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1. [bookmark: _Toc222401684][bookmark: _Toc222402598][bookmark: _Toc222390907][bookmark: _Toc222401685][bookmark: _Toc222402599][bookmark: _Toc222390908][bookmark: _Toc222401686][bookmark: _Toc222402600][bookmark: _Toc222390909][bookmark: _Toc222401687][bookmark: _Toc222402601][bookmark: _Background][bookmark: _Toc223533641]Background
There is very clear evidence that valproate poses significant risks to people of childbearing potential because of its teratogenic effects — meaning that if a pregnancy occurs while taking valproate, the chances of serious harm to the unborn child are high. Studies and regulatory data show that around 1 in 10 babies exposed in utero will have major physical birth defects (such as spina bifida, cleft palate, organ malformations) and roughly 3–4 in 10 may experience persistent neurodevelopmental disorders.

Medicines and Healthcare Products Regulatory Authority (MHRA) have taken strong action: valproate must not be prescribed to people of childbearing potential unless they are enrolled in a Pregnancy Prevention Programme (PPP) that includes informed consent, annual risk acknowledgement forms (ARAF), use of effective or highly effective contraception (see Contraception) and specialist oversight, and regular review of treatment. These measures are designed to ensure shared decision-making and minimise exposure in pregnancy while still allowing the drug to be used when genuinely needed (for example, when no suitable alternative exists).

2. [bookmark: _The_Patient_Pathway][bookmark: _Toc223533642]The Patient Pathway
The contents of this Patient Pathway are correct as of date 26th March 2026. As well as this Pathway, please ensure that summaries of product characteristics (SPCs), British national formulary (BNF) or the Medicines and Healthcare products Regulatory Agency (MHRA) or NICE websites are reviewed for up-to-date information on any medicine. 

This Pathway is designed to support all organisations and clinicians who provide care for people of childbearing potential taking valproate, and for prescribers who enter into shared responsibility arrangements to effectively manage the high risk of severe harm from Valproate use via the Pregnancy Prevention Programme. 

It applies to the cohort of females (of biological sex) under 55 years old, where reproductive risk applies, as defined by the MHRA Drug Safety Update February 2025. For the purposes for this document, 'people of childbearing potential' is defined as people able to conceive, carry and give birth to a child.  For additional information see also sections on Ethical considerations and Contraception.

The following cohorts are outside the scope of this pathway:
· Male patients under 55 years – The MHRA included requirements for care of men newly starting on valproate in their September 2024 update, however, this is outside the scope of this document and shared care not required
· Male and female patients 55 years and older – see Drug Safety Update for further details, shared care not required

Valproate use in people of childbearing potential is continually under review from a safety perspective and national advice may be to subject to change. Prescribers must ensure compliance with up-to-date guidance.

The MHRA resources at: Valproate safety measures - GOV.UK provide information to support decision making along with relevant clinical information.

It is expected that all relevant clinicians comply with the MHRA pathway following local agreement. All healthcare organisations are required to report valproate safety incidents and concerns, including those relating to valproate omission or avoidance, to their patient safety specialists through established reporting mechanisms.  

People of childbearing potential under 55 years of age where reproductive risk applies should receive wrapround care from a number of different teams to implement the Pregnancy Prevention Programme:


These parties and best practice suggestions for provision of care for people taking valproate are described in the pathway below.

3. [bookmark: _Licensed_and_agreed][bookmark: _Toc223533643]Specialist Responsibilities (including under shared care)
3.1. [bookmark: _Toc223533644]Organisational responsibilities
Provide oversight of valproate safety measures to confirm they are in place across relevant teams in the organisation and are adhered to, including:  
· a recall database of people of childbearing potential on valproate and completion of the required annual risk acknowledgement form (ARAF) by the relevant specialist  
· a designated point of contact for primary care queries regarding non-adherence to the pregnancy prevention programme (PPP) or incomplete/expired annual risk acknowledgement forms  
· ensuring relevant pathways, policies, procedures (including digital solutions where possible/appropriate) and clinical materials are in place to ensure valproate safety
· supported by Trust Patient Safety Specialists and Medication Safety Officers, be assured of measures to ensure valproate safety within the organisation and across primary, secondary and tertiary services.  
 
