To:
cc:
bee:

27/05/2016 12:34 p.m.

Subject: Re: Follow up request for feedback on toolkit to be emailed through and
contact details while Dee is away

Hi Dee

Thanks for the opportunity to comment on the toolkit.

Below are some comments from Medsafe's perspective:

- The toolkit has been put together and is the property of the sponsor, Sanofi.
UK also.

- Sanofi are looking at releasing this toolkit in Q3 2016. They are yet
might be and there may be a few amendments to what is curren

- The wording in the healthcare professional brochure is the res nte
slightly differently.

- The wording in the consumer brochure is less detai h literacy in
the NZ context and the intention was that the res lOl‘l with a
discussion with a healthcare professional.

Medsafe does want to support the re is some concern that having
two toolkits available may be

Perhaps there should be i -*a rmation should be included in any
additional toolkit fro S \CC. could be mformatlon for hea]thcare

professionals about

d review W
patien ers thera
{-- th ar%cyr S

g tly included in the consumer brochure as well as information
wisat |t is I| e

en w ere valproate is the only suitable treatment option)
shows what is known about fetal valproate syndrome

ild affected by FVS (this might be particularly helpful when explaining
of this risk decision is important).

| hope these comments help, if there are any questions please get in touch.
Have a good break.

Kind regards
Rowan

Rowan Pollock | Senior Advisor Pharmacovigilance | Clinical Risk Management | Medsafe | Ministry
of Health h
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Dee Young Hi all This is just a quick email to th... 27105/2016 09:26:25 a.m.




1o [ R e 1) o |
ce
bee:

25/08/2016 03:42 p.m.
Subject: Re: FACS Prevention Toolkit - your feedback requested by Friday
September 2nd please.

Hi Dee

The new designs of information leaflets are looking good! Please see below for comments:

Cover Letter

e  Consider first sentence change to '... help healthcare professionals manage theif f¢
female patients.

Healthcare professional information

e First sentence needs altering for similar reasons to a
who are pregnant or planning on pregnancy, rathe

‘This booklet: is for healthcare professionalsiwh
patienis who are or wish to become pre@
K
the

e Second point could be changed to ' This

women' or 'helps to raise awar sint

e  Third point could be ' This ufg.’ ovided al Anticonvulsant Syndrome
% 2 expla'l‘"l yndrome is in this section is helpful and

prevention initiative.' |
should be remov
b atified; low risk and high risk does not really mean

DO i
anything. %‘. be a_definitid
i auild be verybepeficialyecommending providing a copy of the patient information

e | donttthin

ymation in there, see point below in consumer information,

lon that there is no known dose of sodium valproate that is free of risk
5 that the lowest possible dosage (dose) should be used.

ice is about anticonvulsants in general and some are about sodium valproate

Sonsumer information
Consider first sentence change to " This booklet: is for females who take anticonvulsant medicines
and are considering pregnancy.' The aim is to provide this information prior to the woman
becoming pregnant?

e Introduction - there are women that are not of child bearing age or capacity as they are older or do
not have a uterus. | don't think we should assume all women that are not of child bearing age are
young and need parent or guardian input. Have to remember that valproate has been around for a
long time and there may be a number of women who are stable on valproate.

e Consider changing sentence about contraception to '...it is extremely important that you are using
an effective contraceptive method'. For example there are long-acting methods of contraception
that do not involve taking a tablet.

e Change'..you and an unborn baby' to 'you and your unborn baby'.

e Please change the dot point about already having a child with a malformation increases the risk or
change it as | don't think it is correct. The risk does not increase, the risk is the same with each
pregnancy if the medicine remains the same. May need checking however...

e  This is my opinion, but if | were to receive a leaflet with one and a half pages of problems that
could happen to my baby if | were taking an anticonvulsant then | would not continue with my
medicine!

e  Again, please provide a website link for CARM.



| hope this is helpful.
Kind regards

Rowan

Rowan Pollock | Senior Advisor Pharmacovigilance | Clinical Risk Management | Medsafe | Ministry
of Health h

Dee Young Dear all The Toolkit communication... 23/08/2016 04:3.:‘n.

From:
To: '
Date: 23/08/2016 043 g
Subject: FACS Prp@i kit - your fee aquested by Friday September 2nd please,
& \S)he
Dear all @

ofkit conu 1ica&$ testing has been completed and we’ve had a first go at
a is a brief overview ﬁ'omhvith a few additional comments
@ d {n br

ackets and italics:
articipants included:

5 health professional interviews: GP, psychiatrist, LMC, family planning nurse and

@ a pharmacist.
. Neurologists via email and phone calls

. 2 consumer advocates -epilepsy and mental health
. 2 interviews with parents with daughters who take anticonvulsant medication
. Focus group of 4 women with young children (used as a proxy as there were

ethical issues around testing with actual young women on anticonvulsants, especially
within our short time frames ).

Consensus

All the participants recognised that there was a need for health professionals, women and
parents to receive information on the risks of AEDs in pregnancy, but felt the toolkit
needed to shift away from pregnant woman to all woman of childbearing age (Currently
the new name of the toolkit has been amended to Anticonvulsant Medication
Considerations for Females).



Overall response to toolkit

. Neurologists support the idea of toolkit, but had concerns about the content (see
below)
o Largely positive response from all the other health professionals, consumer

advocates, women and parents.

Neurologists concerns
J Too heavy-handed and unbalanced with regard to the risks, and contrary to advice
they are giving in their clinics

° Concerned that a woman reading this might stop her medication without consulting
their GP or specialist, which could result in death of the woman and the unbo
. No mention of level of risk to the mother of stopping medications

g did talk
about not stopping meds but we didn 't spell out the risks if they since @ E ;
e ovor :

learnt these are a 10 fold increase in sudden death, largely gt

. FACS is no longer recognised as an entity (MVie S\ IS poi as
it’s still used in some settings in NZ and oversen$ we_ aj

alternative this will confuse people. Rod, SR : [ term).

. Statistics are overstated (Rod ' vording on some of

these )
®

item

klef ma need\% ing for people with English as another language,
ies, Yow literacy skills and teenagers (we plan to send it to an agency that

spee j t ve have received the next, and hopefully final round of feedback

). @

%\’t booklet would be better as an AS size so it can fit in a handbag (the new

@ ‘sions attached are designed as A5 booklets ).

® Would like to have an additional smaller, more concise version of information
available (so we are resurrecting the old brochure to fit this request ).

° Would like it available in hard copy and online.

. Two posters were presented (one photo was of a clothed woman and the other was the
version the project team had viewed ) there were mixed reactions as the one with the baby on
the stomach had greater cut through and call to action (but some health care professionals
may not use it if they thought it could be seen as offensive), whereas the second poster was
less startling but likely to go unnoticed. (We are currently road testing two more poster
alternatives to|Joriginal, these are pages 1 and 4 of the poster document attached —
we are aware the photo one has the wrong pill packet on it for the NZ audience so that would
need changing if that was the preference).

Next steps
We have had a go at updating the information in the new versions attached. It would be great



to get you all to review this one last time if you can. Please focus on whether there are any
glaring errors or anything that is not clear, rather than rewriting each line to your preference as
we've realised that collating 15 people’s preferences in these documents is nigh on impaossible.
If you have any feedback on the design and layout please pass that on too. Please send me

your feedback by the end of Friday September 2" (and don’t forget to invoice us for your time
spent if relevant).

To save time Nick suggests we take current drafts further up the clinical leadership tree at ACC,
MoH and HQSC now for input too.

Following this next round of feedback it will go to Foolproof to be tweaked with regard to
consumer literacy and proof read. At that point we hope you will only need to once more

before it goes through sign off. % : «
Please do not hesitate to contact me directly to talk this over izh & K%@

Best regards

ail'or telephone and then delete this email together with all attachments. If you are not the
intended recipient, you are not authorised to use or copy this message or any attachments or
disclose the contents to any other person."[attachment "Anticonvulsant Medicine in
Pregnancy Toolkit cover letter 230816.docx" deleted by Rowan Pollock/MOH] [attachment
"ACC8652 FACS Anticonvulsant Health professional Information A5 2_0.pdf" deleted by
Rowan Pollock/MOH] [attachment "ACC8652 FACS Patient Information A5 2_0.pdf"
deleted by Rowan Pollock/MOH] [attachment "ACC8652 FACS Patient Information DL
2_0.pdf" deleted by Rowan Pollock/MOH] [attachment "PP pregv4.docx” deleted by Rowan
Pollock/MOH] [attachment "ACC_FACSNZ_new posters_layout-04.pdf" deleted by Rowan
Pollock/MOH]




ks, / ce:
12/04/2017 11:43 a.m.

bee:

Subject: RE: Patient info document AED and pregnancy

Hi there

Thanks again for your work on this Susan and Lynette.

| agree that the documents will be best to send out showing no mark ups soA ier for
people to digest.
| understand that having made the changes you are best plac %n em but @
need to be across this too so | will get people to respond

Best regards @ @

étment Injury, ACC

N
fint (s emanl unless itis really necessary Thank you

S O
e

o

ubject: Re: Patient info document AED and pregnancy

Hi Dee,

Susan and | have finished going through the health professionals document. It is attached. |
have changed it to show no mark ups as it is very messy with the changes we have made (a
bit of reorganising) and is easier to lock at out of track changes mode. This can of course be
changed in the review section back to show the track changes. It is shorter now and we
both don't think that the section at the end about reporting an adverse drug reaction is
necessary but have left it in for now - with out that it can get down to 4 pages.

| would recommend that when you send both of these documents out for final review by
the wider group that you send them as PDF's without track changes on, and ask the group
to provide comments/suggestions (rather than changes) to Susan and myself and we can
then respond to these. Given we have been the last to review the documents it would be
logical for us to respond to why we have made changes and to comment on suggestions.



Best wishes,
Lynette

o R R PR L |

Sent: Wednesday, 5 April 2017 3:23 p.m.
Cc:

Subject: RE: Patient info document AED and pregnancy

Hi both

It was good to digest the suggestions you have made here. |1 am delighted to see th ve
19
FOd

managed to keep it relevant to antiepileptic medicines rather than make it sod!ug «
specific. 0

i think you have made some really useful improvements. A numpbe A e issues you cke e
hope to fix further when it goes through health literacy and des ;‘ g t enext st agreeing
the wording).

comments.
Thanks a ai ;; rwori@% forget to invoice us for your hours Lynette.

ention Specialist, Treatment Injury, ACC

ACC cares about the environmenl - please don | print this emanl unfess it is 1eally necessary. Thank you

v AR 3541
Sent: Tuesda rl 11:35 a.m.

To:
Ce:
Subject: Patient info document AED and pregnancy




Dear Dee,

Susan and | met today after Susan had the chance to look over the
documents | sent her.

We initially discussed the concerns you, Nick and Peter expressed
regarding the current documents having moved too far from the
original Medsafe evidence and advice. You felt that you would

struggle to get the documents placed on The NZ Formul in
BPAC publications given the current differences. W pare@

the two documents and do not see any conflictifg in ati n.{%
Susan felt that the Medsafe document maﬁ%@f dat@n
@’ id r to
yf Afli 'i%dhastoo

ncern that more detailed information
dical content particularly the patient info
ees and feels that in fact there is possibly too

ch&

%%s main comments regarding the patient info document were:

@ e that the main message of the document should be “If you
are on AEDS you need to plan your pregnancy” and that
message was not always clear
o that the document was too long
e that there was too much detail in the text with regard to
the medical factual content and that it needed simplification.
The detail we had should go into a graphic and no more
content or detail should be added.

Susan had run the risk section through a readability checker and it
came out at 18 — 19 years of age which implies it is too complicated



for the audience.
| agree with all of Susan’s comments.

We went through the patient info document with her comments in
mind and made suggested changes. | have attached the version we
worked on with comments.

We will be meeting next Tuesday to go over the health sional
booklet. « @

regards,
Lynette

>
iscl @
@%e sage and any attachments may contain confidential and privileged information. If

u believe you have received this email in error, please advise us immediately by return
email or telephone and then delete this email together with all attachments. If you are not
the intended recipient, you are not authorised to use or copy this message or any
attachments or disclose the contents to any other person."

Disclaimer:

"This message and any attachments may contain confidential and privileged information. If
you believe you have received this email in error, please advise us immediately by return
email or telephone and then delete this email together with all attachments. If you are not the
intended recipient, you are not authorised to use or copy this message or any attachments or
disclose the contents to any other person.”




i s To:
e bee:

" 12/04/2017 12:09 p.m.
Subject: Re: Patient info document AED and pregnancy

Good idea.
Lynette

Sent: Wednesday, 12 April 2017 11:43 a.m.

To:
Cc:

Subject: RE: Patient info document AED and pregnancy @@
Hi there @

Thanks again for your work on this Sus&na efte.

| agree that the documents wilhbe ) to send gut.shQwilng no mark ups so it's easier for
people to digest. e @

| understand that a{? e the are best placed to explain them but | do
need to be h 0 S0 I@ opleto respond to me also.

©, A cares about the environment - please don't pnnt this email unless il is realiy necessary. Thank you

Ve

From:

Sent: Wednesda 34 a.m.
To:
Cc:
Subject: Re: Patient info document AED and pregnancy

Hi Dee,
Susan and | have finished going through the health professionals document. It is attached. |
have changed it to show no mark ups as it is very messy with the changes we have made (a



bit of reorganising) and is easier to look at out of track changes mode. This can of course be
changed in the review section back to show the track changes. It is shorter now and we
both don't think that the section at the end about reporting an adverse drug reaction is
necessary but have left it in for now - with out that it can get down to 4 pages.

| would recommend that when you send both of these documents out for final review by
the wider group that you send them as PDF's without track changes on, and ask the group
to provide comments/suggestions (rather than changes) to Susan and myself and we can
then respond to these, Given we have been the last to review the documents it would be
logical for us to respond to why we have made changes and to comment on suggestions.
Best wishes,
Lynette

From:
Sent: Wednesday, 5 April 2017 3:23 p.m.

Cc:

Subject: RE: Patient info document AED and pregnanc@
Hi both @

It was good to digest the suggestionsyeu h de here. % ed to see that you've

managed to keep it relevant t C tic medicipesathen than make it sodium valproate

specific.

| think you hav aIIy i @nents. A number of the issues you picked up we
e al

hope to fix f n-t goes th literacy and design at the next stage (post agreeing

IS N
ard to seein improvements you make to the health professionals booklet.
= ve
£ m

iersions of both documents we still need to send them out to the wider project
ment hefore they go through health literacy and design. Given they have been
vith this material development from the start it is only fair that they can make final

Thanks again for all your work on this. Don’t forget to invoice us for your hours Lynette.

Best regards

i

!

L

L i j vention Specialist, Treatment Injury, ACC

;.,IEACC cares aboul the environment ~ please don't print this email uniess it1s really necessary Thank you

|
i
)

i

B



From:
Sent: Tuesday, 4 April 2017 11:35 a.m.
To:
Cc:
Subject: Patient info document AED and pregnancy

Dear Dee,

Susan and I met today after Susan had the chance to he@

documents | sent her. K%

We initially discussed the concerns yo u Pet

regarding the current document m the
original Medsafe evidence an@ Yo f
struggle to get the d s ptated @ \l ormulary and in

BPAC publication cur -- [fekences. We have compared
the two docu = : conﬂlctmg information.
IVIe cument may be out of date given

¥ rlt en b eit that even if it did represent up to
es not have any conflicting info and has too
at we need - particularly in the patient mfo

Secondly we discussed your concern that more detailed information
should be added to the medical content particularly the patient info
document. She disagrees and feels that in fact there is possibly too
much there already.

Susan’s main comments regarding the patient info document were:
o that the main message of the document should be “If you
are on AEDS you need to plan your pregnancy” and that
message was not always clear
e that the document was too long



e that there was too much detail in the text with regard to
the medical factual content and that it needed simplification.
The detail we had should go into a graphic and no more
content or detail should be added.

Susan had run the risk section thrdugh a readability checker and it
came out at 18 — 19 years of age which implies it is too complicated
for the audience.

| agree with all of Susan’s comments.

We will be meeting
booklet. %

A
- %g b&%@

<\ \>U ' Regards,
ERY] UNIVERSITY - hssociate Professor Lynette Sadleir

D

7 0 O oy - |viBch, Dip Pacds, FRACP, MD; Paediatric Neurologist
W N rl A G O i Pepartment of Paediatrics and Child Health
: Jniversity of Otago, Wellington

¢ Te Whare Wananga o Otige ?ﬂ

(el NEW ZEALAND

Disclaimer:

"This message and any attachments may contain confidential and privileged information. If
you believe you have received this email in error, please advise us immediately by return
email or telephone and then delete this email together with all attachments. If you are not
the intended recipient, you are not authorised to use or copy this message or any
attachments or disclose the contents to any other person.”

Disclaimer:

"This message and any attachments may contain confidential and privileged information. If



To:
cc:
bec:

18/11/2005 04:23 p.m. Subject: MARC 15 Dec 2005

Hi Kerryn

Here is the Summary Sheet of the Watching briefs along with all the ones Ruth and Mich@m to
do. @

There is however one glitch ~ Ruth has prepared the Watching Brief for To

pifamaig and\Psychiatriereact
which is listed under your name Kerryn and she has not done the Tram 1Epatic reacti bab

if we leave it till next time now.

Janelle

N ;? harmac

D - Watching brief - Bupropion and CVS ADR's.doc

- Watching brief - DTaP_IPV_Hib_HepB & SIDS.doc

- Watching brief - MMR arthritis.doc



- Watching brief - rosiglitazone_1_CHF.doc

- Watching brief - rosiglitazone_2_HDL.doc

- Watching brief - rosiglitazone_3_ pancreatitis.doc
- Watching brief - topiramate psychiatric.doc

- Watching brief - Vaiproate feotal abnormalities.doc

LI

- Watching briefs since 2001- responsible people Oct 05.doc

e
B
©®©@i§@®
S ©@@®
N
@@@%@7



WATCHING BRIEF - Valproate and Foetal abnormalities

Watching Brief Recommended
December 2004

CARM case reports

CARM reports CARM reports
prior to WB post WB
Foetal disorders | Foetal disorders
i 0
MARC Review and Regulatory Outcomes @

Dec 2004

argued that in these
epileptic seizures rath

the foetal abnorm%

bly related and recommended
maternal valproate use and foetal

Objective: To compare the risk for congenital malformations in offspring
between women with epilepsy being treated with antiepileptic drugs
(AEDs) during pregnancy and those who discontinued their
antiepileptic medication before pregnancy in a population-based cohort
of female patients with epilepsy. Cohort: All patients with epilepsy (n =
20,101) eligible for AED reimbursement for the first time during 1985 to
1994 were identified from the Social Insurance Institution of Finland.
Results: Congenital malformations were more common among
offspring of women on antiepileptic medication (65/1,411; 4.6 %) than
among offspring of untreated patients (26/ 939; 2.8 %) (p = 0.02). The
risk of malformations was substantially higher in the offspring of
patients using valproate as monotherapy (OR = 4.18; 95 % Cl: 2.31,
7.57) or valproate as polytherapy (OR = 3.54; 95 % CI: 1.42, 8.11) than
of untreated patients. Polytherapy without valproate was not associated
with increased risk of malformations. Conclusion: Excess risk was

Report for MARC December 2005
Michael Tatley



confined to patients using valproate during pregnancy. The risk for
malformations was not elevated in offspring of mothers using
carbamazepine, oxcarbazepine, or phenytoin (as monotherapy or
polytherapy without valproate).

