L cc:

bee:

© L 15/08/2014 03:21 p.m.

Subject: Sunday Star Times Epilan questions

Hello Stewart / Chris.

_ is a freelancer writing about Epilan, and judging by the questions below, also a wider
issue of efficacy of current labelling - she's an experienced reporter.

Would you be interested in doing an interview rather than a written response? @ «
Kevin McCarthy « @
Senior Media Advisor
Media Relations

Communications & HR

Corporate Services §© @

Séptember. | would like to interview someone from Medsafe.

Sodium Valproate - Epilim - is used primarily to treat epilepsy and has also been
used for neuropathic pain and mood disorders. It has a risk of birth defects and
some children are on ACC after being diagnosed with a syndrome caused by this
medication. A number of parents claim they were not fully informed about the high
risk of defects it may cause their babies. They also want a warning on every
medication pack, as well as potentially a simple and brief patient information sheet
inside.

This is different from the current sheet that is detailed and in small print. Some
medical specialists agree that more simple warnings would work better than the
current system of prescribers warnings. They say research shows only about a third
of what they tell patients goes in. And some drs describe the current information in
drug packets as 'useless'. They support warnings like the ones on cigarette packets.
They don't believe referring patients to MedSafe is working.

Line of questions as follows.



1. Medsafe currently provides patient information about Epilim on its website. Is
this enough? Why?

2. When was it last updated and why?

3. Prescribers say they do all they can to warn patients but that more is needed so
support a simple info sheet being provided with the medication, and a very blunt
warning on packets - like cigarettes. How does Medsafe feel about this?

4. Yes it is the prescribers responsibility to warn patients but it appears not to be
working as well as it could. What can Medsafe do to improve this?

5. There is no legislation in NZ saying this needs to happen - but how would
Medsafe feel about getting it happening anyway as the emotional and financial cost
of looking after these disabled kids is huge?

6. Some parents with children who have birth defects caused by

7. There is a claim that hundreds of babies have been
to Epilim and that it will continue to rise. How conce

These are the basic questions. | would like to

Stuart Jessamine?
Many thanks : ;




ccr

bee:

15/09/2014 04:19 p.m.

Subject: Re: Sunday Ster Times Epilan questions

Yes please.

It would be good if we could get some sort of feeling for the number of potentially affected children
from ACC or CARM.

It would also be good to know what pharmacy labelling is required for this medicine as { Class D
in pregnancy. | would have thought that each bottle (either dispensed or othemis@ quired

to carry a specific pregnancy warning anyway. «

Stewart Jessamine
Group Manager
Medsafe

Clinical L.eadership
Protection & Regulation

15/09/2014 03:42:36 p.m.

12014 03:42 p.m.
nday Star Times Epilan questions

N

tewart - irrespective of an interview, would you like us to put together some information in response
to the questions. This can then be used either as a written response or as a briefing for you prior to an
interview?

Thanks

Chris

Chris James

Manager

Clinical Risk Management

Medsafe
Ministry of Health

hiii:liwww.medsafe.iovt.nz

Kevin McCarthy  Hello Stewart / Chris. _ 15/09/2014 03:21:06 p.m.



¥, To:
/ (oo
bee:

16/09/2014 04:25 p.m.
Subject: Info for interview/response about Epilim

Hi Stewart

Attached is info put together for either a direct response te the SST or for an interview. As discussed

this response requires some background education as well as detailed information to covep off
information access vs patients being informed. «
Chris «@ @

Sunday Star Times Epilim.docx ; @@
Chris James %

Manager

Clinical Risk Management

Medsafe




| am writing a feature article for the Sunday Star Times. My deadline is Tues 23
September. | would like to interview someone from Medsafe.

Sodium Valproate - Epilim - is used primarily to treat epilepsy and has also been
used for neuropathic pain and mood disorders. [t has a risk of birth defects and
some children are on ACC after being diagnosed with a syndrome caused by this
medication. A number of parents claim they were not fully informed about the high
risk of defects it may cause their babies. They also want a warning on every
medication pack, as well as potentially a simple and brief patient inform@sheet
inside.