3.2. [bookmark: _Toc223533645]Specialist Clinical teams - new initiation
3.2.1. Before prescribing valproate for a person of childbearing potential (including those who are likely to need treatment post-menarche )
· Two specialists must independently consider and document clearly in the patient record that there are no other effective or tolerated treatment options. Assess the person and provide diagnosis; ensure that this diagnosis is within the scope of this shared care protocol (see Background and The Patient Pathway sections) and communicated to general practice.  
· Use a shared decision-making approach; discuss the benefits and risks of the treatment with the person and/or their carer and provide the appropriate counselling to enable the patient to reach an informed decision. Record key points from this discussion in the patient record and on the Annual Risk Acknowledgement Form (ARAF). Counselling must include the need for effective or highly effective contraception.  See Resources section for patient leaflets and decision aids.  See also sections for Ethical considerations and Contraception.
· Obtain and document patient consent including the annual risk acknowledgement form (ARAF). 
· Provide appropriate information to person/carer/responsible person and a copy of the Prevent Patient Guide and ensure they understand the need for effective or highly effective contraception, and their responsibilities (see also Patient and carer responsibilities)
· If the person lacks capacity, then the specialist is responsible for initiating a Best Interest Meeting/Process. 
· Assess for contraindications and cautions and interactions (use BNF, SPC etc.)
· Confirm that the person is already on effective contraception (preferably highly effective) or liaise with or refer to primary care or sexual health service to arrange for appropriate contraception (See Contraception). 
· Carry out baseline investigations and initial monitoring. If it is not possible to perform baseline investigations prior to initiation (e.g. in an emergency), they should be completed as soon as possible after initiation.
· Prescribe during the initial stabilisation period and initial maintenance dose.


3.2.2. Transfer of monitoring and prescribing to primary care
Transfer of monitoring and prescribing to primary care is normally after at least 12 weeks, and when the patient’s dose has been optimised and with satisfactory investigation results for at least 4 weeks.  See also Transfers of Care.

· Complete the shared care documentation and send to person’s GP practice, along with a clinical letter detailing the diagnosis, current and ongoing dose, any relevant test results and when the next monitoring is required. Include a copy of the annual risk acknowledgement form (ARAF) and contact information for the specialist team.
· Prescribe sufficient medication to enable transfer to general practice, including where there are unforeseen delays to transfer of care. 

3.3. [bookmark: _Toc223533646]Specialist Clinical teams – continuation of treatment
3.3.1. Annual review
All people of childbearing potential should be reviewed by their specialist annually. 

Annual review should include:  
· Review of appropriateness of treatment - valproate should be withdrawn where no longer required or where there are alternative and safer treatments available. Deprescribing should be undertaken under the supervision of a specialist.   
· Discussion with the person or carer regarding contraception, including a prompt to check when long-acting reversible contraceptives (e.g. implants, intrauterine devices) must be renewed (see also Contraception)
· Consideration of the duration of treatment and frequency of review, based on clinical response and tolerability, and communication to the GP.  
· Completion of the Annual Risk Acknowledgement Form and sharing of the form with the GP practice each year.

All people of childbearing potential and children who are pre-menarche should have been reviewed using the revised valproate Annual Risk Acknowledgement Form, which includes the need for a second specialist signature if the person is to continue with valproate. The MHRA provides recommendations on second specialist signatories on their website.  Subsequent annual reviews are with one specialist only unless the patient’s situation changes.  

After each review, advise general practice whether treatment should be continued, confirm the ongoing dose, and whether ongoing monitoring to be completed by GPs remains in line with that outlined here. Provide a copy of the updated annual risk acknowledgement form (ARAF) to primary care each year (unless the assessment stopped at Step 1). 

3.3.2. Additional ongoing specialist responsibilities
Specialist teams involved in managing people of childbearing potential taking valproate medicines should ensure that:
· The team fulfils their responsibilities under “Prevent – the valproate pregnancy prevention programme”. This includes reassuming prescribing responsibilities and providing advice on alternative treatment options if a patient becomes or wishes to become pregnant.  
· Patients of childbearing potential on valproate should not be removed from any active caseloads of their doctor or specialist clinician.   
· Advice should be provided to general practice on the management of adverse effects if required.   
· Determine dose or formulation adjustments, unless directions have been discussed and agreed with the primary care clinician e.g. managing medication shortages.  

3.4. [bookmark: _Toc223533647]Specialist Clinical teams – discontinuation or deprescribing
Deprescribing should only be carried out under the recommendation and supervision of the specialist team.  They should consider:
· Where safer and alternative treatments are suitable, explore valproate withdrawal for each patient individually. 
· Any review should present the risks of withdrawing valproate or switching to alternative treatments, including the use of decision aids to support patients to understand their personalised risk. (See Resources for information on risk communication materials and decision support tools). 
· The risks of any loss of seizure control, a potential increased risk of sudden death in epilepsy (SUDEP), and deterioration of mental health on withdrawal of valproate should also be discussed. 
· When deprescribing valproate, this should be tapered down gradually under the supervision of a specialist.  
· The conditions of “Prevent – the valproate pregnancy prevention programme” need to be maintained throughout the period of use of valproate medicines until discontinued. This includes patients who are switching to a therapy other than valproate medicines.

4. [bookmark: _Toc222389682][bookmark: _Toc222390917][bookmark: _Toc222401695][bookmark: _Toc222402609][bookmark: _Toc223533648]General Practice responsibilities (including under shared care)
4.1. [bookmark: _Toc223533649]Transfer of monitoring and prescribing from specialist care
Transfer of monitoring and prescribing from specialist to primary care is normally after at least 12 weeks, and when the patient’s dose has been optimised and with satisfactory investigation results for at least 4 weeks.  See also Transfers of care.