Comment

Most recent paper cited above adds evidence to valproate alone as an

aetiological factor conferring risk in foetal abnormalities.

Recommendation
That the watching brief be discontinued.

©@©%%©®
O,
N

Report for MARC December 2005
Michael Tatley



To:
ooy
bece:

15/11/2006 12:05 p.m.

Subject: valproale

Dear Kerryn
text attached and am just sending fax with explanatory note

Thanks
Ruth

The following section of this message contains a file a
prepared for transmission using the Internet MIME meg !
If you are using Pegasus Mail, or any other MIME-
you should be able to save it or view it from

If you cannot, please ask your system admini
-~~~ File information -----------

rFile: wvalproatefetal.doc

Date: 15 Nov 2006, 1C:56

Size: 63488 bytes.

Type: Unknown @
D - valproatefetal. b %\% @ ,\;

A @ AN S

b N\
@ %{%&




Foetal Valproate Syndrome

A description of this syndrome is given below, taken from the US National Institute of
Health website, <www.nlm.nih.gov/cgi>

Multiple Congenital Anomaly/Mental Retardation (MCA/MR) Syndromes

mdrome fetal v-alpi-oglte syildrome'(FVS) .

‘Summary Fetal abnormalities due to the maternal use o

valproic acid e:mbrydpathy
anticonvulsant therapy of epilepsy duringpre
anomalies include epicanthal folds '

? o -
anterverted nostrils, shallow phid % l
i chelopment

Associated disorders may dnclude
abnormalities congeni
defects.

Head and-s
micro n
ars W—-g6t ’
gl fofmed lobeg
Eves: Ipfraorbi
No@ se with a flat bridge and anteverted nostrils and shallow long
i
1

1 and oral structures: Small mouth with downturned corners and a
hin vermilion border of the upper and full lower lip, giving the mouth a
"carp-like" appearance. Occasional cleft palate and cleft lip may be
associated.

Abdomen: Inguinal hernia. -

Hand and foot: Polydactyly, finger-like thumbs, and rudimentary digits.
Spine: Spina bifida.

Cardiovascular system: Ventricular septal defect, patent ductus arteriosus,
and aortic coarctation.

Respiratery system: Occasional tracheomalacia with stridor and lower
respiratory tract anomalies.

Urogenital system: Hypospadias, microscrotum, cryptorchidism, and
incomplete fusion of the mullerian duct.

Growth and development: Growth, motor, and mental retardation in some
cases.



&

©

;Etioloé},’;ﬁﬂ pathogénesis: Teratogeﬁié action of valproic acid or sodium ;
‘valproate used in the treatment of seizures in pregnancy. l
Introduction
CARM report was received at about the time an editorial was published in the

BMI regarding the teratogenicity of antiepileptic medicines. The editorial by Breen and
Davenport is in the dossier *#** and summarises data from pregnancy regist@up in

various countries since the late 1990s. «
Points from BMJ editorial. «@ @
Congenital Malformations @@ @ (%

UK Epilepsy and Pregnancy Registry @@ «%@

> 3500 females

» 4.2 % congenital malformation EDs cf 3\5% pilepsy but no AEDs.
» 0.0% congenital ma s with %- .7% monotherapy

» 6.2% conge ﬁ:’: gHoNs wi aignionotherapy, (highest)

» 2.2% cong IP: ofmati bamazepine (lowest)

» L 0’ mg daily similartd valproate < 1000 mg daily

No x 3
% 0.7% congenital malformations with valproate monotherapy.

Editorial authors emphasise that this is observational data only and include many
variables that could influence the results.

Developmental Delay

Adab N et al found that valproate monotherapy in pregnancy was associated with
decreased verbal IQ cf phenytoin or carbamazepine monotherapy and this was dose
related.

Further study by same first author indicated 30% of children exposed to valproate in
utero needed special educational support cf 3-6% of those exposed to monotherapy with
other AEDs.



Dean et al , (also in this dossier as paediatrician for patient in CARM report referred me
to it), however, showed developmental delay for carbamazepine, valproate and phenytoin
compared with a small number of control children of mothers with epilepsy who did not
take AED:s.

NEAD study

This study was published just prior to the editorial and its results are therefore not

included above. An abstract is in the dossier, *###%¥,

A prospective observational study across 25 epilepsy centres. @ «
Serous adverse outcomes for monotherapy ranged from 1% fortamotrigineto 20.3% @
valproate. @ @

Suggested advice.
Breen and Davenport indicate that cun@ is-that the qit e drug should be

chosen before conception and preseribe lowest effestive’dose; ideally as

thats nen should consider

Piwo years, or women who have

@ Kerryn, the abstract belowthis report is for detaching to put with the other papers in the
dossier. I am faxing the other papers but you will probably be able to get a beiter copy of
the BMJ editorial on-line.

= | Full Text
“| Neurology Links

Neurology. 2006 Aug 8;67(3):407-12.
Comment in:
Neurology. 2006 Aug 8;67(3):E6-7.

In utero antiepileptic drug exposure: fetal death and malformations

Meador KJ,



Baker GA,
Finnell RH,
Kalayjian LA,
Liporace JD,

Loring DW,
Mawer G,

Pennell PB,
Smith JC,
Wolff MC;

NEAD Study Group.
Department of Neurclogy, University of Florida, Gainesville 32610, US @
kimford.meador@neurology.ufl.edu ( 1 ’

drugs (AEDs) are uncertain, limiting an e
To determine if fetal outcomes vary as.a

epilepsy centers in the USA
October 1999 to Februa

used AEDs. Thi
outcomes i

serious adverse outcomes for each AED were as follows:
2%, lamotrigine 1.0%, phenytoin 10.7%, and valproate

ution of serious adverse outcomes differed significantly across
was not explained by factors other than in utero AED exposure.

oate exhibited a dose-dependent effect. CONCLUSIONS: More adverse

@E %xoutcomes were observed in pregnancies with in utero valproate exposure vs the

other antiepileptic drugs (AEDs). These results combined with several recent
studies provide strong evidence that valproate poses the highest risk to the
fetus, For women who fail other AEDs and require valproate, the dose should be
limited if possible.

PMID: 16894099 [PubMed - indexed for MEDLINE]



L, To:
/I
i e

bee:
19/10/2014 08:12 p.m.
Subject; PU Information - Sodium valproale and Foetal Vaiproate Syndrome

Hi Susan
As I was not party to the discussions on the requirements for this information, I have included a cover
sheet detailing what has been extracted and the results,

You will see there are 13 cases where Foetal valproate syndrome has been identified ing to
the information passed on by Michael you only want the case report listing which¥ hs

however I note in the "Details of Data Request" you indicated more detail s /od want mpie
information, let me know.

Janelle

Janelle Ashton | Manager Information Systems | Neg
NZPhvC, PO Box 913, Dunedin 8054, New Zealand |




Nz By
W

New Zealand Pharmacovigilance Centre
Department of Preventive and Social Medicine
University of Otago
PQ Box 913, Dunedin, New Zealand
Telephone: 64-3-473 7185
Fax: 64-3-479 7150
Email: nzphvc@ota
Website: www.olago.ac.nz/carm

Report Title: Sodium Valproate and Foetal valproate syndrome

Prepared for: Medsafe

Prepared by: New Zealand Pharmacovigilance Centre
October 2014

Period Covered: The search includes

As at 30 S?/; e

tifying an age of 900 or greater is the n

umber of months of age.

Summary: @ ere are ere Sodium valproate is assessed as a causal agent
@2 ; ‘Thég are 13 eases of Foetal Valproate Syndrome

% of 900 indicates “identified at birth”
Listing of the 13 individual cases follows

NZPhvC - Sodium valproate and Foetal Valproate Syndrome 2014
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recernone 142/70/2501
. HOURS:
£77% Appointment. AL DR
\\
\\\The Director,
Division of Clinical Services, . I

Dept. of Health,
P.0.Box 5013,
Wellington.,

Dear Sir,
Re Clinical Services Letter 216

T BB OBa< Sodium valproate. ‘ <§§;§ CXE&
Could you please supply references for the C<§; <§§2}

of foetuses on the above., I have : 2t i :; : <§§§§>
who +takes this drug and is planning ‘@

report of spina bifida occurring i

and further information on this
B3.
ts and two

ital ancmalies
is information
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142/70/2501

3 March 1983

oee: [ ©
SODIUM VALPROATE @
Thank you for yo%igizf = a

s Enclosed fo ormat wo reports and two
opinions 3 s of congenital ancmaliss
with sodil alproa . We trust this information
wil sful t ‘ : - &
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1 T 3 - G
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2 Sies

SR ; (e ¢
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K H Goh
<:::> for Director

Division 6f Clinical Services

Encl
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HOURS:

E70 Appointment,
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.\\ The Director,
Division of Clinical Services, B e
Dept. of Health, ,;57 :
P.O.Box 5013, f.i %if};-fo
Wellington, \Z4 i
\ o :
Dear Sir, 1\
Re Clinical Services Letter 216
IADRRS -~ Sodium valproate. T @ «
Could you please supply references for the « @
report of spina bifida occurring in 1 per ceng @ 1 K%
of foetuses on the above., I have a patient @
who takes this drug and is planning a 0 '
and further information on this cti '«%
seems indicated. 83.
ts and two
ital ancmalies
is information
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s of congenital anomalies
We trust this information
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Health and Disability Commissioner

) Te Tothau Hauora, Haudtanga
Chris James

Manager

Clinical Risk Management
Medsafe

Ministry of Health

PO Box 5013 @
WELLINGTON 6145 « @

Dear Mr James

OQur ref: C13HDC00670 §

Complaint: [N

The Commissioner has which raises
concerns about the tr vitder regarding the prescription of
Epilim and Dia 1 vided to her relating to the possible
effects of thi at1L ert 1f taken during pregnancy.

missioner’s ions, as set out under section 14(1)(m) of the Health
ility Co \ ssioner” Act 1994, is “to gather such information as in the
\ %e will assist the Commissioner in carrying out the

o

(]
‘ .; 11ssiong
Commii 21 metions under this Act.”

istthe Commissioner to decide what action, if any, to take on this matter, we

ould appreciate receiving comment from you on the issues raised in

@ omplaint. Please also provide any relevant drug information and research relating to
this matter.

On&o:
F)3sh

Please provide this information by 25 July 2013.

Thank you for your assistance.

Yours sincerel

Complaints Assessment Manager

Enc: Copy of complaint

PO Box 1791 Auckland 1140; Level 10, Tower Centre, 45 Queen Street, Auckland 1010, New Zealand
Ph: NG 272 1NAN Fav: N0 272 1NAT Tall Tenso Ph- NRON 11 27 22 wiwrwr hAds ave ny



77 35-07-s-4-5

MGEDSAFG

NEW ZEALAND MEDICIMNES

15 July 2013 AND MEDICAL DEVICES

SAFETY AUTHORITY

A BUSINESS UNIT OF
THE MINISTRY OF HEALTH

www.medsafe.gove.nz

Complaints Assessment Manager
Health and Disability Commissioner
PO Box 1791

Auckland 1140

Comptaint: [N

HDC ref: C13HDC00670

correspqy

Va !igﬁu
0— lang in terms of mandating Patient Information Leaflets.

he risks associated with prescribing sodium valproate during pregnancy are known
and are weli documented. Medicine information for sodium valproate is available to
both healthcare professionals (medicine data sheets) and consumers (consumer

medicine information) via the Medsafe website. A copy of the medicine information
for healthcare professionals and consumers is enclosed.

@

The medicine data sheet contains extensive information about the risks associated
with taking sodium valproate during pregnancy. This information is designed to
inform healthcare professionals of the risks so they can discuss these with patients
prior to making decisions about tfreatment. The consumer medicine information is
specifically written for patients and recommends that they talk to their doctor if they
are, or are trying to, become pregnant while taking sodium valproate. Both
documents are freely available on Medsafe's website.

Level 6 Deloitte House 10 Brandon Street PO Box 5013 Wellington Phone (04) 496 2000 Fax (04) 819 6806



-has recommended that a patient information leaflet should be included in
every hox of Epilim sold. Medsafe encourages all manufacturers of medicines to
provide information for consumers. However, under the current Medicines Act 1981
there is no legal requirement for patient information leaflets to be provided with
dispensed medicines in New Zealand. This means a company cannot be compelled
to do so. However, medicine data sheets and consumer medicine information are
freely available on the Medsafe website. Consumer information can also be printed
by the dispensing pharmacy when these medicines are dispensed so consumers can
take information about their medicine with them.

Medsafe has recommended that-can contribute to making Pati
Information Leaflets a legal requirement by participating in a futu

blister strips are ‘down-packe

order to dispense the pres ber of

| hope you find thi ation u contact me if you require further

informatios

Chris James
Acting Group Manager
Medsafe



cc:

bec:

12/06/2009 01:26 p.m. Subject: Re: fetal valproate exposure

Hi Jan

As mentioned yesterday, here is the study of fetal valproate exposure
and IQ at age 3 years

o & K
©@@§§@ £

Associate Professor David Reith M P MM (& 2 PhD
Dunedin School of Medicine

University of Otago

New Zealand <<;;}>>

YR L fetal exposure MEJMARrES pdf

i
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ST 0711202010 01:28 p.m. e
kb BhASAA AR

bee:

Subject: Valproate information as requested at the December 2010 MARC meeting

Dear MARC Members,

As discussed at the MARC meeting on Thursday, please find attached:

e  Copies of reports presented to the MARC on this issue since March chme E ;
e A collation of secticns of MARC minutes in which this issue was di ed since March20

- 1 attachment (History of MARC minutes)
e An analysis of information contained in international valproa sCsibing do ts

regarding use in women of child-bearing potential arcHi sfegnancy -~ 1a
(International prescribing information) @
if you consider further information is needed or f dq t syufficiently describe the
: }s topic can & rated into the agenda for

risk, please let me know as soon as possibl
the next MARC meeting.

Kind regards,

E:a;. -
MARC Report 1,pdf MARC Repart 1 - Annex T.pdf MARC Report 2.pdf MARC Report 2 - Annex 1.pdf
Pa, [ by A LA
MARC Report 2 - Annex 2.pdf MARC Report 2 - Annes 3.pdf MARC Beport 2.pdf MARC Peport 3 - Annex 1.pdf
=3 ‘m. ror

MARC Heporréa-‘.ﬁ.nnex 2.pdf MARC Beport 3 - Annex 3.pdf Histary of MAEE"minukes.pd{

International preseribing information. pdf
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WATCHING BRIEF — VALPROATE AND FOETAL ABNORMALITIES

Watching Brief Recommended
December 2004

First Approved in NZ
1975

CARM Case Reports

CARM reports CARM reports
prior to WB post WB

Foetal disorders | Foetal disorders @@ «
T G

MARC Review and Regulatory Qutcomes
Dec 2004

valproate
n started on

i*.,:\: | at previous reports had
Nete taking valproate for epilepsy. It was
palities might have been caused by

e report to be ‘possibly’ related and
ing brief be maintained on maternal valproate use

pilim {sodium valproate)
Containdications
Pregnancy

Precautions —Use in Pregnancy

The risk of a mother with epilepsy giving birth to a baby with an abnormality is
about three times that of the normal population. An increased incidence of
minor or major malformations including neural tube defects, craniofacial
defects, malformation of the limbs, cardiovascular malformations and multiple
anomalies involving various body systems has been reported in children born
to mothers with epilepsy treated with valproate. Mothers taking more than one
anticonvulsant drug might have a higher risk of having a baby with a
malformation than mothers taking one drug. Sodium valproate (vaiproic acid),
if taken in the first trimester of pregnancy, is suspected of causing an
increased risk of neural tube defects (especially spina bifida) in the exposed
foetus. This has been estimated to be in the region of 1-2%.

Report for MARC December 2005 10of3
Michael Tatley



There have been rare reports of haemorrhagic syndrome in neonates whose
mothers have taken sodium valproate during pregnancy. This syndrome is
related to hypofibrinaemia. Afibrinaemia has alsc been reported and may be
fatal. Hypofibrinaemia is possibly associated with a decrease of coagulation
factors. Phenobarbital and other enzyme inducers may also induce
haemorrhagic syndrome. Platelet count, fibrinogen plasma level and
coagulation status should be investigated in neonates.

Women taking sodium valproate (valproic acid) who become or wish to
become pregnant should be encouraged to consider routine ultrasound and
amniocenteses for prenatal diagnosis of such abnormalities. As folic acid may

have a role in the prevention of neural tube defects in infants of wo \‘-a aking
antiepileptic therapy, such women are recommended to take fok s @

supplementation (5mg daily) four weeks prior to and 12 wes
conception. No direct evidence exists of such effects | G
epileptic drugs, however there is no reason to co @%&a

women.

risks, no sudden discontinuation of antiepileptic
ken, as this may lead to breakthrough seizures that

un
@ d haveﬁ% nsequences for both the mother and the foetus.
sk

%

n is far outweighed by the dangers to the mother and foetus of
neentrolled epilepsy.

It is recommended that:

« women on antiepileptic drugs (AEDs) receive prepregnancy counselling
with regard to the risk of foetal abnormalities;

» AEDs should be continued during pregnancy and monotherapy should
be used if possible at the lowest effective dose as risk of abnormality is
greater in women taking combined medication;

+ folic acid supplementation (5mg) should be commenced four weeks
prior to and continue for twelve weeks after conception;

« specialist prenatal diagnosis including detailed mid-trimester ultrasound
should be offered.

» Dosage reviewed before conception and the lowest effective dose used
in divided doses, as abnormal pregnancy outcome tends to be
associated with higher total daily dosage.

Before Epilim is prescribed for use in women with epilepsy of any form, who could
become pregnant, they should receive specialist advice. Due to the potential risks to

Report for MARC December 2005 20f3
Michael Tatley



the foetus, the benefits of its use should be weighed against the risks. When treatment
with Epilim is deemed necessary, precautions to minimise the potential teratogenic
risk should be followed (see above recommendations).

Literature Review — Papers Since 2004

Artama, M., A. Auvinen, et al. (2005). "Antiepileptic drug use of women with
epilepsy and congenital malformations in offspring." Neurology 64(11): 1874-
1878.

Objective: To compare the risk for congenital malformations in offspring
between women with epilepsy being treated with antiepileptic drugs
(AEDs) during pregnancy and those who discontinued their

antiepileptic medication before pregnancy in a population-hased, cotiort «
of female patients with epilepsy. Cohort: All patientsg@ ) = @
im

20,101) eligible for AED reimbursement for the firsti uring
jon"of and.

