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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

Episenta®▼ (sodium valproate) Abbreviated Prescribing Information
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▼
 Episenta® (sodium valproate) Abbreviated Prescribing Information 

Prescribers should consult the SmPC before prescribing Episenta. Sodium 
valproate available as Episenta 150mg or 300mg prolonged-release capsules, 
Episenta sachets containing 500mg or 1000mg prolonged-release granules and 
Episenta 100mg/ml solution for injection (IV). Indications: Oral: All forms of 
epilepsy. Manic episode in bipolar disorder when lithium is contraindicated or 
not tolerated. Consider continuation of treatment after acute manic episode for 
those who have responded. IV: Epilepsy in patients normally maintained on oral 
sodium valproate but temporarily not possible. Dose and Administration: 
Female children and women of childbearing potential: Must be initiated and 
supervised by a specialist in epilepsy or bipolar disorder. Do not use unless 
other treatments are ineffective or not tolerated. Prescribe and dispense 
according to Valproate Pregnancy Prevention Programme. Preferably prescribe 
as monotherapy and at lowest effective dose; divide daily dose into at least two 
single doses. Epilepsy: Oral: Daily dosage given in 1-2 single doses. 
Monotherapy: Adults: 600mg daily increasing by 150-300mg at 3-day intervals 
until controlled; usual dose range 1000-2000mg/day. Max dose 2500mg/day. 
Children >20kg: 300mg/day increasing until controlled; usual dose range 20-
30mg/kg/day. Max dose 35mg/kg/day. Children <20kg: 20mg/kg per day; in 
severe cases up to 40mg/kg/day. Doses >40mg/kg/day, monitor clinical 
chemistry and haematological parameters. Elderly: Care when adjusting 
dosage. Dosage should be determined by seizure control. Renal insufficiency: It 
may be necessary in patients with renal insufficiency to decrease the dosage, or to 
increase the dosage in patients on haemodialysis. Valproate is dialysable. 
Dosing should be modified according to clinical monitoring of the patient. Hepatic 
insufficiency: see Contraindications, Warnings and Undesirable effects. 
Salicylates should not be used concomitantly. Combined Therapy: Start 
Episenta in patients already on anticonvulsants gradually to reach target dose 
after about 2 weeks. In combination with barbiturates, reduce barbiturate dose, 
particularly if sedation observed. IV: Use current daily dosage for patients 
adequately controlled on oral therapy but divide into 3-4 single slow IV injections 
or give by continuous or repeated infusion. Adults: 400-800mg daily increasing 
by 150-300mg at 3-day intervals until controlled; usual dose range 1000-
2000mg/day. Max dose 2500mg/day. Children: 300mg/day increasing until 
controlled; usual dose range 20-30mg/kg/day. Max dose 40mg/kg/day, only if 
plasma levels can be monitored. Manic episodes: Adults: initial daily dose 
750mg or 20mg/kg, increase dose rapidly, mean daily dose 1000-2000mg. 
Monitor patients if dosage higher than 45mg/kg/day. Children/adolescents: 
Safety and efficacy not established in patients <18 years. Method of 
administration: Oral: Swallow capsules whole without chewing, with plenty of 
liquid. Contents of the capsule/sachet may be sprinkled or stirred into soft food 
or drinks (cold/room temperature) and swallowed immediately without chewing 
or crushing the granules. Changing from valproate enteric coated tablets to 
Episenta, keep the same daily dose. IV: Give by slow IV injection over 3-5 mins 
or by infusion in 0.9% saline or 5% dextrose. Do not administer via same line 
with other IV additives. Replace with oral therapy as soon as practicable. 
Monitor plasma levels during therapy and when changing to/back from 
parenteral therapy. Contraindications: Hypersensitivity to valproate or 
excipients. Active liver disease; Personal or family history of severe hepatic 
dysfunction, especially drug related; Porphyria; Known urea cycle disorders; 
Bipolar disorder in pregnancy. Epilepsy in pregnancy unless there is no suitable 
alternative. Epilepsy or bipolar disorder in women of childbearing potential 
unless the conditions of the pregnancy prevention programme are met. Known 
or suspected mitochondrial disease. Warnings and Precautions: Monitor for 
signs of suicidal ideation/behaviour. Discontinue gradually, under specialist 
supervision. Generic switching of valproate preparations not recommended. Use 
with carbapenem not recommended. Risk of aggravated convulsions. Monitor 
for early signs of liver damage. Risk of severe liver damage, including fatal 
hepatic failure; children <3 years most at risk especially with multiple 
anticonvulsants, severe seizure disorders, organic brain disease, diseases 
associated with mental retardation. Avoid concomitant salicylates in children 
<16 years. Measure liver function before treatment and during first 6 months.  
Risk of severe or fatal pancreatitis, particularly young children; risk decreases 
with increasing age. Blood cell count, platelet count, bleeding time and 
coagulation tests recommended prior to starting therapy or before surgery, or if 
spontaneous bruising/bleeding. Caution in patients with systemic lupus 
erythematosus. Risk of hyperammonaemia in patients with urea cycle enzymatic 
deficiency. Risk of marked weight gain. Valproate may trigger or worsen clinical 
signs of underlying mitochondrial diseases. Patients with an underlying carnitine 
palmitoyltransferase (CPT) type II deficiency should be warned of the greater 
risk of rhabdomyolysis. Alcohol intake not recommended. Contains sodium.  