· Respond to the request from the specialist for shared care in writing within 14 days of the request being made, where possible. 
· If accepted, prescribe ongoing treatment as detailed in the specialist’s request, taking into any account any potential drug interactions.  
· Ensure the person and/or carer has copies of the “Prevent – the valproate pregnancy prevention programme” materials, understands the need for effective or highly effective contraception, and understands their responsibilities as below.
· Fulfil primary care responsibilities under “Prevent – the valproate pregnancy prevention programme”.  

4.2. [bookmark: _Monitoring][bookmark: _Toc223533650]Monitoring to be carried out by the GP practice
GP practices should conduct the required monitoring as outlined below. Communicate any abnormal results to the specialist.  See also management of adverse effects. 

	Monitoring and advice  
	Frequency  

	· Full blood count  
· Liver function tests  
· Weight and BMI  
· Clotting screen (only required before surgery or following spontaneous bleeding/bruising  
	Six months after initiation, and annually thereafter  

	Annual Risk Acknowledgement Form  
Ensure that the patient has had an annual review with their specialist, and:  
· an up-to-date annual risk acknowledgment form is on file, or  
· there is a documented permanent absence of risk of pregnancy e.g. the patient is post-menopause or has had a hysterectomy, or permanently lacks capacity to consent to sexual activity (see also Ethical Considerations
	Annually

	Contraception  
Ensure that the patient has access to effective (preferably highly effective) contraception and is aware of the importance of using it correctly. Where appropriate, signpost to providers, e.g. community contraceptive clinic, or sexual health clinics and prompts to check when long-acting reversible contraceptives (e.g. implants, intrauterine devices) must be renewed. (See Contraception).
	At all contacts regarding Valproate, minimum yearly.

	Pregnancy testing  
Discuss pregnancy testing and prompt patients to take a test when appropriate. Where possible, offer signposting to providers of free testing, e.g. community contraceptive clinic, or sexual health clinics.  
 
	At all patient contacts regarding valproate.  
Pregnancy testing is recommended:  
· 3 weeks after starting a new contraceptive method, if there was any risk of pregnancy at the start of the contraceptive method  
· Whenever there is reason to suggest lack of adherence or effectiveness of contraception  
· More frequently in patients using a user-dependent method of contraception, e.g. condom, cap, diaphragm, oral contraceptive pills, or fertility awareness-based methods.


 
4.3. [bookmark: _Management_of_adverse][bookmark: _Toc223533651]Management of adverse effects
GP practices should manage adverse effects presented in general practice as below and discuss with specialist team when required.

As well as responding to absolute values in laboratory tests, a rapid change or a consistent trend in any value should prompt caution and extra vigilance. If monitoring results are forwarded to the specialist team, please include clear clinical information on the reason for sending to inform action by secondary care.

	Result
	Action for primary care

	Pregnancy confirmed  
	Prescribe folic acid 5mg daily immediately, and refer to specialist and maternity/obstetrics service urgently (within days). Remind the patient not to stop taking valproate medicine in the interim.  Further information for patients is available from the Bumps website.

	Patient planning a pregnancy  
	Refer to specialist. Remind the patient not to stop using contraception or taking valproate medicine in the interim.   Further information for patients is available from the Bumps website.

	Indication of non-adherence with the Pregnancy Prevention Programme
	Consider pregnancy test.  Refer to specialist. Advise the person not to stop taking valproate in the interim.   

	Full blood count:   
Red cell count, haemoglobin or platelets below reference range.
	Contact specialist team for advice; consider monitoring more frequently. Do not stop valproate medicine.   

	Spontaneous bruising or bleeding, or other signs or symptoms of blood dyscrasias, e.g. purpura, sore throat, fever, or malaise
	Same day clinical assessment in primary care. Consider discussion with specialist team urgently if blood dyscrasia suspected. Full blood count, liver function tests, and coagulation screen may be indicated; discuss most appropriate route with specialist team.   

	Liver function tests:   
Raised liver enzymes in isolation   
	Assess clinically and review for other causes. Monitor until return to normal. Do not stop valproate medicine. Hepatic enzymes alone are not always a good measure; assess in the context of coagulation screen, albumin, and bilirubin.    

	Signs and symptoms of liver dysfunction, e.g.:   
• prolonged prothrombin time (particularly in association with significant decrease in fibrinogen and coagulation factors, decreased albumin, increased bilirubin and raised transaminases)  
• symptoms including asthenia, malaise, anorexia, lethargy, oedema, drowsiness, repeated vomiting and abdominal pain, jaundice  
• recurrence of seizures
	Repeat LFTs and coagulation screen and discuss urgently with specialist team. Stopping valproate medicine may be indicated while waiting for results, particularly if there is strong suspicion that worsening seizures are due to hepatic dysfunction.   

	Gastrointestinal disorders:  
Symptoms of pancreatitis, e.g. acute abdominal pain, nausea, or vomiting  
	Refer for urgent hospital admission if the person has suspected acute pancreatitis, for further management.  
Do not delay admission by taking blood samples or ordering imaging in primary care.  