1994 were identified from the Social Insura

”%) alformat e
& i g %e eturing pregnancy. The risk for
ormatios hal&vatedn offspring of mothers using
@ >4 a%‘”. \
Comme
Mos aper cited above adds evidence to valproate alone as an
i ctor conferring risk in foetal abnormalities.
commendation
@ That the watching brief be discontinued.

Report for MARC December 2005 30of3
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FOETAL VALPROATE SYNDROME
Report for MARC, November 2006
R Savage, NZPhvC

A description of foetal valproate syndrome is given below, taken from the US
National Institute of Health website, www.nlm.nih.gov/cgi

Multiple Congenital Anomaly/Mental Retardation (MCA/MR) Syndromes

| Syndrome Efetal valproate syndrome (FVS) <\\
| Synonym valproic acid embryopathy ﬁ\ S\/
Summary Fetal abnormalities due to the maternal use of valprei ahﬁconvuls n

‘therapy of epilepsy during pregnancy. Commo Riofe
epicanthal folds, broad nose with a flat bridg arie

philtrum, a thin upper and thick lower Ii.

developmental delay, neurologic .-.
abnormalities, and other defe

Major Head and neck: Trigonoc Bgﬁects of ﬁ Wetoplc ridging,
Features micrognathia, midf(aeiﬂ\qyp » and na a
[Ears: Low-se }e\'}t{ayrotated 6 \c)c “asional prominent malformed
lobes.
!Eye‘s\k@\df{eas/e}r@&)o\y%k&mectmg with epicanthal folds.
nose w bridge and anteverted nostrils and shallow long

jver order &f the upper and full lower lip, giving the mouth a “carp-like"
ccasional cleft palate and cleft lip may be associated.

en Inguinal hernia.

uth gﬁ or \t@c\f/ ures: Small mouth with downturned corners and a thin

@\

% é/d and foot: Polydactyly, finger-like thumbs, and rudimentary digits.
5 {Splne. Spina bifida.

<
<> Cardiovascular system: Ventricular septal defect, patent ductus arteriosus,
and acrtic coarctation.

Respiratory system: Occasional tracheomalacia with stridor and lower
respiratory tract anomalies.

Urogenital system: Hypospadias, microscrotum, cryptorchidism, and
lincomplete fusion of the mullerian duct,

Growth and development: Growth, motor, and mental retardation in some
cases.

Etiology and pathogenesis: Teratogenic action of valproic acid or sodium
valproate used in the treatment of seizures in pregnancy.

Foetal Valproate Syndrome. Report for MARC Dec 2006. R. Savage. Page 1 of 3



Introduction

CARM report 73289 (see Section PQ, page 22) was received at about the time an
editorial was published in the BMJ regarding the teratogenicity of antiepileptic
medicines (see Appendix 1). The editorial by Breen and Davenport summarises data
from pregnancy registries set up in various countries since the late 1990s.

Points from BMJ editorial.
Congenital Malformations
UK Epilepsy and Pregnancy Registry

3500 females

4.2 % congenital malformations for AED

6.0% congenital malformations W|th
6.2% congenital malfomatlons

2.2% congenital malformatl ama e

Lamotrigine > 200 mg deri o val g daily

i%

est)

Australian registry

Simil r valpr
Nort % egistry @
7% ¢o g%@ formations with valproate monotherapy.
@diton %haass that this is observational data only and include many

ould influence the results.

elopmental Delay

@ Adab N et al found that valproate monotherapy in pregnancy was associated with

decreased verbal IQ compared with phenytoin or carbamazepine monotherapy and
this was dose related.

Further study by same author indicated 30% of children exposed to valproate in utero
needed special educational support compared with 3-6% of those exposed to
monotherapy with other AEDs.

Dean et al

See Appendix 2. Dean et al showed developmental delay for carbamazepine,

valproate and phenytoin compared with a small number of control children of mothers
with epilepsy who did not take AEDs.

Foetal Valproate Syndrome. Report for MARC Dec 2006. R. Savage. Page20f3



NEAD study

See Appendix 3. This study was published just prior to the editorial and its results
are therefore not included above.

A prospective observational study across 25 epilepsy centres.

Serous adverse outcomes for monotherapy ranged from 1% for lamotrigine t6320.3%

for valproate. «

Suggested advice

Breen and Davenport indicate that current advice is t
should be chosen before conception and prescribs
ideally as monotherapy. Following their revie

The authors of the

require valproat
Dr Ruth S CARM,

Foetal Valproate Syndrome. Report for MARC Dec 2006. R. Savage. Page 3 of 3
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SODIUM VALPROATE:
EXPOSURE DURING PREGNANCY

Response to MARC Recommendation.
Prepared by Abby Cutfield, Medsafe, November 2009.

Annexes:

1. Meador K., et al. (2009). Cognitive function at 3 years of age aftg
antiepileptic drugs. New England Journal of Medicine. 360(16): 1597

sure to

1.0 PURPOSE ;S
The purpose of this report | oVvi

recommendation they ma
Committee in June 2 Hed i Ails A\Jte Committee is asked to review the
information provi i data sheet for sodium valproate contains
sufficient in ti

local report of foetal valproate syndrome.

The report identified twin babies who were diagnosed with foetal valproate syndrome at birth.
The mother was receiving sodium valproate when she became pregnant. No further details
were provided.

Of the 286 reports of adverse events associated with sodium valproate received by CARM,
four reports detail foetal valproate syndrome including developmental delay and autistic
disorder; multiple malformations; skeletal malformation with ventricular and atrial septal
defects; hypospadias and/or withdrawal syndrome.

In response to these reports, the Committee recommended that the New Zealand data
sheets for sodium valproate be reviewed to ensure they contain sufficient information
regarding exposure during pregnancy.
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3.0 MINUTES OF PREVIOUS MARC MEETINGS

3.1 Extract from June 2002 minutes (item 4.1.6.1)

Case Report
Twin babies were diagnosed with foetal valproate syndrome at birth. The mother was

receiving sodium valproate when she became pregnancy. No further details were
provided.

Discussion
A member advised that an article has recently been publish th =)

Journal of Medicine entitled ‘Cognitive functicn at 3 years® 30k afterfetal ex

epilepsy. They
the next

he tee note iggnosis of foetal valproate syndrome would have been
on expegdure an cal presentation and considered the causal associated with
ag‘t}@e

@@odium vélpre ‘certain’ rather than ‘possible’ for foetal valproate syndrome.

@E ; Recommendation

The Committee recommended that NZPhVC change the causality from ‘possible’ to
‘certain’ for foetal valproate syndrome.

The Committee recommended that the data sheet for sodium valproate be reviewed to
determine if the warning information should be strengthened.

The Committee noted that both babies had been diagnosed with foetal valproate
syndrome, and recommended that NZPhVC create a second report to reflect this.

Medsafe comment:

The NEJM paper referred to in the minutes is an interim analysis and does not constitute strong
evidence to warrant a change to the data sheet. Medsafe will review the data again once the final
analysis is published.
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4.0 NEW ZEALAND STATUS AND REGULATORY ACTION

4.1 New Zealand status

Epilim is the only medicine containing sodium valproate with ministerial consent for
distribution in New Zealand. Epilim is marketed in New Zealand in the following dose forms:
s 100mg crushable tablet

s 500mg enteric coated, modified release tablet

e 200mg/5mL sugar free oral solution

o 200mg/emL syrup

¢ 100mg/mL. intravenous injection « @

4.2.1 Prescriber Update §
Following previous @tai valproate /syndreme, Medsafe published an article
titled “Anticonvu ongenjitatie ions" in the February 2009 issue of
Prescrib?E ex 3!;)@

4.2 New Zealand regulatory action

@i ; regarding use in pregnancy.

5.0 MEDSAFE COMMENT

The information contained in the Epilim data sheets regarding exposure during pregnancy is
identical to that contained in the Australian Prescribing Information.

It is of note that the Epilim data sheets are set out in a very similar way to the data sheets for
other antiepileptic medicines with multiple indications. The Committee is welcome to make
suggestions on how to improve the readability of these documents however it may be difficult
to enforce any changes that would make the data sheets significantly different to the product
information elsewhere.
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6.0 QUESTIONS TO THE MARC

Medsafe has provided the above information in response to a recommendation by the MARC
in June 2009. Medsafe is interested in the Committee’s comments on the strength of the
warnings in the Epilim data sheets regarding exposure during pregnancy.

Specifically:

contains sufficient information regarding exposure during ‘

mdata sheet
gt-both
epilepsy and bipolar indications?

%%@%&@
NS
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©X

%t is important that all women of child-bearing age taking anticonvulsants receive

Anticonvulsants and congenital malformations
Prescribers are reminded of the risk of congenital malformations associated with the
use of anticonvulants (anti-epileptics) during pregnancy, and the importance of

counselling for all wemen of child-bearing age prescribed anticonvulsants.

Observational data from 3500 females included in the United Kingdom Epilepsy and
Pregnancy Registry demonstrated the following:

¢ 4.2% congenital malformations for all antiepileptics versus 3.5% wit ed

epilepsy.

e 6.0% congenital malformations with polytherapy veﬁ wit @
monotherapy.

* 6.2% congenital malformations with valproate mo :

e 2.2% congenital malformations with carba . erap @

A prospective observational study ac -ﬂ AD study)
demonstrated that serious adverse oltcomes™\or ged from 1% for

lamotrigine to 20.3% for valp

Common craniofaci
bridge, anteve VPR and a thin upper and thick lower lip.

counselling on the risk of congenital malformations associated with the use of
anticonvulsants, However, the occurrence of an unexpected pregnancy should not
trigger sudden discontinuation of therapy.

References

1. Breen D. and Davenport R. (2006). Teratogenicity of antiepileptic drugs: Women should
consider stopping, minimizing, or switching drugs before pregnancy. British Medical
Journal. 333:615-6.

2. Meador J. et al. (2006). In-utero antiepileptic drug exposure: Fetal death and
malformations. Neurology. 67:407-12.

Medsafe. (2009). Prescriber Update. 30(1): 4.
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Previous MARC reviews of valproate and congenital abnormalities
(between March 2004 and December 2010)

December 2004 -- CARM Reports section - 4.1.3.1

Sodium valproate and developmental delay, foetal valproate syndrome, otitis media (62131)
Discussion

It was noted that previous reports of foetal valproate syndreme have occurred in children of
mothers who were taking valproate for the treatment of epilepsy. In these cases, it was argued that
the foetal abnormalities might have been caused by epileptic seizures rather than the medicine
itself.,

The causality assessment was deemed "possible" for developmental delay, foetal oate
syndrome and otitis media. @ «
Recommendation @

The Committee recommended that a watching brief be maintaine8 saternal valproate

foetal abnormalities. @

December 2005 -- PhV Reports section@g %&

Valproate and foetal abnormalitie @

Issue @ @

This watching brief ded inDe @)r 04. Valproate was first approved in NZ in

1975 as a pre@ fe. ?

Prior % e watchin there were seven reports of foetal disorders with valproate in
ase u%en , there have been no further reports.

The*MARC

the watching brief in December 2004 following a spontaneous case
repo child born with probable foetal valproate syndrome.
% been no reguiatory action on this issue, and the current valproate data sheet contained
@- ensive warnings regarding the risks of use in pregnancy.
NZPhvC commented that a recent paper added evidence to valproate alone as an aetiological
factor conferring risk in foetal abnormalities. As this reaction was well known and adequate

warnings were contained in the data sheet, it was recommended that this issue be removed from
the watching brief list.

Discussion

The Committee noted that foetal abnormalities with valproate were well documented in the data
sheet and considered that prescribers should be aware of this issue. As this issue had been
adequately explored they agreed that it should be removed from the watching brief list.

Recommendation
The Committee recommended that valproate and foetal abnormalities should be removed from the
watching brief list.



Previous MARC reviews of valproate and congenital abnormalities
(between March 2004 and December 2010)

December 2006 -- CARM Reports section -- 4.1.5.1
Sodium valproate and foetal valproate syndrome (73289)

Discussion
See minute item 4.2.2 for discussion and recommendations on this issue.

The Committee considered that congenital malformations are a well known adverse event of all

antiepileptic agents and that the degree of risk varies between the agents. The Committee
discussed the counselling required for women on antiepileptic agents on the risks of foetal

abnormalities.

The causal association with sodium valproate was considered to be 'pr al valpr E )
syndrome. K%
Recommendation @?@

That an article is written for publication in Prescribe
congenital malformations, and the importance g : e all women of child-
bearing age taking anti-convulsants.

ndJ ) t€
@ 2002; 39: 251-259
Group (Meador J et al). In utero antiepileptic drug exposure: Fetal death and
rmations. Neurology 2006; 67: 407-412

ssue
Foetal valproate syndrome is caused by maternal use of valproic acid for the treatment of epilepsy
during pregnancy. Common craniofacial anomalies include epicanthal folds, broad nose with a flat
bridge, anteverted nostrils, shallow philtrum and a thin upper and thick lower lip. Associated
disorders may include developmental delay, neurologic abnormalities congenital heart defects,
finger abnormalities, and other defects.

The CARM report discussed under minute item 4.1.6.1 was received at about the time an editorial
was published in the British Journal of Medicine {Breen and Davenport) regarding the
teratogenicity of antiepileptic medicines. The editorial summarised observational data from
pregnancy registries set up in various countries since the late 1990s. The following was found in
the United Kingdom Epilepsy and Pregnancy Registry:

s 3500 females
» 4.2% congenital malformations for all anti-epileptics versus 3.5% with untreated epilepsy



Previous MARC reviews of valproate and congenital abnormalities
(between March 2004 and December 2010)

¢ 6.0% congenital malformations with polytherapy versus 3.7% with monotherapy
* 6.2% congenital malformations with valproate monotherapy (highest)

* 2.2% congenital malformations with carbamazepine monotherapy (lowest)

¢ Lamotrigine > 200 mg daily similar to valproate < 1000 mg daily

The Australian registry gave similar findings for valproate. The North American registry found
10.7% congenital malformations with valproate monotherapy.

Dean et al showed developmental delay occurring with maternal use of carbamazepine, valproate
and phenytoin compared with a small number of control children of mothers with epilepsy who did
not take any anti-epileptic.

The NEAD study was a prospective observational study across 25 epileﬁ
igin

serious adverse outcomes for monotherapy ranged from 1% for lamo
Discussion 9 ?

The Committee noted the report and discussed the i [Grescr en with
epilepsy. The Committee agreed with the current efriedicine should
be chosen, and prescribed at its lowest effegiive the recommendation

under 4.1.5,

March 2007 -- Pre @Ete se .
i ital m§o§j hs

iconv and congenital malformations was discussed. The
mmended that an article on anticonvulsants and malformations be

mber raised the issue of lithium and congenital malformations. As sodium valproate was used
O

r bipolar affective disorder a member had received queries about lithium for bipolar affective
disorder and congenital malformations. The Committee discussed whether the planned article
could be extended to include lithium. The members considered that the issue of bipolar agents and
congenital malformations was a separate topic and would be considered at another time if
warranted.

March 2007 -- Actions Arising (Standing Agenda) section -~ 2.1.10
Sodium valproate and foetal valproate syndrome (73289)

Issue

The Committee recommended that an article is written for publication in Prescriber Update on
anticonvulsants and risk of congenital malformations, and the importance of pre-pregnancy
counselling for all women of child-bearing age taking anticonvulsants.



Previous MARC reviews of valproate and congenital abnormalities
{between March 2004 and December 2010)

Outcome
A Prescriber Update article will be authored, probably by Medsafe.

Discussion
See minute item 1.5.1, The Committee asked to be kept infermed once the Prescriber Update
article had been written.

June 2007 -- Actions Arising (Standing Agenda) section -- 2.2.6
Sodium valproate and foetal valproate syndrome (73289)

Issue
In December 2006, the Committee recommended that an a
Prescriber Update on anticonvulsants and risk of conge
pre-pregnancy counselling for all women of Chlld be

Outcome
A Prescriber Update article will be authore b by -
Discussion

The Committee noted t

- A |ons g Standmg Agenda) section -- 2.2.12
al al oate syndrome (73289)

! nce of

In D he Committee recommended that an article be written for publication in
ate on anticonvulsants and risk of congenital malformations, and the importance of
nancy counselling for all women of child-bearing age taking anti-convulsants.

utcome
A Prescriber Update article will be authored by Medsafe.

Discussion
The Committee noted the above.

June 2009 -- CARM Reports section -~ 4.1.6.1
Sodium valproate and foetal valproate syndrome, drug exposure during pregnancy (82615)

Discussion

A member advised that an article had recently been published in the New England Journal of
Medicine entitled 'Cognitive Function at 3 years of Age after Fetal Exposure to Antiepileptic Drugs'.
The study concluded that in utero exposure to vaiproate was associated with an increased rigk of



Previous MARC reviews of valproate and congenital abnormalities
(between March 2004 and December 2010)

impaired cognitive function at three years of age, when compared with other commonly used
antiepileptic drugs.

The Committee considered that the number of women of child bearing age being freated with
valproate was increasing. The Committee noted that the warnings section in the product datasheet
focused primarily on the use of valproate for the treatment of epilepsy. They recommended that the
datasheet for sodium valproate be reviewed at the next MARC meeting to determine if the warning
information should be strengthened.

The Committee noted that the diagnosis of foetal valproate syndrome would have been made on
exposure and clinical presentation and considered the causal association with sodj alproate to«

be 'certain' rather than 'possible’ for foetal valproate syndrome. @
The Committee noted that both babies had been diagnosed with foeta %&1 yndro
recommended that NZPhvC create a second report to reflect thi

Recommendation @@
The Committee recommended that NZPhvC ch sality fr 3 o 'certain’ for

foetal valproate syndrome.

be reviewed to determine if

The Committee recommended th

the warning information shoul@ :

The Committee note babies ..r-f‘. iagnosed with foetal valproate syndrome, and
G U e

recommende@ crea@ =
A Ny Ko; W e Committee and the severity of the foetal valproate syndrome reaction

MARC Recommendation
In June 2009 the Committee recommended that NZPhvC change the causality from 'possible’ to
‘certain’ for foetal valproate syndrome.

In June 2009 the Committee recommended that the datasheet for sodium valproate be reviewed to
determine if the warning information should be strengthened.

In June 2009, the Committee noted that both babies had been diagnosed with foetal valproate
syndrome, and recommended that NZPhvC create a second report to reflect this.

Outcome
NZPhvC has amended the causality as above.



Previous MARC reviews of valproate and congenital abnormalities
{(between March 2004 and December 2010)

Medsafe will review the datasheet for sodium valproate to determine if the warning information
should be strengthened.

Discussion
The Committee noted the above.

December 2009 -- Standing Agenda section -- 2.1.25
Sodium valproate and foetal valproate syndrome, drug exposure during pregnancy (§2615)

References @
1. Meador K., et al. (2009). Cognitive function at 3 years cf age aiter fetal e ileptic d@

New England Journal of Medicine. 360(16): 1597 - 1605.
2. Medsafe. (2008). Anticonvulsants and congenital maiformalio
3. Review of wording in New Zealand Epilim data sheet reg 3

MARC Recommendation
In June 2009 the Committee recommende t
determine if the warning regardmg use in

Outcome
Medsafe's report was inglude - c ece

tained in the New Zealand Epilim (sodium
nancy. Medsafe advised that this information is

Discussion

The Committee noted the November 2009 Medsafe report. They agreed that while the recent
article published in the New England Journal of Medicine (reference 1 above) was an interim
analysis, it was important that this information be published in the product data sheet.