Line of questions as f

1. Medsafe cur
this enoug

prescribers responsibility to warn patients but it appears not to be
well as it could. What can Medsafe do to improve this?

There is no legislation in NZ saying this needs to happen - but how would
Medsafe feel about getting it happening anyway as the emotional and financial cost
of looking after these disabled kids is huge?

6. Some parents with children who have birth defects caused by Epilim are also
wanting more warnings on packets. What have you got to say to them?

7. There is a claim that hundreds of babies have been born in NZ with defects due
to Epilim and that it will continue to rise. How concerning is this for MedSafe?

These are the basic questions. | would like to actually talk to someone.. maybe
Stuart Jessamine?




Medsafe is sorry to hear that babies have been affected by birth defects following
exposure to sodium valproate taken by their mothers.

Role of Medsafe

Medsafe is the New Zealand regulator for medicines and medical devices. Medsafe is
bound by and administers legislation relevant to the provision of medicines and medical
devices in New Zealand.

in addition as part of these activities Medsafe provides advice about the safe use of
medicines and medical devices. The responsibility for the medicine/ medical device
remains with the manufacturer and/ or New Zealand sponsor.

Medsafe does not regulate the practice of healthcare professionals. This is the
responsibility for example of the Medical council and Pharmacy Council. I ition the
HQSC work with healthcare professionals patients and consumers to helg\ e the «

quality and safety of care. @

Medicines Information

Data sheets are mandatory for all prescription and restrict
provided by the manufacturer (sponsor) of the mediei
Data sheets are published on the Medsafe websi
freely available in New Zealand.

Provision of Consumer Medicine Informati y\Zeatand., These are
provided by the manufacturer (spopnso Medsafe website, as a
service. The date of the last fa 1 shek published on the leaflet at
the end of the leaflet. Th provide ¢ \CMI_and is responsible for its
; Lo\state w e sided to update the leaflet.
hrovided @\in, not a substitute to the information
ir R professionals. The patient's doctor,
‘%‘ 3 4se this information to help them explain some of the
Ia
at fornhealthcare professionals to use during their day-to-day
pectation that healthcare professionals discuss the benefits
¥ents with their patients so that the patient can make an informed

@ dedsafe has also published a Prescriber Update on anticonvulsants and congenital
malformations http://www.medsafe.qovt.nz/profs/PUArticles/Anticonvulsants-Feb09.htm

Provision of information in ‘drug packets’ is voluntary. Healthcare professionals may
make a complaint to Medsafe if they believe the information provided is incorrect.

Additional information on the risks of taking medicines is also available from the New
Zealand formulary http://nzf.org.nz/search (this is funded by the Ministry of Health).

" Prescribers may produce their own leaflets if they feel that this will help them in their
practice. Some DHB's already publish additional information on medicines, some of
these leaflets are available through the NZF.

Information on best practice and use of medicines is provided by BPAC which also
publishes the Best Practice Journal. BPAC have published information on treating

women with epilepsy http://www.bpac.org.nz/BP1/2009/November/anticonvulsants.aspx

ACC also publish treatment injury case studies to help inform prescribers about the safe
use of medicines. A study on foetal valproate syndrome was published in June this year.

Medicines labelling requirements



There are statutory requirements for medicine package labels. However most prescribed
medicines are not provided to patients in the original pack, but are dispensed by
pharmacists into pharmacy packs with pharmacy labels attached. Medsafe does not
regulate dispensing practice or the pharmacy label requirements.

Safety monitoring of medicines

Medsafe monitors the safety of all medicines available in New Zealand through a contract
with the Centre for Adverse Reactions Monitoring (CARM). Healthcare professionals and
consumers can send a report of any suspected reaction to any medicine to the Centre.
CARM then alerts Medsafe to any safety concerns with medicines used in New Zealand.