	Psychiatric disorders  
Suicidal ideation or behaviour  
 
	Refer for urgent psychiatric assessment via local pathways e.g. crisis or specialist teams, if appropriate. Notify specialist team. Do not stop valproate medicine.  

	Weight or BMI above the healthy range  
	Do not stop valproate medicine. Provide appropriate support on multicomponent interventions to increase physical activity levels, improve eating behaviour and quality of diet.   
Consider referral to dietitian or other local services if relevant comorbidities are present (e.g. heart disease, diabetes) or BMI >35. 


 
4.4. [bookmark: _Toc223533652]Additional ongoing GP responsibilities
· Adjust the dose of valproate medicine prescribed as advised by the specialist.  
· Assess for possible interactions with valproate medicines when starting new medicines.
· Stop treatment only as advised by the specialist.  

When issuing a prescription for valproate, it is good practice to endorse the annual risk acknowledgement form (ARAF) review date in the Prescription Directions box to give the community pharmacy the opportunity to check this at the point of dispensing. If the patient is not on the Pregnancy Prevention Programme, this could be endorsed in this same text box to highlight to the pharmacy that they do not require an annual risk acknowledgement form (ARAF).

5. [bookmark: _Transfers_of_Care][bookmark: _Toc223533653]Transfers of Care
At present there are no nationally available systems to support transfers of care or visibility of information for people taking valproate, between the organisations that provide care for them. Organisations should consider how to best store and transfer information, such as Annual Risk Acknowledgement Forms (ARAFs), to maximise security, timeliness and environmental sustainability. This may include the application of digital solutions for signature(s) and transfer.

Medicines reconciliation should always include at least 2 independent sources and it is recommended clinicians access the Great North Care Record (GNCR) or National Care Records Service (NCRS) to support their decision making.

Where the Pregnancy Prevention Plan (PPP) is reviewed, it is recommended that the next review date is added to the dispensing instructions for the medication so that it is visible to all parties both physically on the label and via the GNCR e.g. "PPP valid until June 2026".

Where patient care is transferred from one specialist service or GP practice to another, a new shared care agreement must be completed. Ensure that the specialist is informed in writing of any changes to the patient’s GP or their contact details.  

6. [bookmark: _Ethical_considerations_and][bookmark: _Toc223533654]Ethical considerations and exceptions 
To fulfil legal, GMC, and Montgomery judgement informed choice principles, patients and/or carers must be given appropriate information regarding valproate efficacy and safety in order to balance the risks and benefits and decide on the best treatment for them.

There are a number of innately complex practical and ethical considerations regarding valproate use and requirements of the “Prevent – the valproate pregnancy prevention programme”. In particular:
· People who are able to become pregnant and are unwilling to use long-term effective or highly effective contraception for ethical, religious, or health reasons.
· People who lack capacity. People with learning disabilities must not be presumed to not be sexually active. 
· People with life-threatening or end-of-life symptoms that can only be controlled by valproate 
· Where the Annual Check is overdue
· People who do not engage with the Pregnancy Prevention Programme

Clinicians are advised to observe advice from their healthcare regulators and the Pan-Collegiate Guidance for such ethical considerations to ensure they meet statutory duties and professional responsibilities.

Exceptional circumstances when a Pregnancy Prevention Plan (PPP) is not appropriate/necessary:  
· There are compelling reasons to indicate that there is no risk of pregnancy. The absence of risk may be permanent (e.g. patients who are post-menopausal or post-hysterectomy) or may change (e.g. people who are pre-menarchal). 
· The person lacks capacity to consent to sexual activity.   

In these circumstances the decision to prescribe a valproate medicine (and where indicated, contraception) must be made following careful discussion, with informed consent from the person, parent, or carer, and, where appropriate, a Best Interests process. The requirement for two specialists to independently consider and document clearly in the patient record that there are no other effective or tolerated treatment options still applies.  For circumstances in which a Pregnancy Prevention Plan (PPP) is not appropriate, records must be kept of which decisions are taken, their justifications, and who was involved in decision-making.  If the absence of risk may change, the date for the next annual review must be documented and the patient, parent or carer asked to contact the specialist rapidly if the situation changes before that date.  

Two valproate decision aids are available for use by people and clinicians to guide shared decision making conversations for epilepsy and bipolar disorder.   Easy Read materials are available to download by kind permission of the South East Clinical Network.

[bookmark: _Contraception]Further guidance on ethical considerations in the prescribing of valproate to women and girls is available from the Pan-Collegiate Guidance.

7. [bookmark: _Toc223533655]Pharmaceutical information
Refer to the BNF and SPC for comprehensive information on the following:
· Indications1
· Formulations, brands and route of administration2
· Contraindications, conditions requiring dose adjustment and cautions3
· Dosage regimen including on initiation, stabilisation and maintenance
· Interactions with other medicines
· Adverse reactions4

Refer to SPS for detailed information regarding baseline and ongoing monitoring.