The Committee recommended that the Precautions section of the Epilim data sheet be revised to
ensure that the risk-benefit statement is clear at the beginning of the section. The Committee also
recommended that the sponsor be requested to include information in the data sheet from the
Meador et al paper.

Recommendation
The Committee recommended that the Precautions section of the Epilim data sheet be revised to
ensure that the risk-benefit statement is clear at the beginning of the section. The Committee also



Previous MARC reviews of vaiproate and congenital abnormalities
{between March 2004 and December 2010)

recommended that the sponsor be requested to include information from the Meador paper in the
Epilim data sheet.

March 2010 -- Standing Agenda section - 2.1.3
Sodium valproate and foetal valproate syndrome, drug exposure during pregnancy (82615)

MARC Recommendation
In December 2008, the Committee recommended that the Precautions section of the Epilim data
sheet be revised to ensure that the risk-benefit statement is clear at the beginning section.
The Committee also recommended that the sponsor be requested to include inf i
data sheet from the Meador et al paper.

Outcome
The New Zealand sponsor of Epilim has been contacted and refts

valproate in pregnancy.

Discussion @

The Committee noted the above. §
%ﬂio " :; :

& proat

June 2010 -- Standing
2 rug exposure during pregnancy (82615)

mmitteg\fetommended that the Precautions section of the Epilim data
IS the risk-benefit statement is clear at the beginning of the section.
et mimiended that the sponsor be requested to include information in the

leador et al paper.

Discussion
The Committee noted the above.
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bece:

20/12/2010 02:41 p.m.
Subject: Re: Valproate information as requested at the December 2010 MARC

meeting

Hi Marius,

No problem at all. | suspect the only correspondence on the matter in the near future will be Stewart's
response to PTAC upon completion of the review. | will ensure that a copy of this letter is forwarded to

you. As we have informed Sisira, this response should be expected in March/April n A

| hope you have a lovely Christmas too! @ @ E >
Kind regards,

Abby

Abby Cuffield

Advisor Science, Pharmacovigilance @ %

Clinical Risk Management

Medsafe

Population Health Directorate @ @
Ministry of He

Subject Re: Valproate information as requested at the December
2010 MARC meeting

Dear Abby,

I have been corresponding with Sisira (see last email below). I am happy
with the MARC position, but he still needs a reply from Medsafe, which is
what you are planning. Could you include me in any correspondence back to
PTAC on this issue, just for my information?

Thanks. Have a great Xmas.

Marius

Dr Marius Rademaker BM FRCP FRACP DM
Hon Associate Professor

Dermatology Department, Waikato Hospital
Hamilton, New Zealand



Dear Marius

Now I understand the complexities associated with the process better. From
neurologists perspective (I wrote the letter on their behalf) they strongly
feel it should be contraindicated in the pregnancy based on the emerging
data. To give them a meaningful response it may be reasonable to review the
new evidence. I haven't thought about psychiatrists perspective in relation
to stable mental health patient on valproate.

Sisira

On 20/12/2010, at 1:44 PM, _wrote: @

Dear MARC Members, <Q:§:§>

This e-mail follows on from the package of infor K sent gut b
December and the subseguent comments made by Da

in reading the information. So fax, there hs
MARC that this issue needs to be review

I can confirm that Medsafe will be
available data in response to t
will approach the committee for

warranted, Medsafe
the review.

Kind regards,
Abby Cutfie

----- Document: Re: Fw: Valproate information as requested at the December
2010 MARC meeting, forwarded by Abby Cutfield on 20/12/2010 01:33 pm ~-----~

Sent By: 7/12/2010 3:12:07

Copy To:

Subject: Re: Fw: Valproate information as reguested at the December
2010 MARC meeting

Hi David,

Thanks for your comments.

Just to confirm, the data sheet currently published on the Medsafe website
(and quoted in the attachment - "Internmational prescribing information") is

the up-to-date data sheet which was revised following the MARC
recommendation you refer to.



Prior to the MARC recommendation, the wording regarding use in women of
child-bearing potential and pregnancy in the NZ data sheet was identical to
the current wording of the Australian PI (as quoted in the attachment -
"International prescribing information")

I hope this helps,
Abby

Abby Cutfield

Advisor Science, Pharmacovigilance
Clinical Risk Management

Medsafe

Population Health Directorate <i§%;>

Subject

Fw: Valsrogi%%§> { ! iested at the December 2010 MARC meeting

dgewater
cience, Pharmacovigilance,
Secretary
Minical Risk Management
edsafe
Population Health Directorate
Minist of Health

http://www.medsafe.govt.nz

————— Forwarded by Kimberly Bridgewater/MOH on 07/12/2010 15:03 =-----
pavid reith [
07/12/2010 15:02




Subject
Re: Valproate information as requested at the December 2010 MARC meeting

Hi All
The NZ PI looks better than the UK and US datasheets
With regard to:

June 2010 -- Standing Agenda section -- 2.1.3
Sodium valproate and foetal valproate syndrome, drug exposure ing
pregnancy (82615)

MARC Recommendation

In December 2009, the Committee recommended that the P
section of the Epilim data sheet be revised to ensu 1
risk-benefit statement is clear at the beginning
Committee also recommended that the sponsor be

Outcome

The data sheets are in the process o
with improved presentation of info
valproate in pregnancy.

Discussion
The Committee noted the a
, > ot Inf ocuments?

eceived adequate discussion
ing presented)

.. N
| =

»As discussed at the MARC meeting on Thursday, please find attached:

MARC Members,

> * Copies of reports presented to the MARC on this issue since
> March 2004 -- 10 attachments

> * A collation of sections of MARC minutes in which this issue
> was discussed since March 2004 -- 1 attachment (History of MARC
minutes)

* BAn analysis of information contained in internaticnal
valproate prescribing documents regarding use in women of
child-bearing potential and in pregmancy -- 1 attachment
{International prescribing inforxmation)

V VV VYV

>If you consider further information is needed or that the data sheet
>does not sufficiently describe the risk, please let me know as soon
»as possible so that this topic can be incorporated into the agenda
>for the next MARC meeting.

>

>Xind regards,

>Ximberly Bridgewater

>Advisor Science, Pharmacovigilance,

>MARC Secretary

>



>, / . cc:

0 2011212010 01:44 p.m.

f'.‘_ i ; 2,
' hece:

Subject: Re: Valproate information as requested at the December 2010 MARC
meeting

Dear MARC Members,

in March 2011.

| can confirm that Medsafe will be conducting its own review of EY &in respense
iceto aid’in

concerns from PTAC. If warranted, Medsafe will approach the nitfee for-expert

the review. Otherwise, Medsafe will notify the MARC of t b@

Detection and Evaluation paper (or what ever its new

Kind regards,
Abby Cutfield
Advisor Science, Pharmacovigilance

Clinical Risk Management
Medsafe @ @

Population Health Directoj

Copy To:
Subject: : Fw: Valproate information as requested at the December 2010 MARC meeting

Hi David,

Thanks for your comments.

Just to confirm, the data sheet currently published on the Medsafe website (and quoted in the
attachment - "International prescribing information") is the up-to-date data sheet which was revised
following the MARC recommendation you refer to.

Prior to the MARC recommendation, the wording regarding use in women of child-bearing potential

and pregnancy in the NZ data sheet was identical to the current wording of the Australian Pl (as
quoted in the attachment - "International prescribing information")



I hope this helps,
Abby

Abby Cutfield

Advisor Science, Pharmacovigilance
Clinical Risk Management

Medsafe

Population Health Directorate

anisti of Health

YOOy vy T YT

'S
1/ -
& o

hi
kb b bbb s AL AAA

07/12/2010 03:03 p.m.

as requested at the December

ater
nce, Pha W

¥

ilarice,

07/12/2010 15:03 ~---

To

07M12/2010 15:02

cC

Subject Re: Valproate information as requested at the December
2010 MARC meeting



cc:
21/10/2014 03:08 p.m. bee:

Subject: Re: Peer Review Request - Sodium Valproate in Pregnancy

And here's the attachment, sorry!

Andrea Govender
Advisor - Pharmacovigilance/Editor - Prescriber Update
Clinical Risk Management

Medsafe @ @ g
Clinical Leadership, Protection, & Regulation
Ministry of Health @ @

http://www.medsafe.govt.nz

npregna

21/10/2014 03:04:02 p.m.

0/2014 03:04 p.m.
Peer Review Request - Sodium Valproate in Pregnancy

cllo Everyone,
| hope all is well with you.

| would really appreciate it if you would peer review this article for our next edition of Prescriber
Update.

Please let me know your comments by Friday, 24 October 2014.

Many thanks and kindest regards,

Andrea Govender

Advisor - Pharmacovigilance/Editor - Prescriber Update
Clinical Risk Management

Medsafe






Use of Sodium Valproate in Pregnancy

Sodium valproate (Epilim) was first introduced as an anti-epileptic in 1964, [Kini] It is
currently indicated for treatment of primary generalised epilepsy, partial (focal) epilepsy,
and bipolar disease.

Epilim is contraindicated in pregnancy due to the risk of congenital malformations and
developmental effects. In addition the data sheet recommends that Epilim should not be
used in women of child-bearing potential unless other treatments are ineffective or not
tolerated. Before Epilim is prescribed for use in women who could become pregnant they
should receive advice on the benefits and risks of treatment.

Congenital malformations

The first report of teratogenic effects of valproate was published i

genetic susceptibility. [Kini]

Anomalies most commonly

VM

Neural tube defectf\&@

w e

Congem% thts

ar septal defect
t ia septal defect

ortic stenosis

Patent ductus arteriosus

Radial ray defect
Polydactyly

Split hand
Overlapping toes
Camptodactyly

Genitourinary defects

Hypospadias

Skin abnormalities

Capillary haemangioma

Dysmorphic features

Trigonocephaly
Prominent metopic ridge
Thin arched eyebrows
Epicanthic folds
Infraorbital grooves
Broad nasal bridge

Short anteverted nose
Long philtrum

Thin upper lip

nomic status and




The risk of congenital malformations in exposed infants is higher than the background rate
of 2-3%. [Kini] Specific estimates from different pregnancy registries include.

e UKand freland Epilepsy and pregnancy registers (includes 1/3 of relevant
pregnancies) rate estimate is 6.7% (95% Cl 5.5-8.3%). [Campbell]

¢ North American Anti-Epileptic Drug Pregnancy Registry rate estimate is 9.3%.
[Campbell]

¢ International Registry of antiepileptic drugs and pregnancy rate estimate is
9.7%.[Campbell]

* Australian Pregnancy Registry (includes 1/12 of all relevant pregnancies) the rate
estimate is 12.4%. [Vajda]

In contrast the risk of malformations associated with carbamazepine w 3.5% «
and 2.3% (1.8-3.1%) with lamotrigine in the UK and Ireland registrj

The risk for some specific malformations associated with val @‘
estimated. The risk of spina bifida has been estimatH g‘

0.5%. The risk associated with carbamazepine e been esti

[Kini]

In some registries a dose dependent e&@s eens roate exposed
pregnancies. [Campbell]. [Vajd neral a do Omg/day has been associated
with a higher risk for all o % rmalitie x he Australian Pregnancy Register
the mean maternal %. 6o @ .

ies associated with fetal malformations
aswas 870mg. [Vajda] In the UK and Ireland

over the last 5 years and this has been paralleled by a
ate of spina bifida and hypospadias. [Vajda]

he %@ ehital malformation is increased when women require polytherapy. [Kini]
@%&1 epileptics have also been associated with malformations, for example
i

crocephaly has been associated with carbamazepine exposure in utero. [Kini]

CARM Reports

CARM have received 13 reports of fetal valproate syndrome, the first report was received in
1997 and the most recent report in 2014. The mother’s dose of valproate was only available
in 2 reports and was greater than 1000mg per day. None of the reports mentioned whether
folate was taken at conception. However this was not surprising as the majority of the
reports were made at least one year after the birth of the affected child.

Other birth outcomes

The occurrence of generalised tonic-clonic seizures in pregnancy is associated with shorter
gestational age and reduced birthweight. However, the majority of babies exposed to
valproate are of normal weight. [Kini]



A recent study found no association between the use of anti-epileptic medicines in
pregnancy and the risk of spontaneous abortion or stillbirth. [Bech]

Babies exposed to valproate in utero may exhibit withdrawal symptoms at birth such as
feeding difficulties, hypoglycaemia, jitteriness, irritability and hypothermia. [Kini]

Cognitive impairment and behavioural issues

Children with fetal valproate syndrome have also been noted to have cognitive impairment.
Global developmental delay has been noted in children with severe fetal valproate
syndrome. The most frequently affected developmental aspect is speech and language.
[Kini] The average full-scale 1Q of a child with FVS is in the 80-90 range. Howeyefthe verbal
1Q is significantly lower. [Kini] @

Autism, Asperger’'s syndrome and autistic spectrum disorder have %@ed ane @
reported more frequently in FVS, but are also seen in valproatéexposed’child wit
FVS. [Kini] @

A -

A population based study in Denmark investigate®
Autism. Children exposed to valproate in uterqw som

* The absolute risk of hildren exposed to valproate was
4.4% {95% Cl 2. disorder. The absolute risk in the
total popu 3

¢ Whe q v i dren of mothers with epilepsy; the absolute

isk % in children exposed to valproate was 4.2%. The
ISk e cobort was 2
absol %%yutlsm in children exposed to valproate was 2.5%. The absolute
risk i pulation was 0.5%. The HR was 5.2 (95% Cl 2.7-10)

hort was restricted to children of mothers with epilepsy the absolute
utism in children exposed to valproate was 3%. The absolute risk for the
cohort was 1%; the HR was 2.9 (95% Cl 1.4-6.0). [Christensen]

Neurodevelopmental Effects of Antiepileptic Drugs (NEAD) study found a significant
dose related performance decline in parental ratings of adaptive functioning in children
exposed in utero to valproate (or phenytoin). Children of mothers who took valproate
during pregnancy were at a greater risk for a diagnosis of ADHD. [Cohen]

Measurement of IQ in the NEAD study showed that the mean 1Q of children (aged 6 years)
exposed to valproate was in the normal range but lower than in children exposed to other
anti-epileptics: 97 {95% Cl 94-101) compared to 108 {105-110) for lamotrigine.[Meador]

In another small study comparing levetiracetam with valproate, children exposed to
valproate scored, on average, 15.8 points below children exposed to levetiracetam on
measures of gross motor skills, 6.4 points below on comprehension language abilities and
9.5 points below on expressive language abilities. [Shallcross]

Management



As the use of valproate in pregnancy is an unapproved use, under the health and disability
code of rights women requiring valproate treatment during pregnancy must be informed
about the benefits and risks of treatment and this information must be provided in writing
if requested (Consumer Medicine Information is available:
www.medsafe.govt.nz/consumers/CMI/e/Epilim.pdf).

It should be remembered that none of the anti-epileptic medicines available are completely
safe during pregnancy. [Kini] Seizures during pregnancy are also associated with poorer
developmental outcomes. Lamotrigine has been found to be less effective than other
treatments for seizure control in pregnancy [Campbeli]

For women requiring valproate treatment the risk of malformations is reduc en the
daily dose is below 1000mg. However any dose adjustments should be ma i «

advance of pregnancy to ensure that seizures are still controlled. [ki

High dose folic acid is recommended, starting at least 6
Periconceptional use of folic acid has generally been a

preconception folate. Parents reporting mat _ :
complaints and atypical behaviours in thei acher
anxiety in these offspring. [Cohe o higher enrwhose mothers had taken

folate [Meador]
In addition among wo %ﬁd to va @e UK and Ireland Pregnancy registries
neural tube defec tly qlent

gh . in their infants if they took folic acid (0.9%
compared With-1.2%). {Cam 40% of women included in these registries and taking
gatereported also tak% ceptual folic acid.

erishould a uraged to address any other risk factors for adverse pregnancy
a ing.

@ Sodium valproate (Epilim} is contraindicated in pregnancy
@ » Sodium valproate should not be used in women of child bearing potential unless

clearly necessary.

® The risk of congenital malformations in infants exposed to sodium valproate in utero
has been estimated between 6 and 12%.

e The risk of autism spectrum disorder in children exposed to valproate in utero has
been estimated at around 4%.

e Children exposed to valproate in utero have reduced 1Q compared to children
exposed to other antiepileptic medicines.

» Reducing the dose of valproate below 1000mg/day and using of high dose folate
periconceptually reduces the risk of some malformations and cognitive impairment.

e Seizures during pregnancy and use of other anti-epileptic medicines have also been
associated with risks of adverse developmental outcomes and malformations.
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[ pfrmatio t for tBe article -
fet
nunciatﬁ%
— =

/(Bri nical use) also foetus)

rn or unhatched offspring of a mammal, in particular, an unborn human more than
@ t weeks after conception. ;

More example sentences

A small subset of fetuses with large lung lesions will become hydropic, deteriorate rapidly,
and die in utero.

Feedback is currently being used in a trial of early versus delayed delivery for preterm,
growth retarded fetuses.

How well a woman and the fetus do during pregnancy depends upon the type of heart
problem.

Synonyms

embryo, fertilized egg, unborn baby, unborn child

Origin

late Middle English: from Latin fetus 'pregnancy, childbirth, offspring'.

Usage

The spelling foetus has no etymological basis but is recorded from the 16th century and
until recently was the standard British spelling in both technical and non-technical use. In




technical usage fetus is now the standard spelling throughout the English-speaking world,
but foetus is still found in British English outside technical contexts.
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(EhrmncavicolManogemsmiiioe

Lavel @ Tigna House,
40 Mercer Strest. PC Box 10-254
31 August 2009 wellington 6143, New Zealand
Phone 6£-a-466-499C
Fax 64-£-450-4997
Dr Stewart Jessamine wiviw.phaimac.oovinz
Manager
Medsafe
P O Box 5013
Wellington

Dear Stawart
SODIUM VALPROATE AND TERATOGENIC RISK

I am writing on behalf of the Neurological Subcommitiee of the Pha
Therapeutics Advisory Committee (PTAC) requesting that Medgafe
information on the sodium vaiproate datasheet regarding

; : iﬂg o ::
Members expressed concern aboui {he ;ﬁects associated with
i N "iiepsy Res 2008;81(1):1-

The Subcommittee discussed this issue at its m
relevant excerpt from the meeting minutes is@s

members congsidered
given thag. alth olah e omme
itormonfar wtak]ng sod ate during pregnancy and pre-pregnancy, it does
bhgt setliium vaiproate s not be prescribed in woman of child-bearing age if
The Subcommittee falt that the Medsafe regulations were
igrptdgenic effects is greatest in the earlier stages of pregnancy and
nplanned. The Subcommittes noted that some international experis
alproate should be contraindicated in all women of child-bearing age,
bdium valproate should be avoided in women of child-bearing age if there
alternative treatment. The Subcommittee considered that this issue should be
i with Medsafe,

| would be grateful if j ' i o feel free to contact
me on f you have any
questi

Yours sincerely

datashe ¢s not appear to fully address the key issues
|

Dr Sisira Jayathissa
Chair, Neurological Subcommities of PTAC

A302325 - qAB429
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11 May 2010

MGDSAFG

NEW ZEALAND MEDICINES
AMND MEDICAL DEVICES

Cr Sisira Jayathissa SAFETY AUTHORITY
Chair § EUAN N
Neurological Subcommittee of PTAC www.medsafe.govenz
PHARMAC

PO Box 10-254

WELLINGTON

Dear Dr Jayathissa @; ; :
Re:  Sodium valproate and teratogenic @@
Thank you for your letter of 31 Augus@:
PTAC requesting that Meds ngt the i rmation in the Epilim (sodium
valproate) data sheet reg@ ratoge
Please accept @ or t t response. A copy of your letter was not
received u@

elt Ises_that % ological Subcommittee discussed the teratogenic risk

logical Subcommittee of

Iproate at its April 2009 meeting. Although sodium valproate is

ential if there is a suitable alternative. The subcommittee was concerned
of teratogenic effects is greatest in the earlier stages of pregnancy and many
ancies are unplanned.

