This notifieation is an official referral under Article 31 of Rirective 2001/33/EC made by the Unifed

Kingdom to the PRAG

Administrative details

Product Mame (5}, is Subsfances reiéted to valproate {ta_.g_ sodﬁ& valproate, valproic acid, va_Emrane
appropriate, Strangth{s) and | semisodium, valpromide), all strengths, afl phaimaceutical foims
Pharmaceutical Farm (s)

Applicants{s)darketing Varigus MAHSs including Sanofi, Destin Pharma, Wockhard!, Zentiva
Authorisafion Holder{s)- In
the referring member state.

Yalproale has been authorised lor several decades scross the European Union lor the trealmen] oF epilepsy. 13
also authorised Tor the treatment of the manic phase of hipolar disorder and prevenlion of migraine headaches in
some mamber states.

Epilepsy is a serious neurclegical condition and it is imperlanl that is treated effectively including during
pregnancy. I is widely recognised that wamen who fake anfispileptics during pregnancy have a highei risk ot
having & child wilh a birth defact Ihan women in the general population - this risk is estimated to be 2-3 times
higher. The likalihood of having a child with birth defects is furlher increased if the woman takes more than ane
antiepileptic medicineg during pregnancy. The daia suggest lhat The use of valproalte is associated with a greater
risk of certain types af these malfarmations {in particular neural tube delects) than with some of the other
antiegilegtic drugs. This risk is clearly reflecled in the valproate pradust infaimation pravided for patients and
prescribers. The LK product infaimation also sonlains some informatian on 1he associalion between felal
valproate exposure and longer term neurodevelopmental delay in the child, including a link with zutism spectrurm
disorder

In 26109, there was also a Furapsan review of the safety and effectivensss of valproate in the treatment of manic
episodes in bipolar disorder. This review considered the teratogenic risk associated with use of valpraate in
pregnan] women and alse examined the potential for delayed inlellectual development in the child. At this time it
was nol clear whether adverse newrodevelopmental effecls would improve with ime or be mare enduring ar what
the gravity of impas] of various maternal confounders might be on lhe observed increased risk and this
uncettainty remains reflested in the current informalion in many member states, including the LA

In recent years, results of further studies have emerged which have improved our understanding and allow us o
hetter characterise the risk of the longer lerm potential neurcdevelopmenial effects following in vtero exposure to
valproate. These siudies have highlighted 1hat in some children the effects appears to persist and manifest as a
range ol neurodevelopmental abnormalilies and autism spectrum disarder. Thess emerging data also suggest
that the risk of neurcdevelopmenial delay and autism spectrum disarder may be independent of maternal

confounders .

Progiuct information appears to differ acrass the Eurspean Union and there is 3 need lor furlher revisions in order
Lo bring it in ling with all currently available evidence. The most recent data on neuradevelapmentat delay and
autism spectiumn disorder associations with foetal valproale syndrome also call for a re-evaluatian of ihe bensfit
risk of valproate where safer alternative freatments are available in particularly in relation to use in migraine
prophylaxis and bipolar disorder management,
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Whilsl there are existing warnings in the valproate product information it is not considered to tully retlect the most
recent evidence from the emerging studies, which have nat identitied a new sately concern per sa but have
clarified the magnitude and nature of the risk and suggest that the risk of neurodevelopmental delay is greater
than previcusly Thought, Thersfore, There is a nead for further review to ensure appropriate risk minimisation
measures are in place lo help optimise safe use and reduce lhe risk associated with use during pregnancy.

Ire light of the above, and given widespread vse of valproale in different indications, the UK cansiders That it is in
the interest of the Union Lo refer valproate cantaining products to the Pharmacavigilance Risk Assessment
Commiltes and requests that il gives ite recommendation under Article 31 of Directive 2001/83/EC on whether the
new data impacts on lhe balance of benefils and risks of wvatproate in all of its authorized indications and whether
marketing aulhorisations should be maintained. varied suspended or withdrawn.

A draft list of guestions to be submitied lo the MAMS iz annexed
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Annexe - Draft list of guestions

Cpasiion 1
The MAHs should pravide inforimalion on 1he lollowing:

1a. The cunent mareling slatus in ihe European Union including information relaked o all indications.
In addilion, BAHs should cleary indicake for which eountry a specifically dedicaled preseniation has
been granted for a particular indication.

1b. The posalogy, ireatnment duration, conblaindications. wainings and precaulions and undesirable
alfects included in the summary of products characierslics {SmPC) and the package leaflel regarding
thez 1isk ol vse dwiing pregnancy. Main diffeiences belween SmPCs/PLS in the differan] EL) Membar
Stales should be tabulaled as indicaled in 1he appended tahles.

1¢. The petimated potient expasure in the diffsrent EU Member Statas for all indications, This gxposure
ilomation should provide the following, if availabic:
i} use in women ol child bearing polentizl (women between 15 and 40 years) by
country;
ii] inforrmalion on ireatment indicalion, dose anrl duration ol uss.

CQueslion 2

The MAHs should provide an analysis of all available sataty data relevanl for each indicalion. These
anaiyses should include comprehansive cumulalive reviews of data from dlinical Irials (including both
#iAH sponsnred and non-sponsaied studies), pharmacoepidemiological studies, incleding any
pregnancy regisiries and publishad literahue.

The analyziz ol available data should have a particular iocus on Ihe risk of neurodevelopmental Helay
and autism spacirum disorder and examine:

il evidence 1or a biolegical basis for 1he astialogy of iRe neutodevelopmental effecks and
aulislic spectrum discrder, including ihe specific difference amaong sludy oculcomes
conceming differances in effect en verbal and non-verbal abililies.

i) the effects of malernal conlounders on the neuracogniliva culcomes of e child with
special emphasis or- matcinal 163, genetic, social, environmenial lactors and poar
matarnal seizure contral during pregnancy.

Cluestion 3

The MAHS should provide an assessment of 1he banefitisk halance al their praduct in all licensad
indications. Based on Eurapean or internalional recommendalions, the place of valproate containing
products ameng The curmenily available therapeutic armameaniarium lor ihe aulhonzed indications should
bre discussed.

Cluostion 4

4 @) The MAHs should provide detals ol any specific measuras ibat have already heen taken in order to
minimise the risk of unintendad and intended pegraney exposures and comment on Ihe impaci of such
Measures.

4 b The MAH should comment cn how well the cuerent producl information for sadium valproate
reflects the |alest data and suggesi proposals of how 1hese lalest data may be rellacted in the labelling
{BmPg, PIL).

4 ¢} In addition, the MAHs should consider additional preposals for any complemeantary measuies to
further minimise the isks of foial valproate syndrame including changes o lhe SmPC and package
ieafiel.
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