document
https://www.medicines.org.uk/emc/rmm/3080/Document
https://www.medicines.org.uk/emc/rmm/3084/Document
https://www.medicines.org.uk/emc/rmm/3083/Document

NHS

Greater Manchester

The Faculty of Sexual & Reproductive Healthcare (FSRH) guidance recommends that
women of childbearing potential prescribed topiramate should use:

o At least one highly effective user-independent contraceptive method, such as a
copper intrauterine device (IUD) or levonorgestrel intrauterine system (LNG-
IUS),
or

o Two complementary forms of contraception, including a barrier method (DMPA
depot medroxyprogesterone acetate PLUS condoms), throughout treatment.

Use of combined hormonal contraception, progestogen-only pills and the etonogestrel
implant is not recommended. (see FSRH CEU Guidance: Drug Interactions with
Hormonal Contraception (May 2022) FSRH® point 8 and 9.

If a patient relies solely on oral contraceptives, this does not meet the Highly Effective
Contraception (HEC) criteria outlined in the Pregnancy Prevention Programme (PPP).
Even if the Risk Awareness Form (RAF) has been completed and the risks have been
discussed. Prescribing in such circumstances would deviate from the PPP guidelines
and be considered off-label'®. When a prescriber prescribes a product outside its
licensing terms, the product liability'" shifts to them.

The responsibility on a prescriber in such cases may be greater than when prescribing
within the terms of the license.

However, there are clinical situations were prescribing off-label may be deemed in the
patient’s best interest. In such cases, the prescriber should follow relevant professional
guidance, assume full responsibility for the decision, and obtain informed consent. Clear
and accurate documentation should be made, explaining the rationale for deviating from
common practice.

Q17. Can GPs or practice pharmacists refuse to prescribe topiramate for women of
childbearing potential who do not wish to use highly effective contraception?

(see response to question 16).

Q18. What steps should be taken if a patient prescribed topiramate chooses not to
follow the PPP despite being fully informed of the associated risks?

i. Document Thoroughly:

o Record the details of the discussion in the patient’s notes, including the risks
communicated, rationale for deviating from the PPP and the patient’s informed
decision.
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o Ensure the documentation is clear, accurate, and comprehensive highlighting that
the patient made an informed choice.

ii. Involve the Patient:

o Reiterate the importance of the PPP in mitigating the teratogenic risks associated
with topiramate.

o Provide balanced information about the risks, benefits, and alternative treatments,
ensuring the patient has sufficient information to support an informed decision.

o Allow the patient time to ask questions and consider alternative options (e.g., options
within the new headache pathway for migraine prevention).

iii. Consult as Needed:

o Discuss the case in a multidisciplinary team (MDT) meeting or consult with relevant
specialists to ensure a well-rounded approach.

o Seek input from other healthcare professionals or governance teams where
necessary to support the decision-making process.

iv.  Ongoing Monitoring and Support:

o Provide regular counselling and monitoring to minimise risks.
o Ensure that the patient understands the ongoing implications of decision and offer
regular opportunities for review and further discussions.

v. Ensure Justification:

» Clearly outline and document the clinical rationale for continuing topiramate despite
the deviation from PPP.
* A mutual decision should be reached between the patient and the prescriber.

Any deviation from the PPP must be justified, ensuring that patient safety and best

interests remain the primary focus. Follow relevant professional standards and
guidelines to mitigate liability and ensure the approach aligns with best practice.

Q19. What are the best practices for communicating the PPP to patients?
When discussing topiramate and the PPP with patients, healthcare professionals should:

o Involve patients: Actively involve patients in selecting the most appropriate
contraceptive method to promote engagement and adherence.

o Follow shared decision making'? principles: Avoid coercive language, such as “You
must take contraception, or | will stop your topiramate.” Instead, provide balanced
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information about risks, benefits, and alternatives using neutral, non-directive
language.