@ Medsafe has previously noted that in offspring born to mothers with epilepsy receiving any
anti-epileptic treatment, the overall rate of malformations has been demonstrated to be 2 to 3
times higher than the rate reported in the general population.

There are currently no antiepileptic medicines that do not pose risk to the developing foetus.
Although recent studies have suggested that taking sodium valproate in the first trimester
carries the highest risk for congenital malformations, phenytoin, phenobarbital and
carbamazapine are also teratogenic. Although newer antiepileptic agents may appear safer
in pregnancy, this may be due to a lack of data. To date, no antiepileptic medicines have
been proven to be safe in pregnancy in terms of teratogenesis and therefore treatments
(including the need for medication) must be tailored to the patient.

The evidence that one antiepileptic carries a greater risk than another for alf women of child-
bearing potential, is insufficient to make such firm treatment recommendations in the data
sheet,

Level 6 Deloitte House 10 Brandon Street PO Box 5013 Wellington FPhone (04) 496 2000 Fax (04) 819 6806



Medsafe is working with the sponsor of Epilim to improve the clarity of the information
contained in the Use in Pregnancy section of the data sheet. The revised data sheet which is
expecied o be published on the Medsafe website by the end of May 2010 will ensure that a
clear risk-benefit statement is provided at the beginning of this section. The revised data
sheet will also provide clearer treatment advice for use in women of child-bearing potential.

To summarise there is a risk of teratogenesis associated with all antiepileptic medicines with
little evidence for a safer alternative over sodium valproate. The data sheet for Epilim
contains extensive warnings and advice regarding the use of this medicine in women of
child-bearing potential. It is Medsafe’s assessment that there is insufficient evidence to
reguire the sponsor fo include the Neurological Subcommitiee's staternepthat sodium

valproate should not be prescribed in women of child-bearing potential if suitable
alternative in the data sheet. &]
As with all medicines, Medsafe continues to monitor z ew informati

th
regarding sodium valproate and undertakes appropri where n i
seeking expert advice from the Medicines Advers 0 &% mmit
| hope this response adequately addres = i % ogical Subcommittee
of PTAC. /E\
2]




11 October 2010

Dr Stewart Jessamine
Manager
Medsaie

Cc Marius Rademaker
Acting Chair

Medicines Adverse Reactions Committee

Dear Stewart

Subcommittee of PTAC for Medsa
valproate datasheet regarding i

The Subcommittee
The Subcommittee
state that sodj

discu
i

TFEI A T RA
THAEKMAC
Phigeeetcal M ana MR AB BTN

Level D 40 Meorcer Street
PO Box 10254, Wedingtor 5137,
Ieavr Jealand

Pivone 64-4-460-4550
Lay GL-4-450-4 450

fnformotion ing 6800 65 0C 50

wiew. ararmanaovi nz

e

OO
=

i

as elected not to alter the datasheet to
& prescribed in women of childbearing age if there is

e

a suitabig-alte ember some changes had been made io the datasheet
but d not go far
% bers were concerned with the statement in your letter that
isari sis associated with all antiepileptic medicines with little evidence
fof a sa ver sodium vaiproate.” The Subcommitiee feels very strongly that
ther that the risk of teratogenic effects is greater for sodium valproate than for

eptic agents. Please find attached a recent publication in support of this view
mket al. N Engl J Med 2010:362:2185-83).

wouid be grateful if you could give further consideration to this issue, as we remain very
concerned that female patients of childbearing age may be placed at unnecessarily high risk
of congenital malformations where other antiepiieptic options are available.

you have any guestions.
Yours sincerely

e’

Dr Sisira Jayathissa
Chair. Neuroicgical Subcommities of PTAC

A384457 - qA9429
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10 November 2010 A QUSINCSS UNIT OF

THE MINISTRY OF HEALTH
www.medsafe.pove,nz

Dr Sisira Jayathissa
Chair, Neurological Subcommitiee of PTAC

PHARMAC

PO Box 10-254

WELLINGTON « @
Dear Dr Jayathissa @

Re: Sodium valproate and teratogeni @

ternahv@
s data sheets are owned and maintained by the sponsor responsible for each
ine, changes to data sheets must be made by the sponsor. When Medsafe identifies
ssible concerns with a medicine, a review of the available data is undertaken and can
result in & request to the sponsor to amend the data sheet. The sponsor may decide that the
requested changes are not warranted, providing justification for their position. The Minister of
Health may impose data sheet changes only following a statutory review of the risks and
benefits under section 36 of the Medicines Act 1981.

Medsafe is in the process of reviewing the publication the Neurclogical Subcommittee has
provided (Jentink et al, 2010). This publication will be carefully considered in the context of
the available data including the published literature and internationally approved prescribing
information for sodium valproate. Should Medsafe consider that expert advice is required,
this issue may be referred to the Medicines Adverse Reactions Committee for their
consideration in March 2011.

It is therefore anticipated that the outcome of the review will be available in April 2011, if not
earfier.

Level 6 Deloitte House 10 Brandon Street PO Box 5013 Woellington Phone (G4) 496 2000 Fax {04) 819 6806




' ntact me directly on
hould you have any

Yours sincerely,

f%ﬁm

r Joanne Hart
Manager, Clinical Risk Management
Medsafe

PHARMAC @

P

\U!I\ !er QUES!IOHS or concerns.

o5



To: !
cc:

bee:
08/12/2010 02:46 p.m.

Subject: Re: Fw: Sodium valproate concerns from Neurological Subcommittee of
PTAC

Hi Stewart,

As provided in the below e-mail trail, | put together a package for the MARC members on the history of
this topic as addressed by the MARC. | also collated an analysis of information contained.i

discuss this further at the next meeting.

In Sisira's e-mail below, he has stated that the Neurological Sub-cg

PTAC why we would not
alternative treatments in the

53’13"%1"3@ 4 %
@%@@%v

rical Risk Management
edsafe
Population Health Directorate

Joanne Hart/MOH

cc

Subject Re: Fw: Sodium valproate concerns from Neurological
Subcommittee of PTACL]




T,

i,

Hi Stewart

MARC discussed briefly at last meeting and we agreed to send them some information to see if they
consider it necessary to re-review (see below) - it was last reviewed in Dec 2009 with updates to the
data sheets. PTAC have been advised (twice) that information on comparative risks cannot be
included in data sheets and at the MARC meeting the Committee was informed that an assessment of
the relative risks and benefits of treatment must be done on an individual patient basis. We are
awaiting feedback from the MARC wrt deciding on next steps and whether we should take a review to
MARC or just look at internally and respond to PTAC (we are OK either way). PTAC has already been
responded to say that the review may take several weeks. As far as | am aware only David Reith has
responded and he seems comfortable.

. «gx@%@ﬁ

Dear MARC Members,

As discussed at the MARC meeting on Thursday, pleasefind altached: @
e Copies of reports presented to the MARC gn fhis % M ? l% attachments
e A collation of sections of MARC minute W T gissue \sﬁ ed-since March 2004
AWML :

-- 1 attachment (History of MARC
e  An analysis of information containe

regarding use in women

{(International prescribi

cribing documents

If you consider further i g ddia sheet does not sufficiently describe the

armacovigilance,

p:/iwww.medsafe.govt.nz

EXGT-. - L, FROF £
LA FAL Eﬁw‘ .
MARC Report 1.pdf MARC Report 1 - Annes 1.pdf MARC Repart 2.pdf MARC Report 2 - Annex 1.pdf
e iy e s
MARC Report 2 - Annex 2.pdf MARC Fieport 2 - Annex 3pdf MARC Report 2.pdf MARC Report 3 - Annex 1.pdf
E- - (=
__‘,u";._ efema! A

MARC Repart 3 - Annex 2.pdf MARC Report 3 - Annex 3.pdf History of MARC minutes. pelf

International preseribing information. pdf



Joanne Hart

Manager

Clinical Risk Management
Medsafe

Ministri of Health

http://www.moh.govt.nz

Stewart Jessamine/MOH @

o= ﬁ@ @«
s To

Tl e

‘ﬁ \) "= 08/12/2010 12:17 p.m. cc
A-‘"\.‘(" J{l

Subject Fw: Sodium valp ms fro &%5&% :
S Subcom ' @
Jo
I'm not sure where we got t j

Stewart

cc

08/12/2010 12:14 p.m. Subject Fwd: Sodium valproate concerns from Neurological
Subcommittee of PTAC

Dear Stewart,

Will you respond appropriately to the neurological subcommittee? (you may already have
done s0).

Have a great Hogimanay.



Marius

Dr Marius Rademaker BM FRCP FRACP DM
Hon Associate Professor

Dermatology Department, Waikato Hospital
Hamilton, New Zealand

Begin forwarded message:
From: "Sisira Jayathissa" < @@ @

Subject:
Neurological Subcommitte

Dear Marius

Now [ understan
perspectiv i
in the piegn

h the process better. From neurologists

) they strongly feel it should be contraindicated
. data. To give them a meaningful response it may be
redsgnablotoreview Vid haven't thought about psychiatrists perspective in

@%ﬁ stablsi% 1th patient on valproate.
isira@

@ >>>‘garius and Linda Rademaker —8/ 12/2010 8:47 a.m. >>>

ear Sisira,

Are you happy with the responses, or do you want me to raise it formally at the next
meeting?

Kind regards,
Marius

Dr Marius Rademaker BM FRCP FRACP DM
Hon Associate Professor

Dermatology Department, Waikato Hospital
Hamilton, New Zealand



Begin forwarded message:

o AT

Date: 12 October 2010 9:20:04 AM
To:
Subject: Re: Sodium valproate concerns from
Neurological Subcommittee of PTAC

Hi Marius, in Stewart's absence, | have asked Joanne Hart to look at this. Medsaf ise th

NEJM paper to see whether it could change our position. We'll then consi rrants

taking to the MARC. %

Cheers : ; :

Deb @ @
Deborah James @ g
Personal Assistant

Medsafe

Population Health Director @

V0 O Healn

7o stewart Jessamine

cc

Subje Re: Sodium valproate concerns from Neurological
¢t Subcommittee of PTAC

11710/2010 07:47 p.m.

Dear Stewart,
Is this something we need to discuss at the next MARC?
Marius

Dr Marius Rademaker BM FRCP FRACP DM
Hon Associate Professor



Dermatology Department, Waikato Hospital
Hamilton, New Zealand

On 11/10/2010, at 9:56 AM, Geraldine MacGibbon wrote:
Dear Stewart
Please find attached a letter from the Neurological Subcommittee of

PTAC continuing your correspondence about sodium valproate. I've also
attached the previous correspondence between you and the Subcommittee

FYI.

<<2010-10-11 to Medsafe from Neurological Subcommittee - d

valproate.pdf>> <<Jentink et al. Valproic acid in pre

congenital wmalformations. N Engl J Med 2010;362_ 218 K;:E>
e -

<<2002-08-31 to Medsafe from Neurological Subcommn

valproate in women of childbearing age.pdfs>> i
Sodium valproate and teratogenic risk.PDFs

Let me know if you have any question
Kind regards
Geraldine

Geraldine MacGibbon, gﬁgggiéig}a
P
/] H;""

peuti
.,

of the individual or entity to whom they
received this email in error please notify

onfirms that this email message has been swept by
the presence of computer viruses.

WWW N T.com
W****************ic'k'ic'ic'k*'k'k*********************i************
10-1¢-11 to Medsafe from Neurological Subcommittee - sodium
Iproate.pdf><Jentink et al. Valproic acid in pregnancy & congenital
lformations. N Engl J Med 2010;362_2185-93.PDF><2009-08-31 to
Medsafe from Neurclogical Subcommittee - sodium valproate in women of
childbearing age.pdf><2010-05-12 Medsafe re Sodium valproate and
teratogenic risk.PDF>
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Statement of confidentiality: This e-mail message and any accompanying

attachments may contain information that is IN-CONFIDENCE and subject to

legal privilege.

If you are not the intended recipient, do not read, use, disseminate,

distribute or copy this message or attachments.

If you have received this message in error, please notify the sender

immediately and delete this message.
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18 February 2011 MGCGDSMFG

NEW ZEALAND MEDICINES
AND MEDICAL DEVICES
SAFETY AUTHORITY

Dr Sisira Jayathissa. A BUSINESS UNIT OF
Chair, Neurological Subcommittee of PTAC i
PHARMAC

PO Box 10-254

WELLINGTON

Dear Dr Jayathissa @ @ g

Re: Sodium valproate and teratogenic risk @
Thank you for your letter of 11 October 201
Subcommittee of PTAC. in November 2
that Medsafe would review the need

on (including the studies provided by

elng an increased risk of congenital

\valproate exposure during pregnancy,

www. medsafe.govet n:

lished literature regarding a dose effect of sodium
roposed that lower doses of valproate (<1000mg/day) do not
a congenital anomaly above the expected background rate.

In summary, this information could be considered to support a contraindication to
sodium valproate treatment in pregnancy, but not in women of child-bearing potential.

To contraindicate sodium valproate treatment in women of child bearing potential
different information is needed. The evidence would need to show:
« either that the balance of benefits and risks was unfavourable in women of
child bearing potential compared to other women and/or men; or
« that the medicine reduced the efficacy of all contraceptive measures and that
the majority of (accidental) pregnancies resuited in a congenital malformation.

To date Medsafe is not aware of any evidence to show that sodium valproate has
these effects. In addition, as far as Medsafe is aware, no other country has
contraindicated sodium valproate treatment in women of child-bearing potential.

Level 6 Deloitte House 10 Brandon Street PO Box 5013 Woellingten Phone (04) 496 2000 Fax (04) 8195 6806



The pregnancy warnings in the sodium valproate data sheet have been reviewed by
the Medicines Adverse Reactions Committee (MARC) on several occasions. The
most recent review was at the December 2009 meeting; the minutes are published
on the Medsafe website. In December 2010 Medsafe asked the MARC members
whether, in their opinion, the data sheet pregnancy warnings required further
discussion. Overall the MARC members considered that no further discussion was
necessary and that the data sheet adequately reflected the known information.

In conclusion it is Medsafe's opinion that a contraindication for sodium valproate
treatment in women of child-bearing potential, if there is a suitable alternative, is not
supported by the evidence. It should not, therefore, be included in the data sheet.

However, this does not preclude the incorporation of this statement into treatment
guidelines. The Subcommittee may wish to consider this option.

A summary of Medsafe's review is outlined in the enclosed eﬁ

| hope that this information addresses the Subcoifems @ \ X

ie’ Medical Director, PHARMAC

Yours sincerely,




Internal Memo
Ministry Of Health

To: :
General Manager Medsafe

From: Susan Kenyon and Abby Cutfield

Subject: PTAC concerns rega_rdi NS i
women of child-bear 2]

Date: February 2011 @ KS

For Your: ACT, @ DECI :@ INFORMATION:
\<_—O)\/

ittee of the Pharmacology and Therapeutics Advisory
to request that the data sheet for sodium valproate be
kK. Essentially the committee had decided that vaiproate should
of childbearing potential (unless there is no suitable alternative).

October 2010 PTAC replied to Medsafe reiterating the request to contraindicate valproate in
women of childbearing potential. In addition the subcommittee disagreed that there was no
gvidence to show that valproate was more teratogenic than other antiepileptic medicines.

This memo provides a summary of our assessment of PTAC's concerns regarding the use of
sodium valproate in women of childbearing potential.

Epilim is the only valproic acid/sodium valproate-containing medicine with ministerial consent for
distribution in New Zealand. There are many dose forms of Epilim approved as identified in
Table 1:

The approved indications for Epilim are as follows:
* Primary generalised epilepsy (petit mal ahsences, various forms of myoclonic epilepsy
and tonic-clonic grand mal seizures). Partial (focal) epilepsy either alone or as adjuvant
therapy.



* For the treatment of manic episodes, maintenance and prophylactic treatment of bipolar
disease.

o Epilim IV is used for the treatment of patients with epilepsy or bipolar disordet, who
would normally be maintained on oral sodium valproate, and for whom oral therapy is
temporarily not possible.

Table 1: Dose forms of Epilim approved in New Zealand
Name Active Quantity Approved < |4 Funded

Epilim Syrup Sodium valproate 200mg/5mL 0ct 19773 \\ &2 Yes

Epilim Liquid Sodium valproate 200mg/5mL ,Jaﬁ(f E}&é’(\>\’ Yes{ (v

Epilim Crushable | Sodium valproate 100mg KAQ\MB\G) ( K@\\\'
| Epilim CR Sodium valproate + Vaiproic acid | 200mg + )Oﬁ}néj l\J@n 1992 Q \ W

Epilim EC Sodium valproate 200me-\ Y2 \ M Tun 1978 NN\ Wes

Epilim EC Sodium valproate (5@ \\\//' Aug( 1@38\ \\} | Yes

Epilim IV Sodium valproate o0 [ Sept\ioed/ Yes
y

ed brain levels of the inhibitory

\> T \\ W
vulsant effect is attributed
B ] ABA

-ergic effect is also believed to

It has been hat'sodiu aises GABA levels by inhibiting GABA degradative
enzymes, nd/or succinic semialdehyde dehydrogenase and/or by
u% th % Uronal cells.
s Y
epil > i
4
vant Information

% oved\R-ic
e
n support of their proposals the PTAC subcommittee supplied two publications. Medsafe's

review of these publications follows:

effects, sodium valproate also has anti-folate activity (as do other
s either an effect of increased hepatic metabolism caused by induction of
by Anti Epileptic Drugs (AEDs) or due to a direct effect on the enzymes
te and methionine metabolism.

Meador et al. (2008). Epilepsy Research. 81(1); 1-13.

This was a systematic review and meta-analysis designed to quantify the incidence of congenital
malformations and other pregnancy outcomes as a function of in- utero anti-epileptic drug (AED)
exposure.