Pregnancy Prevention Programme 
Valproate is highly teratogenic, and children exposed in utero to valproate have 
a high risk for congenital malformations: neurodevelopmental disorders, hearing 
impairment or deafness, due to ear and/or nose malformations, or eye 
malformations. See Contraindications. See SmPC for full conditions of the 
Pregnancy Prevention Programme. The potential for pregnancy must be 
assessed for all female patients. Pregnancy must be excluded before start of 
treatment with valproate. Women of childbearing potential must use effective 
contraception without interruption and be provided with comprehensive 
information on pregnancy prevention. A specialist should review the patient at 
least annually and additionally if a woman is planning a pregnancy. If a woman 
using valproate becomes pregnant she must be immediately referred to a 
specialist to re-evaluate treatment. Women of childbearing potential must be 
provided with a patient guide and patient card. A risk acknowledgement form 
must be completed at treatment initiation and annual review. 
Interactions (see SmPC):.Effects of Episenta on other drugs: Episenta® may 
potentiate the effect of other psychotropics, such as antipsychotics, MAOIs, 
antidepressants, benzodiazepines. Episenta may increase plasma levels/toxicity 
of other drugs: phenobarbital, primidone, lamotrigine, carbamazepine, 
felbamate, rufinamide, propofol, zidovudine, nimodipine warfarin and other 
coumarin anticoagulants. Episenta may decrease plasma levels of other drugs: 
olanzapine and phenytoin. Effects of other drugs on Episenta: Valproate plasma 
levels may be decreased with phenytoin, phenobarbital, carbamazepine, 
carbapenem agents, cholestyramine, rifampicin, lopinavir, ritonavir, protease 
inhibitors, oestrogen containing products, mefloquine, chloroquine and 
metamizole. Valproate levels may be increased with acetylsalicylic acid (and 
other highly protein bound agents) and cimetidine or erythromycin (as a result of 
reduced hepatic metabolism). Other interactions: Caution with newer 
antiepileptics; increased risk of neutropenia/leucopenia with quetiapine. 
Pregnancy/Lactation: See Contraindications and Warnings and Precautions. 
Refer patients with a valproate-exposed pregnancy to a specialist in prenatal 
medicine for evaluation and counselling. Neonate risks: haemorrhagic 
syndrome, hypoglycaemia, hypothyroidism, withdrawal syndrome. Valproate is 
excreted in human milk. Haematological disorders have been shown in 
breastfed infants of treated women. Consider benefit:risk. Effects on ability to 
drive and use machines: Reaction time may be altered; risk of transient 
drowsiness. Undesirable effects (See SmPC for full details): Congenital 
malformations,  developmental disorders and hearing impairment or deafness 
due to ear and/or nose malformations or malformations. Risk of developing 
attention deficit/hyperactivity disorder. Very common: nausea; tremor. Common: 
liver injury; increased liver enzymes; vomiting; gingival disorder; stomatitis; 
gastralgia; diarrhoea; urinary incontinence; confusional state; hallucinations; 
aggression; agitation; disturbance in attention; extrapyramidal disorder; stupor; 
somnolence (sedation occasionally reported, usually in combination with other 
anticonvulsants); convulsion; memory impairment; headache; nystagmus; 
hyponatraemia; weight increased: anaemia; thrombocytopenia; hypersensitivity; 
transient/or dose related hair loss; nail and nail bed disorders; dysmenorrhea; 
haemorrhage; deafness; weight increased (monitor since a factor for polycystic 
ovary syndrome). Uncommon: pancreatitis, sometimes lethal; renal failure: 
hypothermia: coma; encephalopathy, lethargy, reversible parkinsonism, ataxia, 
paresthesia; aggravated convulsions SIADH; hyperandrogenism; pancytopenia; 
leucopenia; angioedema; hair disorder rash; amenorrhea; non-severe peripheral 
oedema; vasculitis; bone mineral density decreased, osteopenia, osteoporosis 
and fractures in patients on long-term therapy; pleural effusion. Rare: 
myelodysplastic syndrome; abnormal behaviour; diplopia psychomotor 
hyperactivity; learning disorder; reversible dementia with reversible cerebral 
atrophy; cognitive disorder; hypothyroidism; hyperammonaemia; bone marrow 
failure, including pure red cell aplasia; agranulocytosis; macrocytic anaemia; 
macrocytosis; toxic epidermal necrolysis, Stevens-Johnson syndrome; erythema 
multiforme; DRESS syndrome; male infertility; polycystic ovaries; enuresis; 
tubulointerstitial nephritis; reversible Fanconi syndrome; systemic lupus 
erythematosus; rhabdomyolysis; coagulation factors decreased; abnormal 
coagulation tests. Very rare: gynaecomastia. Not known: Severe liver damage, 
including hepatic failure, sometimes fatal. Pack sizes and NHS price: 150mg 
capsules: packs of 30, £2.76; packs of 100, £7.00 [PL14040/0024]; 300mg 
capsules: packs of 30, £4.56; packs of 100, £13.00 [PL14040/0025]; 500mg 
sachets: packs of 30, £6.30; packs of 100, £21.00 [PL14040/0026]; 1000mg 
sachets: packs of 30, £12.30; packs of 100, £41.00 [PL14040/0027]. Packs of 5, 
3ml ampoules 100mg/ml solution for injection £35.00 [PL14040/0028]. Legal 
category: POM. Marketing Authorisation Holder: Desitin Arzneimittel GmbH 
Weg beim Jäger 214 D-22335 Hamburg Germany. Prepared in: Jan 2022. For 
further information on Episenta please contact Medical Information on 
MedInfo@desitin.co.uk.  

Episenta is subject to additional monitoring. This will allow quick identification of new safety information. Healthcare 
professionals are asked to report any suspected adverse reaction.  Reporting forms and information can be found at 
www.mhra.gov.uk/yellowcard.  Adverse events should also be reported to Desitin Pharma Limited on MedInfo@desitin.co.uk. 
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