For instance, say: “Based on the risk-benefit assessment, continuing this medication
without adhering to the PPP is considered high risk. Let’s discuss what this means
for you.”

o Create a supportive environment: Encourage patients to ask questions and
express concerns. Ensure open and honest communication with patients and, where
applicable, their parents or carers.

o Clarify and allow time: Ensure the patient fully understands the information
provided, allowing them time to consider their options.

o Emphasise patient autonomy: Empower patients by emphasising that the final
decision lies with them.

o Document discussions thoroughly: Maintain a clear and accurate, and legible
record of discussions, including the options presented and the patient’s decision.

This approach ensures that patients are informed, empowered, and supported while
maintaining professional accountability and adhering to best practices.

Q20. What is the appropriate course of action if a woman taking topiramate presents
with an unplanned pregnancy?

Migraine Prevention:

If a woman taking Topiramate for migraine prevention, presents with an unplanned
pregnancy:

o Discontinue topiramate immediately, and if necessary, alternative treatment
options should be discussed as necessary’.

o Ensure the patient fully understands the risks associated with Topiramate use in
pregnancy.

o Consider referring the patient to a specialist experienced in prenatal medicine for
evaluation and counselling regarding the potential effects of exposure during
pregnancy.
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Epilepsy Treatment:

If a woman taking topiramate for epilepsy, presents with an unplanned pregnancy:

o Refer the patient to their specialist prescriber and ask for them to be
seen urgently (within days), highlighting in the referral that the patient is pregnant
and taking topiramate.

o Advise the patient not to stop taking Topiramate until instructed by the specialist,
as sudden discontinuation can be dangerous®. Abruptly stopping the medication may
lead to seizures starting again, occurring more frequently, or lasting longer than
before.

Incident Reporting:

Irrespective of the indication, an unplanned pregnancy while taking topiramate is
considered a patient safety event and must be reported:

* Follow local guidance for incident reporting and,

* Report the event using the NHS England Learn from Patient Safety Events
(LFPSE) platform here - Learn from patient safety events

The GMMMG Safe Management of Medicines within GP Practice', Section 6, outlines
good practice in learning event/incident reporting policies.

Q21. What steps should be taken if a woman taking topiramate is planning to become
pregnant?

If a woman on topiramate is planning to become pregnant, it is important to ensure she
understands the potential risks associated with topiramate use during pregnancy.

For migraine:

o Topiramate should generally be discontinued in women who are planning pregnancy.
Migraine symptoms often improve during pregnancy, particularly in the second and
third trimesters, so preventative treatment is usually unnecessary.

o The conditions of the Pregnancy Prevention Programme (PPP) continue to apply
until topiramate has been fully discontinued. Advise her not to stop contraception
until she has been off topiramate for at least a month’.

For epilepsy:

o Refer any female patient planning to become pregnant to the specialist.
o The conditions of the PPP continue to apply; inform her not to stop using
contraception or topiramate until told to do so by her specialist®.
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Section 5: Documentation and annual Risk Assessment Forms

Q22. Will there be a clear pathway for escalation where specialists are not
completing the annual Risk Awareness Forms (RAFs) as required?

The GM Valproate subgroup has developed an escalation process for circumstances where
the RAF is missing. For patients taking topiramate:

o Specialists are required to complete RAF for patients with epilepsy or unlicensed
indications.
o GPs are responsible for completing RAF for patients with migraine.

To reduce the burden of additional appointments in secondary care, GP practices are
advised to contact the patient’s specialist if the RAF has not been received within one
month of the patient’s appointment. If the form is still not received after this step, escalation
can be initiated through the appropriate contact person listed in the table overleaf.

Adults Patients Contact List for Escalation of Missing Annual Risk Forms for
Valproate and Topiramate

NHS Trust Contact Email/Phone

Greater Manchester Mental David O’Reilly, Lead David.OReilly@gmmbh.nhs.uk.