Valproate medicines are suitable for use in breastfeeding but the conditions of “Prevent – the valproate pregnancy prevention programme” must be met, including that other treatments are ineffective or not tolerated, or in circumstances as outlined in section 1. 
Valproate is excreted in breast milk in small amounts. Infants should be monitored for adverse effects such as jaundice, bruising, and bleeding.   
For more information see the following Specialist Pharmacy Service resources (login required – free to register):  Safety in Lactation: Drugs for bipolar disorder 

1. For any unlicensed use, NICE or other guidance on appropriateness should be reviewed prior to initiation. When prescribing valproate off-label, the specialist should be satisfied that an alternative, licensed medicine would not meet the patient’s needs, in line with GMC ethical guidance on prescribing unlicensed medicines.   
2. The MHRA classify valproate medicines as a category 2 antiepileptic drug.  
When used for epilepsy, the need for continued supply of a particular manufacturer’s product should be based on clinical judgement and  consultation with the patient and/or carer, considering factors such as seizure frequency and treatment history. See MHRA advice for more information. In case of availability problems, discuss with the specialist team for advice on the best course of action for the individual patient.  
3. Pay particular attention to the following as highlighted by the MHRA:
· Suicidal ideation (see MHRA advice for more information).  
· Long term use of valproate is associated with decreased bone mineral density. See MHRA advice for more information.
4. Any serious adverse reactions should be reported to the MHRA via the Yellow Card reporting scheme. See below for further details on primary care management of adverse effects.
Other important information:
· Valproate medicines should preferably be prescribed as monotherapy and at the lowest effective dose.   
· Doses should be taken regularly, at the same time every day.   
· If a dose is missed, it should be taken as soon as remembered unless it is nearly time for the next dose. A double dose should not be taken to make up for a missed dose.  
Valproate medicines may cause false positive urine tests for ketones.   

8. [bookmark: _Toc223533656]Specialist contact information 
Where available, Advice and Guidance services can provide a contact method for general practice to access advice from the person's consultant. 
 
Trust
 
Name: [insert name]
Role and specialty: [insert role and speciality]
Daytime telephone number: [insert daytime telephone number]
Email address: [insert email address]
Alternative contact: [insert name] [insert contact information, e.g. for clinic or specialist nurse]
Out of hours contact details: [insert contact information, e.g. for duty doctor]
  

9. [bookmark: _Resources][bookmark: _Toc223533657]Resources
· MHRA Drug Safety Update February 2025
· MHRA resources at: Valproate safety measures - GOV.UK
· NHSE_Valproate epilepsy decision_tool 
· NHSE_Valproate_bipolar_disorder_decision_tool 
· Easy Read materials are available to download by kind permission of the South East Clinical Network.
· Patient information:   
· NHS.uk sodium valproate 
· NHS.uk Contraception Guide 
· Pregnancy prevention programme patient guide and patient card
· MHRA: epilepsy medicines and pregnancy 

10. [bookmark: _Toc223533658]References 
· Electronic BNF, sodium valproate. Accessed via https://bnf.nice.org.uk/drug/sodiumvalproate.html on 13/5/2024.  
· Electronic BNF, valproic acid. Accessed via https://bnf.nice.org.uk/drug/valproic-acid.html on 13/5/2024.
· Sodium valproate 200 mg gastro-resistant tablets (Epilim®). Sanofi. Date of revision of the text 26 Apr 2024. Accessed via https://www.medicines.org.uk/emc/product/519/smpc on 13/5/2024. 
· Sodium valproate 200 mg/5 mL liquid (Epilim®). Sanofi. Date of revision of the text 26 Apr 2024. Accessed via https://www.medicines.org.uk/emc/product/517/smpc on 13/5/2024.  
· Sodium valproate 100 mg crushable tablets (Epilim®). Sanofi. Date of revision of the text 26 Apr 2024. Accessed via https://www.medicines.org.uk/emc/product/518/smpc on 13/5/2024. 
· Valproic acid / sodium valproate 200 mg controlled-release tablets (Epilim Chrono®). Sanofi. Date of revision of the text 26 Apr 2024. Accessed via https://www.medicines.org.uk/emc/product/3979/smpc on 13/5/2024.
·  Valproic acid / sodium valproate 100 mg modified-release granules (Epilim Chronosphere®). Sanofi. Date of revision of the text 26 Apr 2024. Access via https://www.medicines.org.uk/emc/product/6301/smpc on 13/5/2024. 
· Valproate semisodium 250 mg tablets (Depakote®). Sanofi. Date of revision of the text 26 Apr 2024. Accessed via https://www.medicines.org.uk/emc/product/6102/smpc on 13/5/2024.  
· Valproic acid 150 mg capsules (Convulex®). Gerot Lannach UK Limited. Date of revision of the text 08 Apr 2024. Accessed via https://www.medicines.org.uk/emc/product/13215 on 13/5/2024.  
· MHRA. Drug Safety Update volume 13, issue 7: February 2020: 3. Valproate (Epilim▼, Depakote▼) pregnancy prevention programme: updated educational materials. Accessed via https://www.gov.uk/drug-safety-update/valproate-epilim-depakote-pregnancy-preventionprogramme-updated-educational-materials on 13/5/2024.  
· MHRA. Drug Safety Update Volume 11 Issue 4 November 2017 Antiepileptic drugs: updated advice on switching between different manufacturers’ products. Accessed via  https://www.gov.uk/drug-safety-update/antiepileptic-drugs-updated-advice-on-switchingbetween-different-manufacturers-products on 13/5/2024.  
· NICE CG185: Bipolar disorder: assessment and management. Last updated. 21 December 2023 Accessed via https://www.nice.org.uk/guidance/cg185/ on 13/5/2024.  
· NICE CG192: Antenatal and postnatal mental health: clinical management and service guidance. Last updated February 2020. Accessed via https://www.nice.org.uk/guidance/cg192 on 13/5/2024.  
· NICE clinical guidance NG217: Epilepsies in children, young people and adults. Accessed via https://www.nice.org.uk/guidance/ng217 on 13/5/2024. 
· Specialist Pharmacy Service. Treating bipolar disorder during breastfeeding. October 2023. Accessed via  https://www.sps.nhs.uk/articles/treating-bipolar-disorder-during-breastfeeding/ on 13/5/2024.  
· Renal Drug Database. Sodium valproate. Last updated 23/11/2017. Accessed via https://renaldrugdatabase.com/monographs/sodium-valproate on 13/5/2024.  
· Renal Drug Database. Valproate semisodium. Last updated 22/06/2017. Accessed via https://renaldrugdatabase.com/monographs/valproate-semisodium on 13/5/2024.
  