Reporting suspected adverse reactions is the official method of alerting CARM and
encourage healthcare professionals and consumers to report. Reports ¢
er %}b i
Of .‘-
collection in 1964.

Medsafe to safety concerns with medicines. If no reports are received it is assumed that
there is no safety concern. CARM and Medsafe actively promote the sche

de on o 3
paper, fax, telephone call, email, GP software, on-line and via an i-p
from ACC, 4 from DHBs, one from a GP and one from the<g A
number of reports considering sodium valproate has b@ CO\g
If there are further cases of birth defects d @valpr ould be
reported to CARM. In that way Medsa@ e inforrmati nd take appropriate
action.

valproate in pregnanc al'occasi inutes are published on the Medsafe
website, for example:

htto://wwwn@e : t.nz/,aﬁo%/\ erse/Minutesi149.htm
N %) N NS .

kweigh the risks.

Medsafe determines the balance of benefits and risks for the population overall, however
there may be some people for whom the benefits do not outweigh the risks. Healthcare
professionals need to use the information in the data sheet to determine whether the
benefits outweigh the risks for their individual patients. For example the use of Epilim is
contraindicated in pregnancy, that is the benefits are not considered to outweigh the
risks. However the prescriber may disagree with this assessment, for example if all
other anti-epileptics have been tried and sodium valproate is the only effective medicine
for that woman.

In general it is considered that the benefits of epilepsy treatment for a pregnant women
and her fetus outweighs the risk of a congenital abnormality in the infant. A
convulsive/tonic clonic seizure during pregnancy risks trauma to the abdomen and hence
the baby. Also the temporary interruption of breathing, rarely of any significance to the
mother can lead to oxygen deprivation for the fetus. Prolonged or repetitive tonic clonic
seizure can seriously impair the supply of oxygen to the fetus.
hitp://epilepsy.med.nyu.edu/epilepsy/epilesy-and-women/effects-seizure-fetus

The data sheet contains the following recommendation:

..women of child-bearing potential taking sodium valproate should:



receive counselling with regard to the risk of foetal abnormalities;
have their drug treatment reviewed before conception. This may involve dose
adjustments or alternative therapy options. If sodium valproate is to be
continued, monotherapy should be used if possible at the lowest effective dose
given in divided doses, as risk of abnormality is greater in women taking
combined medication and in women taking a higher total daily dose;

o undergo routine ultrasound and amniocenteses for specialist prenatal diagnosis of
such abnormalities;

o take folic acid suppiementation (5mg daily) for at least 4 weeks prior to and 12
weeks after conception as folic acid may have a role in the prevention of neural
tube defects in infants of women taking antiepileptic therapy.

It is recommended that in bipolar disorders indication, cessation of valproate therapy
should be considered.

The CMI contains the following text (part in bold on the first page : : ;
If you are a female patient of child-bearing age, make sure tha u talk

doctor about the risks associated with taking Epilin pregnancey.
iftaken in the

OLR who take Epilim
0g edevelopment or
nless your doctor says so as

epilepsy or uncontrolled mania

first trimester of pregnancy, as it is s
malformations in the exposed foetus.?
throughout their pregnancy may

episodes.

QO
Congenital abno @ %
with a congenital anomaly for no apparent reason
states that this means that around 3.2 million

n ab lity worldwide every vear.

% mother with epilepsy giving birth to a baby with an abnormality

nas that of the normal population. The contribution to this increase in

% "
ab :
@@a roate syndrome

p://rarediseases.info.nih.gov/gard/5447/fetal-valproate-syndrome/case/25731/case-
questions

Signs and symptoms of fetal valproate syndrome can vary greatly from person to
person. There are certain subtle facial features that are more commonly (but not always)
associated with this syndrome. These features include thin arched eyebrows that may be
spaced far apart, a wide nasal bridge, short nose with anteverted nostrils, thin upper lip,
and smooth long philtrum (space between nose and lip).

