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This audit was originally written for the Medicines Optimisation Team to conduct as part of the team’s quality workstream 2018/19. It has been reviewed and modified as a guide to assist practices to meet the requirements of QOF 2019/20 Q1001.
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Introduction 

Medicines containing valproate (brand names include Epilim®, Depakote®, Convulex®, Episenta®, Epival®, Kentlim®, Orlept®, Syonell® and Valpal®) are known to be highly teratogenic and evidence supports that use in pregnancy leads to physical birth defects in 10 in every 100 babies (compared with a background rate of 2 to 3 in 100) and neurodevelopmental disorders in approximately 30 to 40 in every 100 children born to mothers taking valproate (MHRA, 2018). 
Since January 2015, the MHRA has released a number of safety alerts warning about the risk of prescribing valproate in women and girls of childbearing potential, which have had little effect on making women aware of the risks (MHRA, 2018). 

Valproate is usually used effectively in the treatment of epilepsy and bipolar disorder, but is sometimes used off-licence for conditions such as migraine prophylaxis (although not recommended within NICE headache guidance – see link for a summary of the recommendations around the use and safety of valproate in all NICE guidelines). In April 2018, the MHRA released new prescribing and dispensing requirements for all valproate medicines. Medicines containing valproate must not be used in women and girls of childbearing potential, irrespective of indication, unless there is a pregnancy prevention programme in place (MHRA, 2018). 
It is the aim of this audit therefore to ensure compliance with the MHRA’s requirements with regards to the ‘actions for general practitioners’ set out in the ‘Guide for Healthcare Professionals’ ‘prevent’ booklet.
Developments since May 2018

In April 2019, the MHRA issued a revised Annual Risk Acknowledgement Form (ARAF) with the addition of a section that specialists should complete if they consider there are compelling reasons to indicate the patient is not at risk of pregnancy. The specialist needs to document reasons for this and the patient or responsible person signs to confirm these are correct (MHRA, 2019). The ARAF needs to be completed by the specialist at least every 12 months for all patients who are on ‘prevent’ (including those deemed by the specialist as not at risk of pregnancy).
In March 2019, experts from 13 national healthcare bodies, including seven Royal Colleges, produced clinical guidance to support healthcare professionals involved in the care of women on valproate. This ‘pan-College’ guidance advises on the more challenging issues that clinicians might encounter when implementing ‘prevent’. GPs may find the pragmatic approach in this guidance is useful when considering the actions required from the audit. It includes as section on the contentious issue of the patient choosing to remain on valproate without a PPP in place, which is outside its product license. The General Medical Council prescribing guideline outlines the roles and responsibilities of the prescriber (typically the GP) under these circumstances.
Another useful resource was published in April 2019 by the British Paediatric Neurology Association (BPNA) and the Royal College of Paediatrics and Child Health (RCPCH). This joint guidance provides recommendations for prescribing valproate to female patients under 18 years of age. It includes a useful summary a flow chart.
Aim

To ensure the safe and effective prescribing of valproate medicines in women and girls of childbearing potential (aged 12 to less than 50 years); hereafter referred to as females of child bearing potential.
Objectives
To ensure that the requirements of the valproate pregnancy prevention programme are being met in primary care.
Criteria 
1. Females of childbearing potential being prescribed valproate have had a review or been recalled for a review with their GP since April 2018

2. There is evidence on the GP clinical system that females of childbearing potential being prescribed valproate have received the current version of the Patient Guide (May 2018)

3. Females of childbearing potential being prescribed valproate have been referred to / had a review with the specialist in the last 12 months
4. Females of childbearing potential being prescribed valproate have an up-to-date Annual Risk Acknowledgement Form (ARAF) on the GP record that is signed by the specialist and the patient/responsible person
5. Females of childbearing potential being prescribed valproate are on highly effective contraception, or have been recorded by the specialist on the ARAF as not currently needing the Pregnancy Prevention Programme (PPP) (see appendix for types of highly effective contraception). 
Note: the ‘prevent’ guidance advises prescribers to consider the need for pregnancy testing if the patient is not using a ‘highly’ effective method of contraception. See appendix for MHRA guidance on frequency of pregnancy testing for patients taking teratogenic drugs. In circumstances where a patient has chosen not to use a highly effective method, guidance for pregnancy testing should be adhered to and documented before any prescription for valproate medication is issued. 
6. There is a robust mechanism to ensure ARAF forms for females of childbearing potential being prescribed valproate are up to date when prescriptions for valproate are issued