Health (GMMH) Pharmacist

Pennine Care NHS Foundation Katherine Hosseini, k.hosseini@nhs.net.

Trust Deputy Chief Pharmacist and
MSO

Bolton NHS Foundation Trust Goeff Field, Epilepsy Geoffrey.field@boltonft.nhs.uk
Specialist Nurse 01204 462766

Northern Care Alliance Georgia Whitelegg, Georgia.Whitelegg@nca.nhs.uk
Epilepsy Co-ordinator

Q23. What is the most effective method for obtaining a patient’s signature on the
Risk Awareness Form if the consultation is conducted remotely/telephone? Are there
any practical tips to support this?

To ensure a smooth and efficient process when obtaining a patient’s signature on the risk
awareness form remotely, the following steps are recommended:

i. Provide the Form in Advance:
Ensure the risk awareness form is provided to the patient before the consultation. In primary
care, the form can be sent via practice’s messaging facility e.g. Accurx ,as an attachment to
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a text message or email, with instructions for the patient to print it prior to the consultation or
to collect a hard copy from the practice. For patients preferring non-digital options, the form
can be mailed along with a prepaid return envelope. A hard copy is recommended to
facilitate completion and return.

The annual RAF should be completed with the patient (parent/caregiver/responsible
person). If the patient requires additional support, such as an interpreter, ensure this is
arranged prior to the consultation. This will facilitate effective communication during the
consultation.

ii. Review the Form During the Consultation:

During the consultation, the healthcare professional should thoroughly review the details
of the form with the patient, guiding them through the process to facilitate immediate
signing. Patients can be reminded that they may return the form via email, by post
(using the prepaid envelope), or by dropping it off in person.

iii. Follow-Up Reminders:

If the form has not been returned within a week, a follow-up text message or phone call
should be made to reiterate the importance of returning the form promptly.

Note: The form should ideally be completed and signed by the patient during the
consultation to ensure efficiency and compliance.

Q24. If the patient is prescribed both topiramate and valproate, are two separate
forms required?

If a patient is prescribed both topiramate and valproate, the necessity of using both
treatments should be carefully assessed. The significantly increased risk of teratogenicity
associated with the use of multiple teratogens must be clearly explained to the patient, and
the rationale for prescribing both medications should be documented in the clinical notes.

For compliance with regulatory and safety requirements, two separate forms must be
completed:

o An Annual Risk Acknowledgement Form for valproate.
o An Annual Risk Awareness Form ( migraine/epilepsy) for topiramate.

Both forms are mandatory if the treatments are deemed clinically appropriate, ensuring that
the patient is fully informed of the risks and that the prescribing decision is justified and
documented.
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Section 6: Greater Manchester (GM) Formulary and Pathways

Q25. Are there any anticipated changes to the RAG (Red, Amber, Green) status of
topiramate within the Greater Manchester Medicines Management Group (GMMMG)
formulary?

The GMMMG RAGS status for topiramate in adult patients is currently classified as “Green”
for migraine prophylaxis and “Green - Specialist Advice (SA)” for epilepsy management. A

recent update includes an additional note linking to the Pregnancy Prevention Programme

(PPP).

For paediatric patients, topiramate currently does not have an assigned GMMMG RAG
rating. Therefore, this cohort should remain under the care of the specialist paediatric
teams. If they are not, they should be referred to secondary care specialist teams for
appropriate management.

The specialist paediatric teams will review topiramate and complete the annual Risk
Awareness Form (RAF) for the appropriate indication during the patient’s next review.
Where the child is post menarche, it is important to ensure they are following the
requirements of the PPP.

Further guidance from the Clinical Reference Group (CRG) regarding RAG status for
Topiramate is anticipated.

Q26. If a female patient of childbearing age is prescribed topiramate for a non-
licensed or non-formulary indication (e.g. mood stabiliser, tics for Tourette’s
syndrome, pain management or treatment of alcohol cravings), can this review be
managed within primary care?