Following a systematic literature review 59 studies were included; involving 65,533 pregnancies
in epileptic patients and 1817,024 in ‘healthy women. The authors noted significant
heterogeneity between the studies in design and results,

Comment
Whilst the authors gave some overview data there was no review of patient numbers in
individual studies, medicines included, time-scales per study, individual study outcomes, or



whether the studies were critically appraised for validity confounding and bias. The authors
themselves state that there was significant heterogeneity indicating that the data should not
have been pooled. 19 of the 53 studies were cross-sectional and it is debatable if data from
these studies shoufd be included in this study. 10 studies were published in the 1970s and 7
studies in the 1980s. The authors provide no reassurance that the conduct of these studies or
treatment of epilepsy is comparable with the present day. The authors provided very little
information on patient characteristisc and it is unclear to what extent (if at ail) any confounding
factors were taken inio account.,

b
The authors calculated the incidence of congenital malformations using a &(%33 mod «
The main resuits are outlined in the table below.

o)

Group incidence (percent)  L9B%CIA~ )\ \ ;
Healthy women 2.28 A 46-3.10
AED exposure 7.08 QNN )|) \662-8,56 @

Polytherapy BB\ \\1 0.548305\

Valproate monotherapy AN 8.15<13.29 V1

Phenytoin monotherapy NZ"N A\ 3.54811

Phencbarbitol monotherapy AL C N\ ) 4.91 SN\ 922-6.59

Lamotrigine monotherapy~\ “A\/ 298 OA\\Y 2.00-3,82

Carbamazpine mon,gthé:@{y\\ A / aBA\ \ 3.48-5.76
< N

\

N2
@\Cfe comparison group was healthy patients, therefore an effect of epilepsy per se on

terfatogenic risk could not be excluded. The increase in risk with polytherapy may reflect an
increased risk due to additional drug use or be a marker of more severe disease causing more
teratogenic effects. Women taking anti-epileptics for indications other than epilepsywould have
made a better control group. The authors do not discuss the risk of congenital malformations in
untreated epileptics.
The authors note an increase in spina bifida and cleft lip — both conditions have been associated
with low folate levels and as valproate is an anti-folate drug this lends biological plausibility of an
association. The use of folate supplements in pregnancy is therefore an important confounding
factor. Routine folate supplementation in pregnancy did not start until the 1890s; this raises
questions regarding the validity of including dafa from studies conducted in the 1970s and 80s.
Whilst the increase in incidence with monotherapy was highest with valproate this was not a risk
estimate and no comparison of risk was made with other anti-epileptics. Therefore this paper
cannot provide evidence of increased risk of congenital malformations with valproate compared
to other AEDs.




Whilst this paper represents the results of a meta-analysis, such analyses are only as good as
the studies they are based on. Since the authors do not clearly discuss the limitations of the
included studies it is hard to ascertain the validity of the meta-analysis.

] Jentink et al. (2010). New England Journal of Medicine. 362(23). 2185-2193.
The authors of this study combined data from eight published cohort studies in which women
were exposed to valproic acid and identified 14 malformations that were significantly more
! common among the offspring of women treated with valproic acid during preghancy. The
authors then further assessed these associations in a case-control study usidg e European
i Surveillance of Congenital Anomalies (EUROCAT). antiepileptic-study dafabass)
groups were used: one consisting of infants with malformations not prévig
and one consisting of infants with chromosomal abnormalities.

majority of studies were conducted using data frg \
e

pregnancies in each study ranged from 30-268
were noted in 1565 exposed pregnancies,

Comments
The authors do not sta
malformations with v

T s d logistic-regression analysis to calculate odds ratios. Adjusiments were made
5 age, child's year of birth and individual registry. For anomalies for which there were
than 6 cases with valproate exposure no adjustments were made. No adjustments for
@ ultiple comparisons are stated to have been made.

The frequency of exposure to valproate was 3.3 per 1000 registrations compared fo 1.1 per
1000 of controls. The results as presented in the paper are shown below.

The authors state that significant associations between valproate exposure (compared to no
AED exposure} and six conditions were noted: spina bifida, atrial septal defect, cleft palate,
hypospadias, polydactyly and craniosynostosis.

The authors state that they cannot rule out the possibility of confounding by indication. The
authors note the lack of information on potential confounders and the limitations of the choice of
control group.
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{ Table 2, Odds Raties for tatfarmations with Exposure to Vaiproic Acid Monetherapy as Compared with Ne Antiepileptic-Diug {AED)
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The authors also note that although their results indicated increased relative risks of several
malformations, the absolute rates of specific malformations was low and the majority of children
born to mothers who take valproate do not have malformations. For example the authors
calculate that the absolute risk of having a child with spina bifida after valproate exposure is
0.6%.

Comments
Significant limitations of this study inciude the possibility of confounding by indication, choice of
control group and lack of information on confounding factors.
The choice of AED may be determined by the form of epilepsy with ys
commonly used in idiopathic generalised epilepsy.

Whilst some adjustment was made for individual registry itAs not
epileptics and choice of treatment is comparable throughout £y %

It is noted that the confidence intervals are wide for %ﬂ fhe estimates
number of valproate exposed cases.

confounding factors had been taken into acco

valproate was fow.,

For comparison, the risk of havi e ‘ j :
spina bifida, is 3%. High q@( ken before-an: pregnancy reduces this risk to 1%.
N e
% ’1 port that in the Australian pregnancy register
se-vdlproate (<1000mg) was not significantly higher.

etier with valproate than lamotrigine or carbamazepine.
aling that the number of pregnancies in the Australian
ished information has shown an increased risk with low dose

Roate-Suggests that the evidence relating to valporate and congenital anomalies is not
siifely Clear and the possibifity exists that there is a dose dependent effect. The effect of high-
dosé folate supplementation was not discussed in these papers, but may also be relevant
t should also be bome in mind that it may not be possible to switch from valproate for some
patients. There are a number of additional papers investigating this issue. Some of the
limitations mentioned above apply equally to these papers. The data for effects in different
medicines overlap and it is difficult to identify which medicine may be associated with least risk.
Valporate does appear to be consistently found to be associated with the greatest risk.
However, given the lack of information on confounding factors and differences in prescribing due
to epilepsy type or previous failure of other medicines an increased risk with valproate treatment
cannot be seen as a secure outcome of this research

' Vajda F and O'Brien T. 2010 Valproic acid monotherapy in pregnancy and major congenital
malformations’ NEJM 363; 1771




Medsafe and MARC review of the data sheet

Epilim is contraindicated in pregnancy in New Zealand and Australia, but not in the UK or the
US. The information including waming re use in women of child bearing potential in the NZ data
sheet is consistent with that in other countries. The MARC have been asked to comment on the
data sheet information both before and after PTAC raised concerns and have concluded that the
data sheet accurately reflects the information on use in pregnancy at the present time.

Regulatory considerations

There are a number of considerations that are taken into account b appro
indications, contraindications, precautions and adverse effecis of me

Of relevance to this issue is the need fo maintain acces %
patients. <; :

No evidence has been presented by PTAC

the benefit risk profile for valproate treat

that sodium valproate reduces theeffe
increased risk of pregnancy '

@ is an alternative ireatment without risk. The evidence provided does
sertlons The majority of women exposed to valproate in pregnancy have a

n eed as outlined above, the increase in absolute risk of a haby with spina bifida
is less than the risk associated with hereditary/genetic factors. The other

a ents a]so appear to be associated with a risk of congenital anomalies that is higher than

e background rate. No information on predisposing factors associated with an increased risk

of congenital anomalies when taking AEDs was found during this review. This is in part due to
the fact that these papers did not examine or adjust for confounding factors. There appears to
be some evidence to show that there is a dose dependent effect or a dose (<1000mg per day)
below which no there is effect of valproate detectable above the background rate of congenital
anomalies.

It should also be noted that PTAC's proposal is inconsistent with actions taken for other
teratogenic medicines such as isotetinoin where up to 30% of exposed pregnancies result in a
congenital anomaly of the foetus.

Sodium valiproate is not contraindicated in pregnancy in other jurisdictions other than Austraiia,
and is not contraindicated in women of childbearing potential in any jurisdiction.



The proposed wording from PTAC was that ‘sodium valproate should be contraindicated in
women of child bearing potential if there is a suitable alternative’. This wording is open to
interpretation. It is not clear what age range child bearing potential would encompass and a
better definition of a suitable alternative would be needed e.g. failed on therapy with x other anti-
epileptic medicines.

In these situations it is normal for the regulator to ensure that the product information contains

as much information as possible regarding the issue to facilitate discussion bet prescriber
and patient. The relationship between prescriber and patient shouid be nough to
discuss the benefits and risks of valproate treatment. @
Conclusions E A\

sk of congenital a alies

The available evidence is consistent with there being an int
2 of studies

always made and the risk estimates tend t erlar nekAEDS, Therefore it is

not certain that valproate treatment c i »\\ these studies are by
necessity observational they are j Vitations and the evidence provided
i example the lack of adjusiment for

has not accounted for or adjusté itatighs

confounding factors in the 5 wiehti ' c

the risk estimate. % @

risk ass %\N sodium valproate treatment is small, less than js

m a regulatory point of view the contraindication of
regna) not strongly supported by the available evidence. This
2006 and have been the decision of the company (no
C found or Prescriber Update article). The data provided by PTAC

t this time,

mmendations
is recommended that you:

T
a. Agree that no further changes to the data sheets should be requested from \_ YES/ NO
the company

b. Agree that a letter outlining the conclusions of this memo should be sent to YES /NO
PTAC neurological subcommittee from the General Manager of Medsafe.

Signeds ot o - Date! 1'5/2/ 2|



PHARMAC

ilcol Manag t Agency

. J Level 9, 40 Mercer Street, Wellington 6011

ﬂ—e v PO Box 10-254, Wellington 6143, New Zealand
, Phone 64-4-460-4990

'E 2 SEP Zm'{ Fax 64-4-460-4995

Information line 0800 66 00 50

enquiry@pharmac.govt.nz
www.pharmac.govt.nz

11™ August 2013

Dr Stewart Jessamine @
Medsafe
P O Box 5013 g ;

Wellington g @
Dear Stewart @

SODIUM VALPROATE AND TERATOGENIC

Subcommitiee of the P

that Medsafe strengthens-the\warning i OO
its teratogeni 's
The @e discuss e at ils most recent meeting on the 24 July 2012. The

rpt from‘the meeting minutes is as follows:

ittee noted the response letter from Medsafe in relation to the
picity of sodium valproate and members disagree with the statement that
ere”is insufficient evidence to require the sponsor to include the statement that
‘Sodium valproate should not be prescribed in women of child bearing potential if
there is a suitable alternative’. The Subcommitiee considered that the datasheet be
amended fo read ‘sodium valproate is contraindicated in women of child bearing age,
unless there is no other suitable alternative’. The Subcommittee considered that
there is a fundamental difference between this phrasing.

The Subcommittee considered that the proposed amendment is necessary because
many pregnancies are unplanned and once a woman who is taking sodium valproate
falls pregnant, it is likely that the damage to the foetus is done. The Subcommittee
considered that there are other alternative treatments which are usually equally
effective and have a lower teratogenicity.

The Subcommittee noted a recently published observational study of pregnant
women enrolled in the North American anti-epilepsy drugs (AED) Pregnancy Registry
between 1997 and 2011, published by Hernandez-Diaz et al (Neurology 2012;
78:1692-1699). The authors calculated the risk of major malformations among infants
exposed to specific AEDs in menotherapy during the first trimester of pregnancy and

A610820



among an unexposed group. The Subcommittee noted that the risk of major
malformations in the exposed group ranged from 9.3% for valproate to 2.0% for
lamotrigine. The Subcommittee considered that there is a dose relationship between
the rate of major malformations and increasing doses of sodium valproate.

In view of results of the study noted above, | would be grateful if you could give further
consideration to this issue. Please feel free to contact me if you have any questions.

Yours sincerely

Dr Peter Moodie
Medical Director @ @

ABG10820



of

23 September 2013

Dr Peter Moodie
Medical Director
PHARMAC

PO Box 10-254
Wellington 6143

Dear Dr Moodie

Sodium valproate and teratogenic risk
Medsafe notes PHARMAC's continuing correspondencec

subcommittee of PTAC and the latest letter dated

September 2013.

The Subcommittee continues to request {hat

Medsafe notes that the Sub
change to the data she

MGDSAFG

AND MEPICAL DEVICES
SAFETY AUTHORITY

A DUSINESS UNIT OF
THE MINISTRY OF HEALTH

www.medsale.gevt.nz

ctions: sodium valproate is not
States or the UK, In addition, the New Zealand

as provili l 0'E
'
@ aindicates use in pregnancy. Medsafe

ent is to be made before sodium valproate is prescribed for the first
; en a worman of child bearing potential treated with sodium valproate

s a pregnancy. Women of child-bearing potential must use effective
ontraception during treatment.

Should the Subcommittee be concerned that prescribers are not following the advice in the
data sheet they should contact the professional college(s) to address this issue.

Medsafe notes that the Subcommittee has identified a further observational study showing
a higher incidence of congenital malformations with sodium valpreate than other
antiepileptics. Medsafe reiterates that this paper does net provide sufficient evidence to
contraindicate use of sodium valproate in women of childbearing potential. 1n addition,
Medsafe notes the following limitations of this study.

e Women were self-enrolled into the study at any point during pregnancy, including
after prenatal testing; meaning the study was subject to significant bias.

« Study characteristics of the groups were not comparable, for example more women
taking valproate were smokers compared with women taking lamotrigine or those
unexposed (25.7% cf 8.8% and 6.1%).

= Only crude relative risks were presented because the authors stated that
confounders did not change the results. However, the effect or non-effect of
confounders on valproate risks were not presented. Neither was a fully adjusted
relative risk presented.

Level 6 Deloitte House 10 8randon Street PO Box 5013 Welllngton Phene (04) 496 2000 Fax (04) 819 6806



* The authors did not provide information on other potential confounders such as
family history of abnormalities or use of other medicines.

Medsafe reiterates, as the medicine regulator in New Zealand, that there is insufficient
evidence to justify contraindicating this medicine from all women of child-bearing potential.
The need to consider the use of alternative antiepileptics before using sodium valproate in this

©@«%©®
ot
RS
NS

Yours sincerely




| Compardtiv sde of ént‘ipleét'ic' drugs

during pregnancy
an)

S. Hernéndez-Diaz, ABSTRACT
MD, PIPH Objective: To assess the safety of the newer antiepileptic drugs (AEDs) during pregnancy.
ji\hi:ﬁPi«f{wH Methods: The study population was pregnant women who enrolled in the North American AED
R. Mittendorf, MD, Pregnancy Registry between 1997 and 2011, Data on AED use and maternahcharacteristics
D:PH

W.A. Hauser, MD
M. Yerby, MD
L.B. Holmes, MD
&y For the North American
J AED Pregnancy Results: The risk of major malformations was 9.
Registry for phenobarbital, 4.2% (15 of 359) for
2.9% (12 of 418) for phenytoin, 2.4% (4

estimated with logistic regression,

Correspondence & reprine (1.4-5.8) for phenabarbital, and

requests to Dr, Herndndez-Diaz: .

shernan@hsph harvard.edu lepsy who had seizures d
Valproate was assp

nd phencbarbital were associated with a higher risk

Conclu ¢
jo ig er AEDs such as lamotrigine and levetiracetarm. Topiramate
ncreased risk of cleft lip compared with that of a reference

creased risk of congenital malformations and deficits in 1Q."* However, the magnitude of the

N
3\- igpileptic drug; Cl = confidence interval: RR = ralative risk.
A <
{ @ enatal exposure to tradicional antiepileptic drugs (AEDs) has been associated with an in-

@ tisks and the specific abnormalities has varied for each drug: it is widely accepred that valproate
increases the risk of spina bifida, phenytoin of digit hypoplasia, phenobarbital of oral clefts, and

carbamazepine of neural tube defects. >

Supplemental data at Lessis l{[-lown about the safety of newer AEDs during pregnancy. The relacively low risk of

www.neurology.org specific major malformations together with the few pregnant women exposed to each drug in

the population have made it difficult to obrain valid, precise, and timely estimates of che
Supplemental Data

[8] Bt 5] teratogenic effects of recently introduced AEDs. Cohorts of women taking a variety of thera-
St ten
Cappe
LT
P Y ;
ﬁﬁﬁ From the Departmenc of Epidemiology ($,H.-1., C.R.S.}, Harvard Schosl of Public Health, Boston, MA: Narth American AED Pregnancy Registry

(A.S., L.B.H.), MassGeneral Hospital for Children, Boston, MA; Loyola University Health System (R.M.), Chicago, IL; Colege of Physicians and
Surgeans and Mailman Schaol of Public Health (W.A.H.), Columbia University, New York, NY; and Oregon Health and Science University (M.Y.),
Pordand, OR.

North American AED Pregnancy Registry Cainvestigators ars listed an the Neinalogy® Web site at wanv.nen rology.org,

Study finding: The North American AED Pregnancy Registry has been supposted by funds provided by Abbocr, Eisai, Novarts, Ortho-McNeil,
Plizer, and Sunovian Plharmaceuticals, Cantributors to the North American AED Pregnancy Registry include Aurobindo Pharma, Dr, Reddy's
labaratories, GlaxoSmithKline, Sandoz, and Teva.

Go ta Neurology.org for full disclosures. Disclosures deemed relevant by the authors, if any, are provided ac the end of this article.

1692 . Copyright @ 2012_byAAN Enterprises, Inc . ) ) . ‘ o
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pies with shared indications, enrolled early in
pregnancy, and followed throughout gesta-
tion and postpartum can be used to assess the
relative safety of individual AEDs,

We present the findings in the North
American AED Pregnancy Registry. The ob-
jective was to estimate the risk of major mal-
formations in infants whose mothers had
taken specific AEDs as monotherapy during
the firse erimester of pregnancy and to assess
whether exposure to each AED is associated
with an increased risk of specific major
malformations.

METHODS Study design. The North American AED
Pregnancy Registry is an ongoing surveillance system of pregnant
women who are tking an AED for any reason.*”* Women self-
enrolled by calling a toll-free telephone number, To be eligible, a
worman must be pregnant and have taken AEDs at some pot
during her pregnancy.

Women are interviewed at enrollment, at 7
tion and ar 812 weeks after the expected, dat

cigarette smoking

cal condigion
sits of D
y \populatio

veborn infant,

v gted beca
had 4

nancy. Enrollment is considered pure prospective if subjeets en-

roll without having had a nuchal translucency sereening test or
chorionic vitlus sampling at 11-13 wecks' gestation, an amnio-
centesis, maternal serum screening, or an ultrasound after 13
weeks' gestation, The traditional enrollees might have some
knowledge of the status of the ferus.

We present below findings for the first trimester
maonotherapy-exposed groups with 50 or more women eligi-
ble for analysis.