11. [bookmark: _Toc223533659]Other relevant national guidance 
· NHSE Shared Care Guidance: https://www.england.nhs.uk/medicines-2/regional-medicinesoptimisation-committees-advice/shared-care-protocols/   
· NHSE – Responsibility for prescribing between primary & secondary/tertiary care. Available from https://www.england.nhs.uk/publication/responsibility-for-prescribing-between-primaryand-secondary-tertiary-care/   
· General Medical Council. Good practice in prescribing and managing medicines and devices: Shared care. Available from https://www.gmc-uk.org/ethical-guidance/ethicalguidance-for-doctors/good-practice-in-prescribing-and-managing-medicines-anddevices/shared-care  
· NICE NG197: Shared decision making. Last updated June 2021. https://www.nice.org.uk/guidance/ng197/  
 

12. [bookmark: _Toc223533660]Appendix 1: Shared Care Request letter (Specialist to Primary Care Prescriber)  
Dear 		[insert Primary Care Prescriber's name]

Patient name:	[insert patient's name]
Date of birth:	[insert date of birth]
NHS Number: 	[insert NHS Number]
Diagnosis:	[insert diagnosis]

As per the agreed NENC shared care protocol for Valproate containing medicines in people of childbearing potential, this patient is now suitable for prescribing to move to primary care.  The patient fulfils criteria for shared care and I am therefore requesting your agreement to participate in shared care. Where baseline investigations are set out in the shared care protocol, I have carried these out.

I can confirm that the following has happened regarding this treatment:
	
	Specialist to complete

	The patient has been initiated on this therapy and has been on an optimised dose for the following period of time:
	[insert text]

	Baseline investigation and monitoring as set out in the shared care documents have been completed and were satisfactory
	[Yes / No]

	The patient has a current annual risk acknowledgement form (ARAF) with the following expiry 
	[bookmark: Text63][insert date of expiry]

	The condition being treated has a predictable course of progression and the patient can be suitably maintained by primary care
	[Yes / No]

	The risks and benefits of treatment have been explained to the patient
	[Yes / No]

	The roles of the specialist/specialist team/ Primary Care Prescriber / Patient and pharmacist have been explained and agreed
	[Yes / No]

	The patient has agreed to this shared care arrangement, understands the need for ongoing monitoring, and has agreed to attend all necessary appointments
	[Yes / No]

	I have enclosed a copy of the shared care protocol  which covers this treatment/the SCP can be found here (insert electronic/ web link)
	[Yes / No]

	I have included with the letter copies of the information the patient has received
	[Yes / No]

	I have provided the patient with sufficient medication to last until
	[insert text]

	I have arranged a follow up with this patient in the following timescale
	[insert text]



[bookmark: Text64]Treatment was started on [insert date started] and the patient is prescribed [insert medication form and strength] for [insert indication] .  The current dose is [insert dose and frequency].
If you are in agreement, please undertake monitoring and treatment from [insert date] NB: date must be at least 1 month from initiation of treatment.  The next blood monitoring is due on [insert date] and should be continued in line with the shared care guideline.
Please could you reply to this request for shared care and initiation of the suggested medication to either accept or decline within 14 days. 
Name: [insert name]		Date: [insert date]
Role and specialty: [insert role and specialty]
Daytime telephone number: [insert daytime telephone number]
Email address: [insert email address]
Alternative contact: [insert contact information, e.g. for clinic or specialist nurse]
Out of hours contact details: [insert contact information, e.g. for duty doctor]
13. [bookmark: _Toc223533661]Appendix 2: Shared Care Agreement Letter (Primary Care Prescriber to Specialist)  
Primary Care Prescriber Response
Dear		 [insert Doctor's name]

Patient 		[insert Patient's name]

NHS Number	[insert NHS Number]

Identifier	[insert patient's date of birth and/oraddress]


Thank you for your request for me to accept prescribing responsibility for this patient under a shared care agreement and to provide the following treatment

	Medicine
	Indication
	Route
	Dose & frequency

	[insert text]
	[insert text]
	[insert text]
	[insert text]




I can confirm that 

         I am willing to take on this responsibility from [insert date] and will complete the monitoring as set out in the shared care protocol for this medicine/condition.