The symptoms are generally considered to include:

Trigonocephaly (triangular shaped head)
Flat nasal bridge

Thin upper lip

Smaller than average mouth

Cleft palate or cleft lip

Eyebrow deformations

Anteverted nostils

Thick lower lip

Spina bifida

Other musculoskeletal malformations

® & ¢ ¢ & @ o o o o



e Neurological problems
o Congenital heart defects

Symptom and symptom severity varies from person to person. Risks for harmful effects
due to prenatal exposure to valproic acid are likely influenced by a variety of factors,
including drug dosage, multiple drug or drug combination, timing of drug exposure,
severity of seizure disorder in the mother, predisposing genes, and folic acid intake. In
general, children of women with a seizure disorder also are at an increased risk for
having a seizure disorder themselves. Parental factors such as IQ and socio-economic
status may also play a role in symptom and symptom severity.

Some children with fetal valproate syndrome show delays in development, autistic
features, and/or intellectual disability. In general, the most commonly affected
developmental aspect is speech and language. In addition some children
delays which may cause clumsiness and impair daily living skills, such a
dressed, handwriting, riding a bike and swimming. Toilet-training
however most children do achieve this milestone. Lastly, some

valproate syndrome have difficulty with social interaction,

investigation for autistic spectrum disorder.

The NIH in the US state that the incidence is 6-9% 1 XPOos i

valproate. (other sources quote higher rates

Neural tube defects «

o) 5 %ate is a neural tube
tl1- egnancies exposed to sodium

The main malformation commonly-ass with
ity and smoking.

defect. The risk has been e % of &llN
valproate.

Couples with a fa

couple with one ch
Other ris fa
3. el Ch

by/neural-tube-defects.aspx

\
ground 0 is about 3.5 per 10,000; decreased from 5 per 10,000 since
0 cid supplementation in pregnancy.

Impaj function
% rn to mothers using valproate have significantly lower IQ scores (8-9
1
S

@) ervational studies have found increased rates of autism among children exposed to

sodium valproate before birth. The normal incidence for autism in the general
population is estimated at less than one percent, incidence associated with valproate
estimated at 4-8% depending on the study.?

Risk with other anti-epileptic medicines

Phenytoin has the same pregnancy category as sodium valproate (D). Birth defects
associated with phenytoin include fetal anticonvulsant syndrome, cleft palate,
microcephaly and ventricular septal defect.

Ethosuximide is also category D, no specific syndrome or defect has been associated
with this medicine.

Phenobarbitol is also category D and has been associated with minor craniofacial defects,
fingernail hypoplasia and developmental disability.

* Meador K3, Baker GA, Browning N et al 2013 ‘Fetal antiepileptic drug exposure and cognitive outcomes at age
6 years {(NEAD study): a prospective observational study’ Lancet Neurol 12: 244-8-52

2 Christensen J, Groenborg TK, Sorensen MJ et al 2013 ‘prenatal valproate exposure and risk of autism
spectrum disorders and childhood autism’ JAMA 309: 1696-703



Vigabatrin is category D, nho specific syndrome or defect has been associated with this
medicine.

Other medicines contain precautionary statements in their data sheets but have a lower
category of risk.

Effect of dose and using multiple medicines

There is some evidence that taking a dose lower than 1000mg sodium valproate per day
is less risky. Observational studies indicate that the risk of birth defects is greater for
infants born to women taking more than one anti-epileptic medicine®

Support for people with epilepsy

3 Meador K, Reynolds MW, Crean S et al 2008 *pregnancy outcomes in women with epilepsy: A systematic
review and meta-analysis of published pregnancy registries and cohorts’ Epilepsy Res 81: 1-13



: To:
cc:

bee:
©02/10/2014 01:39 p.m.

Subject: Epilim update response

Is this a fair precis?