Prescribing topiramate for these indications currently falls outside the GMMMG formulary.
GP practices should refer such patients to the appropriate secondary care team for
treatment review and ongoing monitoring.

Q27. If a patient has completed an annual RAF but the updated GMMMG migraine
pathway changes topiramate’s place in treatment, should they have another review
to assess treatment suitability?

The GM Headache Management Guideline and Pathway for Adults® was updated in
December 2024 and is now available on the GMMMG website under Clinical Guidance and
Pathways. As part of this update, Topiramate has been reclassified from 2" line to 4" line
treatment option for migraine prophylaxis.

This change provides an opportunity for patients to be reviewed and, where appropriate,
transitioned to alternative treatments. For patients who have already completed an annual
Risk Awareness Form (RAF), an additional review will not be necessary unless clinically
indicated. In such cases, the review and consideration of alternative treatments can be
deferred until their next scheduled review.
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Appendix 1: Flow chart — GM Pathway for implementing Topiramate New Safety Measures

Identify female patients aged 0-55 years on Topiramate

(A lower age limit is excluded to ensure that parent/guardian are aware of what to do
once the patient reaches menarche).

I

For Epi Y

| Ascertain indication(s) and ensure correctly read coded I

|

For Migraine Prophylaxis

|

Provide the epilepsy patient guide and inform patient that as part of the

new PPP measures, the specialist will be in contact to review treatment
and address any questions.

Advise NOT to stop taking topiramate without the advice of a
specialist as this will risk worsening of epilepsy.

Topiramate is now 4th line treatment for migraine see
GMMMG Headache Management Guideline for Adults (see Q27).

l

Not for Epilepsy or Migraine prophylaxis

1. Off label or unlicensed indication(s) e.q. tics for Tourette's
(see Q26)
2. For paediatric patients (see Q25)

1. Review migraine prophylaxis choice and inform patient of
the potential risks of Topiramate use in pregnancy (see Q16).
2. Provide the migraine patient quide (see Q2).

I

If alternative treatments not suitable:

Under active follow up by
neurology specialist

Discharged/ Not known to
neurology specialist l

Topiramate remains appropriate

Refer patient to specialist for review
Patient to remain under the care of specialist teams.

|

Complete annual review to:
1. Assess potential for pregnancy.

1. Without clear next follow up or
review date - send email to specialist and
highlight subject: “Topiramate Pregnancy
Prevention Programme - specialist to
complete annual RAF” (see Q9).

(see Q9, 12 and 13)

Initiate referral and highlight:
"Topiramate Pregnancy Prevention
Programme - specialist to complete the
annual RAF” as referral reason.

2. Discuss the need for the patient to be on Pregnancy Prevention Programme (PPP).

If PPP applicable

2. With upcoming neurology
appointments in the next 12 months-
No further referral action required from

if PPP is applicable:

GP receives completed and signed RAF

l

If RAF not completed after first
appointment : contact specialist

If RAF still incomplete after second
intment or if no

within a month: follow escalation

process (see Q22).

interactions with hormonal contraceptives (see Q12).
patient/carer (see Q23 and 24).

RAF as an alert on patient record.

For women and girls of childbearing potential who remain on topiramate and

1 Discuss the importance of using highly effective contraception (HEC) throughout
treatment and for at least four weeks after the last dose of topiramate.
0 Highlight: Topiramate is an enzyme inducer that reduces effectiveness of
hormonal contraceptives and there are limited options for HEC, refer to quidance
form The Faculty of Sexual and Reproductive Healthcare (FSRH) on potential drug

g Complete annual review and Risk Awareness Form (Step 1 and 2) with the

[ Set a diary recall entry for a 12-month review, and consider an expiry date of the

Complete annual review and Risk Awareness Form
Step 1.

Document the compelling reason that indicates no
potential for pregnancy.