Exposure definition. Women were considered exposed if
they used any AED, as monotherapy, during the fiest 4 lunar
months after the last menstrual period. Women could have
added or switched to different AEDs after the first trimester.,

Outcome definitions. The outcomes of interest were major
congenital malformations diagnosed before 12 complered weeks
after birth, A major malformation was defined as a scruceural
abnormality with surgical, medical, or cosmetic importance.”
The physical features excluded were minor anomalies, birth
marks, deformations, anatomic findings by ultrasound studies in
pregnancy that were not identified by the examining pediacri-
cian, complications of premaruriry, genetic disorders, and chro-

mosome abnormalicies.” In the postnatal interview, the mother is
asked about the birth stats of the infant, including any health
problems, and she is asked ro sign and return a medical record
release form. The infant's doctors are asked to return copies of
their examination findings through the first 12 weeks of life.
Medieal records are requested also from the infant's cardiologisc
or urologist or other specialist who has evaluared the infant. The
written descriptions in the pediatricians’ examinations are re-
viewed by the terarologist (L.B.H.), blinded to exposure status,
to determine inclusion or exclusion.

Reference groups. Our primary reference group was women
exposed to lamorrigine because it was the most commonly re-
ported AED in the Registry. The rationale for the primary acrive

reference group was 2-fold, First, thigeomparison responds to

efnal reference group of 206,224
and Women's Hospitl in Boston and
tlance system chat used the same inclusion/

alformations identilied in the Registry after 5 days of life had
to be excluded.

Analysis., We evaluated the sociodemographic and elinieal
characteristics of women exposed to specific drugs. The risk of
majar congenical malformations in cach exposed group was com-
pared with che risk in the internal reference proups. We esti-
mated both crude and adjusted relative risks (RRs) and cheic
958 confidence intervals (Cls) using multivariate logistic regres-
sion, Potential confaunders considered included maternal age, rﬁdf
race, education, alcohol use, cigarerte smoling, periconeepticnal
folic acid supplementation, illicit drug use, chronic diseases (¢.g.,
insulin-dependent diaberes). and calendar year. We added one
potential confounder at a time to each model; because RR esti- "
mates remained similar, we present the crude RRs as the main €
analysis, Wichin women with epilepsy, we compared the risk of
seizures during pregnancy among AED-exposed groups,

We conducted a number of sensicivity analyses. To assess
the role of indication, we restricted the comparisons o
women with epilepsy. To assess the impact of gestational time
ac enrollment, we restricted the analysis to pure prospecrive
subjects, To assess che accuracy of maternal AED report, we
repeated the analyses using only AED use information from

medical records.

Standard protocol approvals, regiscrations, and patient

consents. {nformed consent is obtained verbally at enrallment.

The study has been approved annually by the Human Studies

Commitzee of the Massachusetts General Hospital and Partners M
R

HealthCare. M

RESULTS From February 1, 1997, through June 1,
2011, a toral of 7,370 AED-exposed and 479 AED-
unexposed women (internal comparison group) were
enroiled. Of 5,667 women taking an AED as mono-

MNeurology 78 May 22, 2012 1693
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AED Pregnancy Registry 1997-2011

ica

s: North Amer

igine group

in menotherapy during the first trimester and among the internal comparison group of

and lamotr

thto both unexposed

who had been exposed to a specific AED
jons compar;

inf;
al

Risk of major malformations identified am
unexposed infants and relative risk of majo

[ Table 2

Clonazepam

n

Zonisamide
(n =90}

Gabapentin

(n

Oxcarbazepine
{n=182)

Phenobarbital
(n=199)

Valproate

(n

Topiramate

E
a
-
@
g
™

henyt

Lamotrigine  Carbamuze

{n=1,562}

Unexpesed

=64)

=145)

=323)

[n=359)

)

a
<+

1,033)

(h=

442

in=

Major congenital
malfermations®

oo 2{3.1)

1(0.7)

42,2}

11(5.5)
(2.8-9.7}

30(9.3)

15{4.2)

31 (3.0}
{2.1-4.2)

31(2.0)

5(1.1)

No. ‘ufn)

(0.4-10.8)

(0.0-3.3)

{0.02-3.8)

{0.6-5.5)

(2.4-6.8) (6.4-13.0)

(1.2

(1.4-2.8)

(0.37-2.6}

95% ClI

Unexposed reference

therapy during the first trimester, 4,899 were cligible
for analysis (figure e-1 on the Newrology® Web site at

@ o =
: @ g .
o © o www.neurology.org). From the unexposed internal
n 0 o m N . . s
o S A S 4 e comparison group, 442 subjects were eligible for
analysis.
. In 2011, the most commorly reported AED
a . ; ;
.: P » - monotherapies during the first trimester were lam-
= = = g orrigine, levetiracetam, and ropiramarte (figure e-2).
o . -
= = _ 5 AEDs were used for epilepsy (92%), mood disorders
o w — " " o
3 od ¥ £ {6%), migraine {196), and other conditions. Of nore,
™~ [Ts] ~ ] ] N .
e 2 a g 0 2 £ the AED pregnancy registry does not reflect the indi-
£ cations in the general population because it targets
U . . . (o ]
= women with epilepsy. De hic characteristics
e
T & & & are presented in rable
L ] 9 @
5 e it = :
9 @ ° 3 w 9 = Major malfor
N = Vi = - = @
a
fa)
£
L)
5] — o E
< « @ >
inl w w =
w - o o N 2
@ & a W rmation from medical records
m 4 : c " v
& @ g changed the resules significantly.
o X - Q o - . .
o & w0 < I compared with lamotrigine, the RR for
mate was 2.5 (1.2-5.2) after restriction to pure
= ; = E prospective enrollees, 2.2 (1.2~4.2) after adjustment
= § for potential confounders, 2.4 (1.2-4.6) after restric-
i k=) i = 5 1
= tion to nonsmakers, 3.1 (1.6-5.9) after restriction to
o - .
43 women with epilepsy, and 2.2 (1.2-4.1) based on
2 . ; ;
_ _ g8 AED information from medical records. Compared
= = @ ; :
o =5 with the unexposed reference group, the RR of major
Now o O o = . .
o s S % o malformations was 2.2 (0.8~6.4) for levetiracetam
E ;_ and 3.8 (1.4-10.6) for topiramare.
= — (=]
= ) = |
iy iy o < Dose. The risk of major malformations increased
o @ o N <+ @ z &
N2 = 4 2 Lo with valproate dose (figure 1); the median average
F 2 i~ . . ~ .
- daily dose during the firse rimester was 1,000 mg for
o +~ (=] t=3
ES pregnancies with malformations and 750 mg for
=
g o g @ § E those without malformations. There was no apparent
£ ;
~ O P 4 @ g£32 dose wend for other AEDs; the median average dose
o - 2 H e EEC oy .
20 % was identical for malformed and nonmalformed in-
@ £ . i
" g 8 %'f £ g fants exposed to phenobarbital (120 mg), topiramare
] 5 g T25 (200 mg), or lamotrigine (300 mg).
. g £ o &g
) & & [T Sei Th . £ 5 ]
e e cizures. The proportion of women with epilepsy
Qo 3 :
Bo who reported scizures during pregnancy varied
gp
3 25° G
S S% 8 among AEDs (table 1). AED groups with a higher
ﬁ 558 frequency of seizures tended to have a lower risk of
§ E E major malformations (figure 2). Exclusively within
&5 8 g
2 s %,T:u valproate and phenobarbiral users, women withour
1] = . ' v .
g 8.9 a E 2 seizures during pregnancy had a numerically higher
[ E L = . .
” ¢ ;aE ¥ b4 g tisk of malformations (10.6% and 6.3%, respec-
° = La 2 i " i 3
E _ ® f;‘. 5 Egg § 5 g = § tively) than women wich seizures (7.3% and 2.5%),
zZ 40 1. 2 w8y = 2 a & ) :
I 2 258 B 2 § g8 and such a difference was not explained by AED
4 I ] @ © o 5
a -
e BE o Fi e 2By dose. However, these analyses were based on small
fri aea s8¢ ¥
= numbers and should be considered exploratory.
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Figure 1 Risk of major malformations by average valproate dose (mg) during
the first trimester
Risk of major malformations
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DISCUSSION The risk of major malformations
overall associated with first-trimester exposure to spe-
cific AEDs ranged from 9.3% for valproate to 2.0%
for lametrigine. The risk of oral clefts was more than
10 per 1,000 for infants exposed to phenobarbital,
valproare, and topiramate users, which is higher than
expected based on any reference population (approx-
imately 1 per 1,000 birchs)."

The rteratogeniciry of valpreic acid is well estab-
lished." Although the risk of malformartions has been
shown to be dose dependent,'* low doses (<1,000
mg) seem to be associated wich an increased risk.'® It
exposure to val-

is widely accepred thart firse-trimesge
proic acid increases the risk
from approximately
bir{]-ls_|.|3.|5.|(!.l7

an associ

dapfent of idiopathic generalized epilepsy and,
ically, juvenile myoclonic epilepsy.
Previous studies had suggested that other wadi-
tional AEDs may increase che risk of malformations
2-3 times. Phenobarbital has been associated with
oral clefis and cardiovascular and urogenital de-
feces.!? Although less common, oral clefts, cardiovas-
cular defects, and urogenital defects have also been
reported after phenytoin therapy.**' Exposure to
carbamazepine during pregnancy has been associated
with cleft palate,® neural tube defeces,***** hypos-
padias, and cardiovascular defects.®

The use of lamotrigine, topiramate, and leverirac-
etam has increased in the lasc decade and, therefore,
assessing their safety s critical.* Studies consistencly
show a lower risk of malformations overall for lam-
otrigine than for traditional AEDs,** and in most
studies the risk does not increase with dose,®!42%:3¢
We published a risk of oral clefts of 7.3 per 1,000
among users of lamotrigine monotherapy.® With a
larger sample size, the estimate is now 4.5 per 1,000
(93% CI 2.0-8.8). Other studies have reported
lower risks of oral clefts after first-trimester Jam-
otrigine exposure: 1-2.5 per 1,000.6432¢

For topiramate, based on 359 women exposed in
menotherapy during the first rimester, we found a
risk of cleft lip of 14 per 1,000. The lower bound of
the 95% CI was 5.1 per 1,000, which is still higher
than the expected risk in the population. Anether
registry from the United Kingdom has reported a
risk of oral clefts of 29 (95% CI 5-91)* per 1,000

86
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Table 3 Prevalence of most common specific malformations diagnosed before 5 days of age ameng infants exposed ta the AED

monatherapies most commonly reported in the North America AED Pregnancy Registry 1997-2011 and amoeng an external

reference population from Brigham and Women's Hespital in Baston

Major congenital Lamotrigine Carbamazepine Phenytoin Levetiracetam Topiramate Valproate Phencbarbital External
anomaly® [n=1,562) (n=1,033) {n= 4186} {n=450) {n=1359) [n=323) {n=198} reference, %°
Hypospadias®
Ne. (%6) o] 1{0.19) o 0 2{i.1) 5(31) 1(0.97) 0.04
95%Cl (0.01-0.93) [0.18-3.6) {1.1-6.7) (0.05-4.7)
Neural tube
defects
No. (%} 2(013) 31{0.29) 0 1(0.22) 0 4(1.2) Q 012
95% Cl [0.02-0.42) (0.07-0.79) (0.01-1.1) [0.39-3.0)
Cardiovascular
anomalles
No. (%) 3(0.19) 3{0.29) 4{0.96) 1{0.22) 1(0.28) 8(2.5) 0.33 «
95% Cl {0.05-0.52} [0.07-0.79) (0.31-2.4) (0.01-1.1) {0.01-1.4) (0.1 -5 @
Oral clefts
No. (%) 7(0.45) 5(0.48) 2{0.48) 0 5(1. 0.1
95%Cl (0.20-0.88) (0.18-1.1) (0.0B-1.6) 9-3.0)

Abbreviations: AED = antiepileptic drug; C| = confidence interval.
® Restricted for malformations diagnosed before 5 days of age, including elex
Confirmed by review of medical records. Seme infants had more than g
P Prevalence among 206,224 births, including stilibirths and elective te

¢ Excludes mild glandular hypospadias. Restricted to male
sarocheray
- 1
among

first trimester,

ases (95% CI 0.5

[n the current study, the risk of major malformations
in 450 infants exposed during the firsc trimescer o
levetiracetarn monotherapy was 2.4% (95% CI 1.2—
4.3%).

A few studies have evaluated the teratogenicity of

¥ i
@l py.** and another reported no malformed in-
@ ants among 58 exposed during the first crimester.®

oxcarbazepine; the numbers of malformations afrer
pregnancy exposure were 1 in 55, 2 in 37, 3 in
130, and 11 in 393, each study having too small a
sample to assess the risk for specific malformarions.
The risk associated with oxcarbazepine monotherapy in
the current study was 2.29 (95% CI 0.6-5.5%). Like-
wise, the risk estimates of major congenital malforma-
tions for gabapentin and zonisamide had very wide
confidence intervals and, therefore, were uninformative.

The evaluation of the reratogenic effects of AEDs
is complicated by the fact that epilepsy ieself could
potentially increase the risk of birth defects.>' How-
ever, several lines of evidence suggest drug effects: the
type of epilepsy and the number of seizures during

ernal reference population.

am and Women's Hospital in Boston,

pregnancy do not appear to affect the risk of malfor-
martions.***=* [n addition, the risk of malformations
is higher in the offspring of women taking AEDs
than in those with untreated epilepsy during preg-
nancy,™** and women with a history of epilepsy bur
taking no AED do not have an increased risk of hav-
ing children with major malformations.’® Flowever,
the latrer abservations might also reflect an effect of
disease severity, because epilepsy can seldom remain
untreated, and untreated women might not be com-
parable to women taking AEDs. Comparative safery
tesearch methods minimize chis bias by comparing
different AEDs among women with epilepsy.

In addition 1o the lamotrigine-exposed reference
group, we used 2 unexposed comparison groups, one
external and che other internal. It was reassuring ro
see that there was no qualitative difference in the
main conclusions from cither of these comparisons.
Results were also similar when restricting the sample
to pure prospective enrollees, when using evidence of
AED prescriptions in medical records, when adjust-
ing for potential confounders, or when restricting the
sample to women wich epilepsy. The limited role of
confounding in the assessment of AED teratogenic-
ity had been reported previously,&13-3047

More than 70% of the enrolled mothers provided
medical records release forms. Medical records were
received from the neurologist or psychiatrist who
prescribed the AED for 65% of the mothers and
from the pediatrician for 59% of the infanrs. in a

Neurology 78 May 22, 2012 1697
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validation study, there was a 99% agreement be-
tween the mother’s verbal report and the doctors’
records for the infants whose mothers had provided
permission.® However, the sensitivity of macernal re-
port might be lower for women who did nort provide
permission. The low risk of malformations in this
study, relative to thac in other reports, is probably
due to the strict outcome inclusion criteria.? In addi-
tion, registrics rely on volunteers 1o participare; chis
population might have a lower risk of malformations.
We can only assume that the teratogenic effects of
AEDs would be similar in the population of exposed
pregnant women from whom the sample was drawn.
In exploratory analyses, AEDs associated wich the
largese risk of major malformations in the fetus were
also associated with the lowest risk of seizures in the
mother. Other studies had suggested a higher fre-
quency of seizures during pregnancy in lamorrigine
users than in valproate users.® In the absence of ras
domization, the differences in effectiveness obseh
among the drugs may be due to the und

when their epilepsy is
reluctant to swirch 4

¢ particularly pro-
and can increase the risk
dtewer the explanation mighe be, it is
s effective seizure control during
aacf seemed safer for feral development,

t traditional AEDs have been associated wich
atively specific defects (i.e., oral clefts, neural cube
defects, cardiac defects, and urogeniral defects) to
different degrees. Whether lamotrigine and topira-
mate also increase the risk of oral clefts is still under
investigation. The eriology of all of these malforma-
tions might involve alterations in the fusion of em-
bryonic folds. Embryonic cell adhesion involves
cellular communication processes that might share
mechanisms with neuronal signaling.” Neuy-
rotransmitcers that participace in embryologic cell-
cell interactions may be later involved in synaptic
transmission.*® Because AEDs affect neuronal trans-
missions through various means, one could speculate
that more successful inhibition of neurotransmission
might lead to boch better seizure concrol in the
mother and stronger alteration of cell-cell adhesion
processes in the embryo. This hypothesis would be
compatible with the lower risk of seizures during
pregnancy found for those AED groups associated
with a higher risk of malformations.

Neurology 78 May 22, 2012

Because women with epilepsy often need to con-
tinue their AEDs during pregnancy for seizure con-
trol, we need to know which AEDs are safer for the
mother and the fetus, Overall, traditional AEDs such
as valproate and phenobarbital were associated with a
higher risk of major malformations in the ferus than
newer AEDs like lamotrigine and levetiracetam. The
observed association of ropiramate with an increased
risk of cleft lip was based on small numbers and
would need to be confirmed by others.
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bee:

»
\\\.vs e To:

M. i

oty / - e _

28/02/2017 03:39 p.m. Subject: sodium valproate - pregnancy [SEC=UNCLASSIFIED]

Hi Susan

As per our pregnancy database (https://www.tga.gov.au/prescribing-medicines-pregnancy-database

), sodium valproate is Category D and the additional information is as follows:

detailed mid-trimester morphology ultrasound for prenatal di
of having an abnormal child as a result ofantiepileptic ]
to the mother and fetus of uncontrolled epilepsy. Itis

drugs (AEDs) receive prepregnancy counselling I ga
should be continued during pregnancy and 38
effective dose as risk of abnormalit at
supplementation (5mg) should ‘wced four w
after conception; Speaa! i3

offered.”

SIS

t at iti ated in pregnancy, it also refers to read all the info
thh is 2 /benefits and the above paragraph from the pregnancy
i;:t isno absolute contraindication provided the prescriber informs the

had been evaluated by the tox and clinical sections of the pre-market and
(then) ADEC (Adverse Drug Evaluations Committee) and ADRAC (Adverse Drug
} in the early 1990s with subsequent updates when new info were available.

ope this helps.

Cheers

Therapeutic Goods Administration
Department of Health



To:
cc:

bece:
02/03/2017 12:29 p.m.

Subject: RE: Valproate and pregnancy

That's great, thanks Rowan,
We will wait to hear more in due course.

From:
Sent: 01 March 2017 21:28

- S

Cc:

Subject: RE: Valproate and pregnancy

. ®©

The information is collected here at the
'l request from 2012 to 2016 inglugive J: ements as it may give some indication if it
is older or younger women % iH@ prescribg fte.
Kind regards %
Rowan _~ < :

@ock ﬁ&n ical Risk Management | Medsafe | Minis

G

try of Healt | | A EEEEEEIN

From:
To:
ce: e |

Date: 02/03/2017 10:18 a.m.
Subject: RE: Valproate and pregnancy

Hi Rowan

Thanks for your reply and for your agreement to look at NZ dispensing data for valproate — will you request
this from Pharmac? { For Sarah’s information, Pharmac data is for all funded scripts in NZ and this will cover
the vast majority of valproate scripts as this medicine has been funded for some years).



I agree that looking at dispensings over the last 5 years may help us see any impact of the pregnancy
contraindication. Perhaps we should look at 2 years prior to 2014 and 2 years after 2014 (as we are not far

into 2017 yet) so 2012-2016 inclusive which is five complete years?