The datasheet for Epilim was revised after a 2009 recommendation from the Medicines Advisory
Review Committee, an expert body, to strengthen the precautions around use of Epilim ddring

pregnancy, after new overseas findings.

Kevin McCarthy @

Senior Media Advisor

Media Relations

Communications & HR

Corporate Services @ @

AN 02/10/2014 01:32:32 p.m.

2.1.25 Sodium valproate and foetal valproate syndrome, drug exposure
during pregnancy (82615)
September 2009 minute item 2.1.20, June 2009 minute item 4.1.6.1

References

Meador K., et al. (2009). Cognitive function at 3 years of age after fetal exposure to
antiepileptic drugs. New England Journal of Medicine. 360(16): 1597 - 1605.

Medsafe. (2009). Anticonvulsants and congenital malformations. Prescriber Update. 30(1): 4.

Review of wording in New Zealand Epilim data sheet regarding pregnancy.

MARC Recommendation

In June 2009 the Committee recommended that the datasheet for sodium valproate be



reviewed to determine if the warning regarding use in pregnancy should be strengthened.

Outcome
Medsafe's report was included in the December 2009 dossier.

The report included details of the information contained in the New Zealand Epilim (sodium
valproate) data sheet regarding use in pregnancy. Medsafe advised that this information is
identical to that contained in the Australian Prescribing Information, and noted that the
Epilim data sheets are set out in a very similar way to the data sheets for other antiepileptic
medicines with multiple indications.

sheet contains sufficient information regarding exposure during
epilepsy and bipolar indications, and if not, how the informati

the readability improved.

Discussion @

The Committee noted the November 2 @pom Phe

article published in the New En a) gf Medicifie\(refere
b =~ 2

&lhat while the recent

1 above) was an interim

analysis, it was important tha rmation i the product data sheet.
The Committee recom c‘ . ction of the Epilim data sheet be revised
to ensure that hehe exfa gy at the beginning of the section. The
Committee onsor be requested to include information in the
e
cconimenda

The tteg recommended that the Precautions section of the Epilim data sheet be revised
he risk-benefit statement is clear at the beginning of the section. The
ittée also recommended that the sponsor be requested to include information from the

@ ador paper in the Epilim data sheet.

Chris James

Manager

Clinical Risk Management
Medsafe

Ministry of Health




; [elen

bee:

02/10/2014 05:18 p.m.

Subject: Re: Fw: Epilim updates query

We can find out but not quickly. We will have to order the file from archives and review its contents to
identify the changes. According fo our database there appear to have been six changes to the data
sheet since 2010, Obtaining the file and reviewing datasheets for changes could take a couple of
days. Alternatively they could always exercise their own intelligence and speak to the product sponsor
to get this information i.e. the data sheets and work it out for themselves..

Stewart @@ @
Stewart Jessamine g

Group Manager

Medsafe

Clinical Leadership
Protection & Regulation

02/10/2014 05:05:43 p.m.

Fw: Epilim\urd

2
\iag

explained but the reporter appears stuck with an editor who is stuck on this topic.

Nawe Know what the differences are between the 2014 data sheet and the 2013 datasheet (or when
the'last previous Epilim datasheet was).
Kevin McCarthy
Senior Media Advisor
Media Relations
Communications & HR
Corporate Services

Ministi of Health

http://www.health.govt.nz

From:

To:

Date: 02/10/2014 05:02 p.m.
Subject: Epilim updates query



Hi Kevin

still wants to know what the changes were that were put on medsafe site about Epilim.
From my recorded iv with Stewart he said the CMi part was updated in July, and the Data sheet in June.
Can you please try and find out what those changes were.. and we ¢an wait til tomorrow but need it in the
morning.
Thanks

T
W @%@®®
D :
© g



To:
cc:
: bee:

02/10/2014 05:25 p.m.

Subject: Fw: Epilim updates query

FY! my response to the reporter.