Record appropriate SNOMED code e.g. "PPP not needed"
(see appendix 2).

!

Apply appropriate SNOMED code on patient record (see appendix 2)

Implement a standard operating procedure for recall and assurance that PPP is in
place for all women and girls of childbearing potential prescribed Topiramate.
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NHS

Greater Manchester
Appendix 2: SNOMED Codes for Teratogenic medicines (including Topiramate)

NHS digital’™® have released SNOMED codes for teratogenic medicines including topiramate. It is recommended that all practices use these
codes to support the recording of a patients Annual Risk Awareness Form status. These codes can be used for ALL patients on topiramate for

any condition.

Description Code name SNOMED code

Risk management Medication side effects education (procedure) 396080005
Topiramate Pregnancy Prevention Programme Annual Risk Awareness Form 2181271000000102
completed (situation)
Topiramate Pregnancy Prevention Programme Annual Risk Awareness Form 2181251000000106
for Epilepsy (record artifact)
Topiramate Pregnancy Prevention Programme Annual Risk Awareness Form 2181261000000109
for Prophylaxis of Migraine (record artifact)

Pregnancy Prevention Pregnancy prevention programme (regime/therapy) 1129761000000105
Pregnancy prevention programme started (situation) 1129771000000103
Pregnancy prevention programme not needed (situation) 1129791000000104
Did not attend pregnancy prevention programme (situation) 1129831000000106
Pregnancy prevention programme declined (situation) 1129801000000100
Pregnancy prevention programme declined by parent (situation) 1129821000000109
Pregnancy prevention programme declined caregiver (situation) 1129811000000103
Pregnancy prevention programme discontinued (situation) 1129841000000102

PPP refused Pregnancy prevention programme declined (situation) 1129801000000100
Pregnancy prevention programme declined by parent (situation) 1129821000000109
Pregnancy prevention programme declined caregiver (situation) 1129811000000103
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Appendix 2: SNOMED Codes for Teratogenic medicines (including Topiramate)

Description Code name SNOMED code
Contraception Uses transdermal contraception (finding) 413116005
Uses depot contraception (finding) 268464009
Uses hormone releasing intrauterine device contraception (finding) 449038007
Contraceptive coil (physical objective) 312082008
Copper-containing intrauterine device (product) 714594000
Negative Pregnancy test Pregnancy test negative (finding) 250425007
Unplanned Pregnancy Unplanned pregnancy (finding) 83074005
Unplanned pregnancy counselling (procedure) 386302008
Patient not adherent to PPP Pregnancy prevention programme discontinued (situation) 1129841000000102
Pregnancy prevention programme not needed (situation) 1129791000000104
Absence of pregnancy risk is | History of hysterectomy (situation) 161800001
permanent Menopause present (finding) 289903006
Bilateral tubal ligation (procedure) 287664005
History of female sterilisation (situation) 275572005
Premature menopause (finding) 373717006
Not yet reached menarche Amenorrhea (finding) 14302001
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Appendix 3: Useful Resources

¢ MHRA: Review on the safety of antiepileptic drug use during pregnancy?.

e MHRA Drug Safety Update* and Public Assessment Report?® introducing new safety
measures for topiramate, including a Pregnancy Prevention Programme.

e Supportive materials produced by MHRA:

o Guide for Healthcare Professionals for migraine and epilepsy

o Patient Guide for migraine and epilepsy

o Patient card to be given by pharmacists to all female patients who are dispensed
topiramate to inform them of the risks.

o Annual Risk Awareness Form for migraine and epilepsy, for the healthcare
professional and the patient (or responsible person) to sign at initiation of
treatment with topiramate and at annual treatment reviews.

e GM Headache Management Guideline and Pathway for Adults®

e Faculty of Sexual & Reproductive Healthcare of the Royal College of Obstetricians and
Gynaecologists guidance on potential drug interactions between topiramate and
hormonal contraceptives®.
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