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Introduction  
Sodium valproate has been used for nearly 55 years
(Pinder RM, 1977 Feb), and was known to have a
broad spectrum of anticonvulsant activity. In this time
it was first marketed and licensed as an antiepileptic
(Löscher, W, 2002), used worldwide as one of the
most widely used anti-epileptic drugs (AEDs) in the
treatment of generalised and partial seizures in
adults and children. 

The suggested mode of action, over five decades ago,
was through mediation of effects on the function of
brain γ-aminobutyric acid (GABA).  It is now known
that there is no single mechanism of action that
explains all of the numerous activity in epilepsy and
other brain diseases. The pharmacological effects
include increasing the γ-aminobutyric acid (GABA)-
ergic transmission, reduced release and/or effects of
excitatory amino acids, blockade of voltage gated
sodium channels and modulation of dopaminergic
and serotinergic transmission. The effect of sodium
valproate on numerous pathways within the brain has
led to use, not only in epilepsy, but also in bipolar
disorder and to prevent migraine (unlicensed but
widespread use).

It is the long history of use of sodium valproate that
has led to finding that children born to women taking
sodium valproate during pregnancy are at significant
risk of harm, with up to 40% of babies being at risk of
developmental disorders, and approximately 10% at
risk of birth defects (compared to a background risk
of 3%).  In 2017 and 2018, the MHRA issued drug
safety updates to highlight the risk of abnormal

pregnancy outcomes and the risk of developmental
disorders, but this did not reduce the prescribing of
valproate to women of child bearing age, with data
showing that pregnancies continued to be exposed
to valproate medicines. More shockingly, is that a
survey of epilepsy patients found that 20% of women
taking valproate were not aware of the risks in
pregnancy (Action., 2017). 

In 2018, the MHRA changed the licence for all sodium
valproate medicines, meaning that it could no longer
be prescribed to women or girls of childbearing
potential unless they are on the Pregnancy Prevention
Programme (PPP). The guidance issued stated that
healthcare professionals who seek to prescribe to
their female patients must make sure they are enrolled
in the PPP. This includes the completion of a signed
risk acknowledgement form when their treatment is
reviewed by a specialist, at least annually. This was
accompanied by changes from the manufacturers
supporting smaller pack sizes to encourage monthly
prescribing and a pictogram/warning image on the
containers. ( https://www.gov.uk/guidance/valproate-
use-by-women-and-girls#valproate-registry
access August 2018).

In practice, this guidance is much harder to implement
with prescribing crossing primary care, secondary
and tertiary services, and many primary care
colleagues nervous about switching therapy without
specialist advice from neurology or psychiatry
specialists. Despite many NHS trusts having
electronic prescribing, this often does not allow for
quickly searching records for all patients where
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recommendations for the GP to prescribe sodium
valproate exist. Therefore, there is a hidden population
of females on sodium valproate who are only known
to the specialist service when the GP refers them
back into the service. This is where pharmacy has
an important role. Anyone dispensing and giving
out sodium valproate to a patient (or their carer),
can check that the patient has had the appropriate
counselling and is enrolled in the Pregnancy Prevention
Programme as appropriate. The opportunity for a
medication review of the sodium valproate medication
should not be missed:

• For patients taking sodium valproate for seizure
control: Is sodium valproate controlling the seizures
or contributing to a lessening of seizure frequency/
intensity at the current dose?

• If no

o Consider the following:

• Is adherence a contributing factor?

• Is the choice of formulation of sodium
valproate appropriate to improve adherence
and bioavailability?

• Alternative anticonvulsant / withdrawing the
sodium valproate and referral to a specialist

The range of solid formulations in both plain release
and modified release has grown. The tablet sizes range
from 8mm to 17mm, with prolonged release granules
being available with each granule being less than
2mm. (See Table One, Sodium Valproate Formulation

Guidance below). The range of formulations available
should be discussed with patients who struggle with
compliance as for some patients it is the formulation
and dosage regimen changes that may improve
compliance and allow for medication optimisation. The
discussion of formulations with patients and the wider
multi-disciplinary team utilises the skill set of
pharmacists and improves the link between
professionals in improving the outcomes for the patient.
In the population of patients taking sodium valproate,
there is a subset of patients who are taking complicated
medication regimens and the size of solid dosage forms
may mean that the medication is not always taken as
intended. The use of granules may give the advantage
that liquid preparations offer, in being easy to swallow,
whilst having the advantage of prolonged release
tablets in having a simpler dosage regimen. This is of
added advantage to patients who are neurodiverse and
may be struggling in having a full understanding of the
benefit of compliance which sodium valproate offers. 
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TABLE ONE
Sodium Valproate Formulation Guidance

Sodium Valproate Formulation Optimisation Guidance
In 2018, MHRA guidance was issued strengthening the regulatory position on valproate medicines. Valproate
must no longer be prescribed for any woman or girl able to have children unless she has a pregnancy
prevention programme in place. This is to ensure that patients were fully aware of the risks and the need to
avoid becoming pregnant whilst on valproate. Full details of the prevent programme are available at:
https://www.gov.uk/guidance/valproate-use-by-women-and-girls#background

As it is important that patients do not stop taking valproate without medical consultation, there is an
opportunity at this point to ensure that the valproate is fully optimised for the individual including that the
formulation is the most appropriate.

https://www.gov.uk/guidance/valproate-use-by-women-and-girls#background
https://www.gov.uk/guidance/valproate-use-by-women-and-girls#valproate-registry
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This guide is intended to aid healthcare professionals in selecting the most appropriate valproate formulation
once it has been decided that sodium valproate is the most appropriate therapy (it is one step in a proposed
full epilepsy medication review guidance which is phase 2 of this project).

Background to formulation choice of valproate
Each of the numerous formulations of sodium valproate may have a beneficial effect with certain patient
profiles. The aim of the guidance below is to inform the reader of the formulations and the patient type that
may benefit most from each formulation type. While there is understandable reluctance to change a patient’s
prescription, it should be borne in mind that some of these options may not have been available to the
original prescriber, who might have made a different selection if they had been. This document is intended
to be for information and guidance only.

Patient Profiles & Optimised Formulation
It is suggested that patients in the relevant groups may benefit most from the formulations marked with a dot. 

Relative Cost Comparison Chart
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