Is there not some assurance we can give that any substantive change like that undertaken in 2009/10
to strengthen a warning would be known to Medsafe and MARC, and that there has begr’ho similar
changes made to the datasheets for Epilim.

Kevin McCarthy «@ @ g
Senior Media Advisor

Media Relations K%
Communications & HR @ @

Corporate Services @@@ KS%

to go through past datasheets. You will find it quicker by talking to Sanofi.

Pleasead ow how you want to proceed.
> ‘
chior\Wedia Advisor

@’ edia Relations
C

ommunications & HR
Corporate Services

httizllwww.healthiovt.nz
B i s o o 02/10/2014 05:02:12 p.m.

From:

To:

Date: /107 :02 p.m.
Subject: Epilim updates query
Hi Kevin

still wants to know what the changes were that were put on medsafe site about Epilim.



From my recorded iv with Stewart he said the CMI part was updated in July, and the Data sheet in June.

Can you please try and find out what those changes were.. and we can wait til tomorrow but need it in the
morning.

Thanks




: To:
; cc
; bee:

L 03/10/2014 10:11 a.m,

Subject: Re: Fw: Epilim updates query

HI

Following a quick look through our database, it appears that most of the changes to the data sheets
have occurred following a company decision to amalgamate the data sheets across a range of

different formulations, strengths and doses e.g. having a single data sheet for IV and
only major safety change | can find is the one that followed the MARC request to a
pregnancy in 2009/10. As each change was accepted the data sheet publishe
updated to the latest approved version.

Stewart @@
Stewart Jessamine @
Group Manager
Medsafe
Clinical Leadership

Protection & Regulation

02/10/2014 05:25:42 p.m.

my response to the reporter.

Is there not some assurance we can give that any substantive change like that undertaken in 2009/10
to strengthen a warning would be known to Medsafe and MARC, and that there has been no similar
changes made to the datasheets for Epilim.

Kevin McCarthy
Senior Media Advisor
Media Relations
Communications & HR
Corporate Services




From:

To:
Date: 02/10/2014 05:21 p.m.
Subject: Re: Epilim updates query

It will take several days to go through past datasheets. You will find it quicker by talking to Sanofi.
Please advise tomorrow how you want to proceed.

Kevin McCarthy
Senior Media Advisor
Media Relations
Communications & HR
Corporate Services

o & &
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cc:
bee:

21/10/2014 03:43 p.m.
Subject: Fw: Epilim warning upgrade

Thanks

Chris

Chris James
Manager

Clinical Risk Management @
Medsafe

Ministry of Health

— §@®;

From:
To:
Cc:
Date:

21/10/2014 03:
Subject: Fw: Epilim i

gl
N A
Hello, this is a query @rter W y newspaper feature recently on Epilim. s this
correct? @
it N

Date: 21/10/2014 09:59 a.m.

Subject: Epilim warning upgrade
Hi Kevin.

There has been a new recommendation for sodium valproate from the European Medicine Agency. It says to
not prescribe it to women and girls who may become pregnant. Can you find out if MedSafe is going to send
this information out to doctors, and will there be a warning change on the website etc?

Thanks

hilp:/iwww.ema.europa.eu/docs/en GB/document library/Press release/2014/10/WC500175208.pdf




cCl

bee:

" 21M0/2014 05:08 p.m.

Subject: Re: Fw: Epilim warning upgrade
Thanks Chris, will have a look and get back to you tomorrow.

Kevin McCarthy
Senior Media Advisor

Media Relations

Communications & HR

Corporate Services « @
htii://www.health.iovt.nz §©@
From:

3:59:08 p.m.
To: @
Cc: @
Date: 21/10/201 :
S @ O)

Subject:

Chris James Hi Kevin Proposed respons

Hi K
In"New Z¢ Epilim is contraindicated in pregnancy due to the risk of congenital
m and developmental effects. In addition the data sheet recommends

vshould not be used in women of child-bearing potential unless other
tments are ineffective or not tolerated. This advice appears to be consistent with
information published by the European Medicines Agency. Before Epilim is
prescribed for use in women who could become pregnant they should receive advice
on the benefits and risks of treatment.