7. Females of childbearing potential being prescribed valproate are referred back to /recalled by secondary care annually (before the date of expiry of the ARAF).
Standards
The standard for each criterion has been set at 100%.  
Inclusion and Exclusion Criteria

Include in this audit all females of child bearing potential between the ages of 12 and 49 inclusive, with a current prescription of any medicines containing valproate. The MHRA defines “women of child bearing potential as a pre-menopausal female who is capable of getting pregnant”. Therefore, exclude from the audit women with a history of hysterectomy or menopause and girls who are pre-pubertal, where this is documented in the clinical record. 
GPs should consider how they will manage pre-pubertal girls as they approach the menarche. The BPNA/RCPCH guidance provides recommendations about the use of valproate in female patients under 18 years of age.

Note for the purposes of the audit data collection:

· where the patient has been initiated on valproate within the last 12 months, this consultation satisfies criterion 3 as the specialist review.
The data collection sheet has a question on whether the patient is on the learning disabilities register. This question has been included so that this subgroup can be analysed separately as it is recognised that these patients present additional challenges in implementation of ‘prevent’. 
Method

1. Run the respective SystmOne and EMIS Web systemwide reports for valproate medicines to identify female patients of childbearing potential regularly receiving valproate on prescription. 

· SystmOne search is on System wide reports / Valproate medicines and is titled “All female patients aged 12-49 with a valproate medicine current repeat”

· EMIS Web search is on the EMIS Library titled “Females of childbearing age (12-49) on valproate”
2. Review all the patients meeting the inclusion criteria for compliance with the audit standards as captured on the GP clinical practice system. 
3. Complete the Excel Valproate ‘prevent’ baseline data collection sheet provided.
4. Note: Eclipse Live Radar Alerts highlights females aged 13 to 49 prescribed valproate as an amber alert. For patients assessed as compliant with ‘prevent’ from the audit, the practice may wish to record this on the Eclipse Alert Review box. For example: record as Action: addressed; Notes: valproate audit done; Exclude: for 12 months or in line with the date on the signed Annual Risk Acknowledgement Form. 
5. Discuss the audit results at a practice meeting and, where necessary, agree and produce an improvement plan.

6. Implement the improvement plan.

7. Re-audit as clinically appropriate and agreed.
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Appendix: resources
1. Link to MHRA materials to support the pregnancy prevention programme- https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-pregnancy-prevention-programme-materials-online
2. Link to FSRH statement on contraception for women using known teratogenic drugs https://www.fsrh.org/documents/fsrh-ceu-statement-contraception-for-women-using-known/
Download full statement to see examples of highly effective contraception. For the purposes of the audit, include the following as ‘highly effective contraception’:
	Long acting reversible contraception

	
	Cu-IUD (copper intrauterine device)
	

	
	Levonorgestrel intrauterine system (LNG-IUS) 
	e.g. Mirena®, Kyleena®, Levosert®, Jaydess®

	
	Progestogen-only implant (IMP)
	Etonogestrel (Nexplanon®)

	
	Depot medroxyprogesterone acetate (DMPA) + additional barrier method*
	e.g. Depo-Provera®, Sayana Press®

	Female and male partner sterilisation (Note: for male sterilisation the possibility of a new partner needs to be kept in mind)

	Combined hormonal contraception (CHC)  + additional barrier method*

	
	CHC includes combined oral contraception (COC), transdermal patch and vaginal rings
	See BNF for examples of CHC

	Progestogen-only pill (POP) + additional barrier method* 


*only include as highly effective if there is documented record of additional barrier method of contraception. If this is not documented, record as any form of contraception.
Note that women using IMP / CHC / POP must not take any interacting drugs that could reduce contraceptive effectiveness; if this is the case, record as any form of contraception, even if additional barrier method is being used. 
3. Link to MHRA guidance on contraceptive methods and frequency of pregnancy testing to reduce inadvertent exposures during pregnancy in a woman taking a medicine of teratogenic potential
Medicines with teratogenic potential: what is effective contraception and how often is pregnancy testing needed? 
Aide-memoir table - Pregnancy testing and contraception for pregnancy prevention during treatment with medicines of teratogenic potential
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