        I am NOT willing to take on this responsibility due to the following reason/s (please specify):

…………………………………………………………………………………………………………………………………………………….
…………………………………………………………………………………………………………………………………………………….
…………………………………………………………………………………………………………………………………………………….
…………………………………………………………………………………………………………………………………………………….
…………………………………………………………………………………………………………………………………………………….
I would be willing to consider prescribing for this patient once the above criteria have been met for this treatment.  If these/this is met by you please resubmit your request to share care.

Primary Care Prescriber signature: _______________________________	Date: ____________ 



Primary Care Prescriber address/practice stamp:



14. [bookmark: _Toc223533662]Appendix 3: Other party responsibilities
There are several parties who participate in wraparound care of the person, but do not fall directly under the shared care agreement from Appendices 1 to 3. These parties should be aware of their responsibilities, as recommended by MHRA. These are:
· Community Pharmacy
· Person taking Valproate
· Contraceptive Provider
· Social care (where applicable)

14.1. [bookmark: _Toc223533663]Community pharmacy responsibilities 
· Read and apply the General Pharmaceutical Council guidance for community pharmacists, including counselling points: Sodium Valproate resources and information | General Pharmaceutical Council 
· Following an inpatient stay or on electronic referral (e.g. NHSmail or PharmOutcomes) at the point of discharge from hospital, support people with any new medications or medication changes under the Discharge Medicines Service (DMS). 
· Following outpatient or general practice appointments, offer people with epilepsy the New Medicines Service to support people starting Valproate for this indication. 
· Each pharmacy should follow their local standard operating procedure (SOP) for the dispensing and patient counselling points on high-risk medicines such as valproate. It is recommended that any advice provided to the person or outcomes of any discussions, e.g. consent to referral, are documented in the clinical system. The SOP should also describe how to deal with situations where people who are on the Pregnancy Prevention Programme may be unable to collect their prescription themselves.  
Where people present with issues with the pregnancy prevention programme or their valproate treatment e.g. adverse effects, the pharmacist should refer the person back to the prescriber.  
However, if the patient only indicated that they are not using effective contraception, the pharmacist may be able to resolve this through their pharmacy’s own contraception services (if registered as such). In this case, any treatment decisions, signposting or referrals should be fed back to the GP practice. See Contraception.
· Where the annual risk acknowledgement form (ARAF) date is included in prescription directions and appears to be out of date, check with the person and alert the prescriber that this may need a review.
· Be aware of common adverse effects and refer to the prescriber where suspected.
· Unless there are exceptional circumstances, valproate-containing medicines must always be dispensed in the manufacturer’s original full pack to ensure that all the safety warnings associated with taking valproate-containing medicine are clearly visible and available to patients. For more information, see Full pack dispensing of valproate-containing medicines - GOV.UK 

14.2. [bookmark: _Person_and/or_carer][bookmark: _Toc223533664]Person and/or carer responsibilities  
There are a number of non-clinical points to discuss as part of the shared decision-making process and set expectations regarding ongoing Valproate use:
· Take valproate medicines as prescribed and avoid abrupt withdrawal unless advised by the primary care prescriber or specialist, especially if taking for epilepsy (risk of status epilepticus and sudden unexpected death in epilepsy (SUDEP)).  
· Participate in monitoring and review appointments with general practice and the specialist and keep contact details up to date with both prescribers. Be aware that medicines will be reviewed if they do not attend specialist appointments.  
· Report adverse effects (including to contraception) to their primary care prescriber. Further information can be found in the SPC and Patient Guide. 
· Be aware of the risks to an unborn baby when valproate is taken during pregnancy. 
· Use an appropriate form of contraception during treatment with valproate, as agreed with their doctor/nurse/sexual health service.  
· Take a pregnancy test if they think they could be pregnant and inform the specialist or GP immediately if they become pregnant or wish to become pregnant. 
· Report the use of any over the counter (OTC) medications to their general practice and specialist and be aware they should discuss the use of valproate medicines with their pharmacist before purchasing any OTC medicines.  
· Moderate their alcohol intake to no more than 14 units per week.  Avoid recreational drugs. 
· Ensure other healthcare providers are aware of valproate medicine use (for example, coagulation blood tests may be needed prior to surgery).  
· Not drive or operate machines if valproate affects their ability to do so safely. Patients with a diagnosis which affects their ability to drive must notify the Driver and Vehicle Licensing Agency (DVLA);
· Consider taking vitamin D supplements (purchased over the counter) – Valproate can affect bone density.
· Not stop taking valproate medicines without first discussing this with their doctor.
 