It's probably sufficient {and simpler) to just request data for adult women age 16-55 (exclude children and the
elderly) because we are only interested in how this regulatory action may have affected prescriptions to
women of reproductive age. Breaking these data down into 5 year increments may help, but it's not essential.

('m happy if you want to copy me into emails making the data request as | have some experience of analysing
prescription data and could perhaps help answer any questions from their side).

If you have any other suggestions as to how we might assess the impact of the valproate contraindication in

NZ, please let me know. Did Medsafe consult with specialists/professional bodies in 20142 ere any
feedback to Medsafe after the action? @ i

Thanks for your help with this interesting issue,

From:

e : ,‘\

Subject: Fw: Valproate and pregnancy

o I

numbers of prescriptions for valproate,

ow if you'd like any amendments.

t, but please let'\y
sing n 1@& oate over the last 5 years for women in 5 year increments (eg, 15-19 years,

o receive this information. It comes in an excel spreadsheet so it can be reviewed for

any f; @
know if this is what you're after.

md regards
Rowan

Rowan Pollock | Manager | Clinical Risk Management | Medsafe | Ministry of Health I_

----- Forwarded by Chris James/MOH on 02/03/2017 08:55 a.m, ----

From:
To:

Date: 01/03/2017 06:06 p.m.
Subject: RE: Valproate and pregnancy



Thank Chris — | appreciate it. | had another thought, that maybe we could request Pharmhouse data to get an
idea of exposure in NZ women of reproductive age, but we'll wait to hear from Rowan first,

I’'m glad to see you are still a member of ISoP — are you planning to go to Liverpool in October? Hope to see
you there!

Now that I’'m ISoP Secretary General, I've handed over the leadership of the Western Pacific Chapter to-
I o you may hear from him soon regarding whether there may be anyone else at Medsafe who would like
to join 1SoP {maybe Gendy or other assessors?). We are hoping to develop the WPC during this ngxt year and

are even discussing the prospect of a chapter meeting in our region in early 2018. Do let if you would
like to be involved. @ @

All the best,

From:

Sent: 28 February 2017 22:4
To:
Cc:

Subject: Re: Valproate and pregna

Thanks for the
informati

o

From:
To:

Ce:
Date: 01/03/2017 11:07 a.m.
Subject: Valproate and pregnancy

Hi Chris,



My coileague_at MHRA has asked if | can help find out more about issues relating to the use of
sodium valproate in pregnancy in New Zealand.

We note that in 2014 Medsafe issued a notification
http://www.medsafe.govt.nz/profs/PUArticles/December2014SodiumValproate.htm to contraindicate in
pregnancy for all indications and we also note in the Australian SmPCs (Pls) pregnancy is a contraindication —

all indications.

Can you advise how we could find out more about what impact the contraindication has had in NZ? Would
Medsafe or any other body have conducted an impact assessment? Or perhaps you could advise if Medsafe
received any correspondence from specialists or GPs (or women themselves) following the 2014

contraindication?

| discussed the issues with my husband

medicines. So his view from a primary care perspective is that the cofitta
dEie DUL DL
ecams

affected clinical practice. He will discuss further with his colleag
specialists who manage pregnant women with epilepsy — \@
with experts in 2014 prior to the contraindication? @

Many thanks for your help, g S:

end a

%mt the intended recipient, please notify the sender immediately by using the reply
nction and then permanently delete what you have received. Incoming and outgoing email
essages are routinely monitored for compliance with the Department of Health's policy on

the use of electronic communications.

For more information on the Department of Health's email policy, click

DHTermsAndConditions

sl e e sl s e e ettt ofe ekl ol sl e e e sle sl e e o s e e s s ok e st sl e e e e e e et el e sk e e ol o s e
%

Statement of confidentiality: This e-mail message and any accompanying

attachments may contain information that is IN-CONFIDENCE and subject to

legal privilege.

If you are not the intended recipient, do not read, use, disseminate,

distribute or copy this message or attachments.

If you have received this message in error, please notify the sender

immediately and delete this message.
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bee:

24/03/2017 01:23 p.m.
Subject: Response re: EMA Request for Information: Sodium valproate use in
pregnancy

Dear -

Please find attached the response to the EMA Request for Information: Sodium valproate use in
pregnancy.

Response EMA request for information“:-;odium valproate use in pregnancy.pdf «i é 2 E @ ;

Kind regards,
Chris

Chris James | Group Manager | Medsafe | M
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123 Molesworth Street
PO Box 5013
Wellington 61435, New
Zealand

T +64 4 496 2000

24 March 2017

Euroiean Medicines Aienci «@@ @
Re: EMA Request for Information: Sodium e in pr @

Thank you for your email of 15 March 2@2& furtheninidrgatioh about the pregnancy
contraindication for sodium valp@

Legislation redicines wasg ced in 1962. The earliest sodium valproate-
containing pfedu ywa gd in New Zealand in October 1977. Currently,

Epili th
‘ s6 approved
Mew Zealand\equivatent of the summary of product characleristics). There is one

oated tablets, crushable tablets, syrup and oral solution).

Addition of contrain

harmonise the data sheet information with the Australian product information

ecetved by Medsafe in 2005. The contraindication for use in pregnancy was added at
is tife.

The contraindication was added during a harmonisation of safety information with the
Australian product information. TGA-approved product information is an acceptable source
document for the preparation of, or updates to, a New Zealand data sheet. The Australian
product information already included pregnancy as a contraindication. This update was
submitied to Medsafe as a self-assessable change notification (SACN).

Data sheets amended via a SACN are not routinely assessed by Medsafe. Approval is
granted on the basis of the sponsor's signed declaration that the data sheet has been
prepared in compliance with New Zealand guidelines. The relevant guideline in 2005 was
the New Zealand Regulatory Guidelines for Medicines 6" Edition (Section 13). This has now
been superseded by the Guideline on the Regulation of Therapeutic Products in New
Zealand Part 10: Requirements for information for prescribers and consumers -
www.medsafe.govt nz/regulatory/Guideline/GRTPNZ/Part10.pdf

Please note that under section 25 of the Medicines Act 1981, an authorised prescriber may
prescribe, administer or arrange for the administration of a medicine for the treatment of a



patient in his or her care. The Medicines Act puts no restriction on the use of a medicine,
even in a situation in which it is contraindicated. However, the authorised prescriber must

provide care of an adequate professional and ethical standard and ensure the patient is fully
informed of the benefits and risks.

Usage information
The below table provides an overview of the number of sodium valproate prescriptions
dispensed in a community pharmacy from 2010 until 2016. Sodium valproate is generally

dispensed on a monthly basis, therefore the average number of people taking sodium
valproate is an estimate based on the yearly number divided by 12 months.

Number of Average Number @ «
Year | Dispensings of People
2010 121808 10151 @ @
2011 121776 10148
2012 120648 10054
2013 118614 9885 ©@

2014 116655 9721
2015 115441 5620

2016 113290 9441 1 @
Itis currently not possible to bre ver, it is estimated to be
approximately 50% for use ir 1\blpolar disorder,

The below table sho
community pha
HS 2

er and age group in five year increments

ensed Sodium Valproate, by quarter, gender and age group.

= 2017
[Remate - only 1\ | D 014 2015 2016
Age group/” ~@N \ | a2 [a3 |04 Qt [02 [Q3 [Q4 Q1 (02 [03 |Q4
0f & 2T 118 127 120 89 89 99 97 a7 81 73 73
{ 149 149 148 147 130 147 150 142 132 136 140 140
NQ t i 193 187 191 205 194 202 180 177 194 184 183 184
154049 310 321 323 324 317 313 32 307 287 297 287 288
201024 421 407 396 382 392 3n 372 382 365 360 385 370
251029 457 458 464 450 437 440 435 425 430 404 423 430
301034 558 542 551 547 534 535 530 540 515 503 535 533
351039 838 826 838 833 799 797 817 788 749 727 742 741
40 1o 44 918 928 959 982 921 937 940 937 835 956 998 1,002
4510 49 163 163 169 149 151 63 169 166 165 174 177 167
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@Eiring of sodium valproate

©

The following table shows the percentage of people dispensed sodium valproate that were
female, by age group in five year increments for 2014 and 2015,

Percentage of clients under 50 years old dispensed Sodium Valporate that were female by quarter, gender and age group.
Source; MoH Phams collection exiracted April 2016

% Female 2014 2015
Age group|Q1 jaz |Q3 04 Q1 Q2 1Q3 |04
Oto4 5%  50%  53%  52%| 5%  47%
5109 d5% 4% 46% 4% 4% 44%
1010 14 40%  3B% 3% 3% 6% 6%
15t0 19 34%  35% 4% 5%  3/% 6%
201024 3%  36% 3%  35%| 3%  35%
251029 3% 3% 3%  35%| 3% 3%
3010 34 39%  40% 4% 39%|  40%  39%
351039 &% 4% 4% 4% 4% 4%
40 lo 44 45% 4% 46%  46%|  46%  45%
4510 49 AT%  AT%  48%  48%|  4T%  4T%

2013 to 2015. The numbers for 2016 are_po

ring prega

Number of live births to mothers who were digpensed epecified 2nlic hyear and ype i
Source Minslry of Heaith Pharmaceutical and Male fed 30/05/2016
OO
IZD@Q& 0 | 01304 _2044Q1 N0 0103 201404 201501 209502 201503 204504 Grand Total

2
Valprozte | R T N A i3

Nu @e mother was dispensdd Specified anticonvulsants during pregnancy, by year and type of drug,
Sinr-gheeehth Pharmaesulicehany Malemity Oofections, extracted 3010522016
%

1302 201303 201304 201401

201402 201403 201404 201501 201502 2015Q3 701504 Grand Total
[ .

The table above shows that the number of live births and pregnancies in which the mother
was dispensed sodium valproate remains relatively low (63 live births in 2013, 51 in 2014
and 58 in 2015; 62 pregnancies in 2013, 52 in 2014 and 58 in 2015). Although the numbers
appear steady, given the increase in births each year this represents a relative decrease in
numbers. In general, the number of women being dispensed sodium valproate is steady or
reducing in each age group.

Medsafe is not specifically monitoring the use of sodium valproate in women of childbearing
potential. However, Medsafe regularly informs healthcare professionals and consumers
about different medicine related safety issues. Issues that are communicated include

emerging safety signals, regulatory action that has taken place or reminders of known
adverse reactions.

Due to a number of factors it was determined that further communication was required,
hence the Prescriber Update article in December 2014 and alert communication in
September 2015. The intention of these communications was not to have an immediate



decrease in sodium valproate use, particularly if patients were adequately controlled on this
medicine, but to inform healthcare professionals and consumers of the risks and to aid the
decision making process.

In addition, the Accident Compensation Corporation (ACC), who provides comprehensive,
no-fault personal injury cover for all New Zealanders, is also undertaking a project to
educate prescribers and patients about the risks of taking sodium valpreate while pregnant.
ACC's aim for this project is to prevent further cases of fetal anticonvulsant (antiepileptic)
syndrome. The project team includes a number of stakeholders, including a Medsafe
representative.

| trust this information is of assistance.
) «@g @@i

/ -

vk > @
Chris’ James i@

Group Manager
Medsafe



To:
ce:

bee:

24/03/2017 01:25 p.m.
Subject: Response re: MHRA Reguest for Information: Sodium valproate use in
pregnancy

el

Please find attached the response to the MHRA Request for Information: Sadium valproate use in
pregnancy.

Response MHRA request for informatioﬁ_—_ sodium valproate use in pregnancy.pdf « : é 2 E @ ;

Kind regards,
Chris

Chris James | Group Manager | Medsafe | Ministry.o %‘
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123 Molesworth Street
PO Box 5013
Wellinglon 6143, New
Zealand

T +64 4 496 2000

24 March 2017

Medicines and Healihcare iroducts Rei;ulatory Agency @

Dear-

Re: MHRA Request for Information: Sedium valproa

Thank you for your letter of 6 March 2017 seeg
contraindication for sodium valproate.

Please find below the response u@
1. What date was ica

ti \0f
introduced? @
islati > edicin st introduced in 1962. The earliest sodium valproate-

o
stLEpilim) d in New Zealand in October 1977. Currently,

ved, butis not funded. There are two different Epilim data sheets
ivalent of the summary of product characteristics). There is one

eric coated tablets, crushable tablets, syrup and oral solution).
ion to harmonise the dala sheet information with the Australian product information

@ ceived by Medsafe in 2005. The contraindication for use in pregnancy was added at
is time.

dos @
@
a
2. What data formed the basis of the contraindication?

The contraindication was added during a harmonisation of safety information with the
Australian product information. TGA-approved product information is an acceptable source
document for the preparation of, or updates to, a New Zealand data sheet. The Australian
product information already included pregnancy as a contraindication. This update was
submitted to Medsafe as a self-assessable change notification (SACN).

Data sheets amended via a SACN are not routinely assessed by Medsafe. Approval is
granted on the basis of the sponsor's signed declaration that the data sheet has been
prepared in compliance with New Zealand guidelines. The relevant guideline in 2005 was
the New Zealand Regulatory Guidelines for Medicines 5% Edition (Section 13). This has now
been superseded by the Guideline on the Regulalion of Therapeulic Products in New
Zealand Part 10: Reguirements for information for prescribers and consumers -
www.medsafe.govt.nz/requlatory/Guideline/GRTPNZ/Part10.pdf




Please note that under section 25 of the Medicines Act 1981, an authorised prescriber may
prescribe, administer or arrange for the administration of a medicine for the treatment of a
patient in his or her care. The Medicines Act puts no restriction on the use of a medicine,
even in a situation in which it is contraindicated. However, the authorised prescriber must

provide care of an adequate professional and ethical standard and ensure the patient is fully
informed of the benefits and risks.

3. What is the level of usage of valproate in New Zealand in the last 3 years:

The below table provides an overview of the number of sodium valproate prescriptions
dispensed in a community pharmacy from 2010 until 2016. Sodium valproate is generally

dispensed on a monthly basis, therefore the average number of people takin ium
valproate is an estimate based on the yearly number divided by 12 months:

Number of Average Number @ ;
Year | Dispensings of People
2010 121808 10151
2011 121776 10148

2012 120649 10054
2013 118614 9885
2014 116655 9721
2015 115441 d >
2016 113290 -, 9441
a. lsitpossi @@gwn

Itis currently n 0 breakdov @
approxi se inepilepsyand-50% for use in bipolar disorder.

. possible t e an estimate of the proportion of women of

child ewvo tial receiving valproate in that time period? -

v ¢ Shows the number of females under 50 years of age dispensed (in a

acy) sodium valproate by quarter and age group in five year increments

By indication. However, it is estimated to be

bnber of female clients under 50 years old dispensed Sodium Valproate, by quarter, gender and age group.
@ Soutce: MaH Phams collection extracled March 2017

Femzie - only 2014 2045 2016

Agzgoup  |Qd [e2 [o3 |04 Qi fo2 [3 [ Qi [o2 ja3 [04

Otoé 127 118 127 120 99 8 L 97 87 ] 73 73
5109 148 149 148 147 130 147 150 142 122 136 140 140
1010 14 193 187 191 205 194 202 180 177 194 184 183 184
151018 310 321 323 324 317 33 326 307 287 297 287 288
20 lo 24 421 407 396 382 392 an 372 382 365 360 385 310
251028 457 458 464 450 437 440 435 425 430 404 423 430
30 1o 24 558 542 551 547 534 535 530 840 515 503 53 533
351039 838 B25 833 B33 799 797 817 788 749 727 742 741
40 1o 44 918 826 869 982 g21 937 00 937 935 966 958 1,002
45 0 48 163 163 169 149 181 163 16§ 166 185 171 177 167




The following table shows the percentage of people dispensed sodium valproate that were
female, by age group in five year increments for 2014 and 2015.

Percentage of clients under 50 years old dispensed Scdium Valporate that were female by quarter, gender and age group.
Source; MoH Phams collection extracted April 2016

% Female 2014 2015

Age group|Q1 a2 @3 |4 Q1 [oz Jas [0

Olod 52%  50%  53% 5% 5i%  47% 0% 53%
51090 45%  42%  46%  42%|  44%  44% 4% 4%
1010 14 40%  38% 3% 3% 3/H W% 7% 3%
151018 My 8% 4% 8% 3%%  38% 3% 3%
2010 24 35%  38%  35%  35%| 3% 35%  35%  34%
251028 /% 38% 3% 35%| 3% 3% 3B% 3%
301034 3/ 40%  41% 0% 40 39%  3%% 38%
351039 A% 4% 4% 41%] 2% 4% d2% 439
4010 44 45%  45%  46%  46%|  d6%  45% 6% 45%
451049 A%  AT% 8% 4B%|  4T% 4T% 4T% 4T% « @

c. Is it possible to provide data on the |

The below tables show the number of live bi
dispensed (in a community pharmacy) sodi
2013 to 2015. The numbers for 2016 a

Humber of live births to mothers who were dispensed speeified a I

Source Mimstry of Hezth Phamazedical end Melemty §0tacf
lzmm@h fhos wper> 1@14 D404 20501 201502 201503 201304 Grand Total

Velpozle \ib(gg_/n \J?QV/ 5 1B 0 © 8 # 73
eigserhiere he motheras dispense anticonvulsants during pregnancy, by year and type of drug.
| Phamacedizaleni N atsmify-cqlections, exbecled 30052016

A 1e 10 ] 3 0 m 13 3 9 7 W 112

nis during preganac
52016

E % . Is Medsafe monitoring the use of sodium valproate in women of childbearing
potential and if so what impact has the contraindication had on the usage of

sodium valproate in women of childbearing potential in New Zealand?

The table above shows that the number of live births and pregnancies in which the mother
was dispensed sodium valproate remains relatively low (83 live births in 2013, 51 in 2014
and 58 in 2015; 62 pregnancies in 2013, 52 in 2014 and 58 in 2015). Although the numbers
appear steady, given the increase in births each year this represents a relative decrease in
numbers. In general, the number of women being dispensed sodium valproate is steady or
reducing in each age group.

Medsafe is not specifically monitoring the use of sodium valproate in women of childbearing
potential. However, Medsafe regularly informs healthcare professionals and consumers
about different medicine related safety issues. Issues that are communicated include
emerging safely signals, regulatory action that has taken place or reminders of known
adverse reactions.



Due to a number of factors it was determined that further communication was required,
hence the Prescriber Update article in December 2014 and alert communication in
September 2015. The intention of these communications was not to have an immediate
decrease in sodium valproate use, particularly if patients were adequately controlled on this
medicine, but to inform healthcare professionals and consumers of the risks and to aid the
decision making process.

In addition, the Accident Compensation Corporation {ACC), who provides comprehensive,
no-fault personal injury cover for all New Zealanders, is also undertaking a project to
educate prescribers and patients about the risks of taking sodium valproate while pregnant.
ACC’s aim for this project is to prevent further cases of fetal anticonvulsant (antiepileptic)
syndrome. The project team includes a number of stakeholders, including a M fe
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