Patient information:   
NHS.uk sodium valproate 
NHS.uk Contraception Guide 
Pregnancy prevention programme patient guide and patient card
MHRA: epilepsy medicines and pregnancy 

14.3. [bookmark: _Toc223533665]Contraceptive Provider responsibilities 
· Identify whether the person needs effective (preferably highly effective) contraception. 
· Using a shared decision-making approach, explore the options for effective contraception. 
· Provide the person with effective contraception and advice on safe use. 
· Where the person does not wish to use effective contraception for ethical or religious reasons, seek to understand any barriers, discuss alternatives and document the factors affecting this decision. 
· Seek consent from the patient to share medication supply and advice with the persons general practice (unless the general practice already act as contraceptive provider). 
· Share contraceptive medication supply and advice with the person's general practice, including discontinuation and/ or removal. 
See also Contraception 

14.4. [bookmark: _Toc223533666]Adult Social Care responsibilities
Where a person is under the care of Adult Social Care e.g. allocated support worker or living full time in a care home, additional support may be needed. This may include:
· Support people of childbearing potential to attend their appointments for review
· Provide information about “Prevent – the valproate pregnancy prevention programme”, this should be in an accessible format e.g., easy read, or relevant language if applicable.   
· Hold a copy of the Annual Risk Acknowledgement Form (ARAF) if the patient is unable to do so themselves.  
· Support people of childbearing potential without the capacity to make an informed decision. Ensure they or their parent(s)/caregiver(s)/ responsible person(s) have been provided with information and advice on effective or highly effective methods of contraception and on the use of valproate medicines during pregnancy, and make sure they clearly understand the content.   
· If a pregnancy occurs, providers must support patients to seek advice from their specialist and obstetrician as soon as possible.  
 

15. [bookmark: _Appendix_4:_Contraception][bookmark: _Toc223533667]Appendix 4: Contraception
Individual risk of pregnancy should be assessed prior to initiation of valproate prescribing and at regular intervals thereafter.  To prevent pregnancy during valproate treatment, all patients of childbearing potential must meet the requirements of the Pregnancy Prevention Programme, including the use of effective (preferably highly effective) contraception.

MHRA guidance defines highly effective contraception as methods with a typical-use failure rate of less than 1%, including male or female sterilisation and long-acting reversible contraceptive (LARC) methods (intrauterine devices and implants).

Progestogen-only injections have a typical-use failure rate of 6%, but this may be due to repeat injections being administered late. Progestogen-only injections may be considered as highly effective if repeat injections are documented as having been administered on schedule by a healthcare professional.

Other methods described as effective include combined hormonal contraceptive (pills, patches, or vaginal rings) and progestogen-only pills, which have typical-use failure rates of 9%.

Methods used at time of sexual intercourse or based on fertility awareness have higher typical-use failure rates and are not classed as ‘effective’ for use with medicines with teratogenic potential so should not be relied upon alone.

Contraceptive providers looking to use a visual guide to discuss (highly) effective contraception can use the page 'How effective is your contraception?' in the patient decision tools;
· NHSE_Valproate epilepsy decision_tool 
· NHSE_Valproate_bipolar_disorder_decision_tool 

For children or people without the capacity to make an informed decision, provide the information and advice on effective contraception and on the use of valproate medicines during pregnancy to their parent(s)/caregiver(s)/ responsible person(s) and make sure they clearly understand the content. See section 1 for further information.
 


Contraceptive options
The MHRA has produced an aide memoire to support clinicians to help people decide which option is best for them. For more information, please see: MHRA Medicines with teratogenic potential: what is effective contraception and how often is pregnancy testing needed? - GOV.UK 

There are various options for contraception and emergency hormonal contraception (EHC) services. These are all accessible for clinicians and patients dependent on patient need and geography.  

The NHS Digital Service Finder can be used by healthcare professionals and patients to find available services. Please note that the platforms for each are slightly different. 
The website (healthcare professional access) includes details of clinic locations and opening times for commissioned Sexual Health Services and community pharmacies offering NHS-commissioned contraception services. EHC is offered from the vast majority of community pharmacies. Please note that community pharmacy cannot offer long-acting reversible contraception (LARC). 
It is advisable for patients to call the pharmacy to ensure they can offer the services at a time suitable to the patient.  
 
 Training 
Clinicians having conversations with people taking Valproate may wish to undertake additional learning in contraception as part of their continuing professional development:
For all clinicians: 
· eLearning for Health: Sexual and Reproductive Health (e-SRH) programme 
· Faculty of Reproductive and Sexual health: SRH Essentials for Primary Care course 
Pharmacists: 
· CPPE: Valproate – the hard conversations eWorkshop
· CPPE: Contraception eLearning
GPs: 
· Royal College of GPs: eLearning includes Contraception. 
Nurses: 
Royal College of Nursing: Sexual and Reproductive Health training 
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