Medsafe published an article on anticonvulsants and congenital malformations in
Prescriber Update 30(1): 1 February 2009; an update on sodium valproate will be
included in the next edition (due December 2014).

Thanks
Chris

Chris James

Manager

Clinical Risk Management
Medsafe

Ministry of Health






: To:
cc:

bee:
23/10/2014 05:45 p.m.

Subject: Re: Epilim response to freelance writer

Thanks
I think the key issue is that we are providing an update in the Dec 2014 Prescriber Update.

Stewart

Stewart Jessamine
Group Manager
Medsafe

Clinical Leadership
Protection & Regulation

Ministri of Health

hitp://www.health.govt.nz

From:
To:

Date:
Subject:

aken g to get back to you. I've made those tweaks we
after your interview on psychoactives at Medsafe. Chris, are
aked version - | would attribute to Stewart.

There has been a new recommendation for sodium valproate from the European Medicine
Agency. It says to not prescribe it to women and girls who may become pregnant. Can you
find out if MedSafe is going to send this information out to doctors, and will there be a
warning change on the website etc?

Thanks

hitp://www.ema.europa.eu/docs/en GB/document library/Press release/2014/10/WC50017
5208.pdf

RESPONSE - Dr Stewart Jessamine, Group Manager, Medsafe

In New Zealand, 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.

This advice is consistent with the information published by the European Medicines Agency.
The agency statement notes that "women currently taking valproate who have any
questions about their treatment should speak with their doctor". Medsafe strongly supports
this approach.

Before Epilim is prescribed for use in women who could become pregnant, they should
receive advice on the benefits and risks of treatment.

Medsafe published an article on anticonvulsants and congenital malformations in its regular
Prescriber Update in February 2009; an update on sodium valproate will be i ed in the

next edition (due December 2014), «
Kevin McCarthy 3 X @
Senior Media Advisor
Media Relations
Communications & HR
Corporate Services @ @
: vt.nz @




To:
ce:
bee:

Subject: Re: Fw: One News Query

08/12/2015 09:19 a.m.

Hi Peter

recent actions on use of Epilim in pregnancy

Alert:

http://iwww.medsafe.govi.nz/safety/EW S/alert-communications.asp

this was pushed out to email subscribers

PU article
hitp://www.medsafe.govi.nz/profs/PUArticles/December2014SodiumValproate.ht
Data sheet was updated to include more info

CMI clearly states that should speak to Dr before pregnancy and asap if r
This was also discussed at MARC last week

consumer rep was satisfied with the CMI wording

and the MARC did not consider any further communicatj ‘

thanks

Susan

Susan Kenyon | Principal Techni
Medsafe | Ministry of Health

FEAMGDSANAF G §E

@

sk Management |

08/12/2015 08:47:24 a.m.

rnethy
a Relations Manager
f Health

From:

To:

Date: 07/12/2015 03:59 p.m.
Subject: RE: One News Query

Hi Peter



I'am talking to a neurologist.

Re the MOH - I'm interested in whether Medsafe has upped its advice to the public/gp’s/medical
fraternity in light of recent publicity about the risks to pregnant women.

Also, whether Medsafe is considering putting warnings on Epilim packets?

Also, Medsafe’s view, if any, of overseas lawsuits against Sanofi?

Thanks

Subject: Re: One News Query @ «
Hi - the Consumer Medicine Information sheet for Epilim on the Medsafe @% Ge @

http://www.medsafe.govt.nz/consumers/cmi/e/Epilim.pdf K%
) epilc%

Which has information about pregnancy.

It may pay to talk to a neurologist, as it looks as if there is risks :
anticonvuisants.
Regards @

Peter Abernethy
Media Relations Manager
Ministry of Health

07/12/2015 02:26 p.m.
Subject: One News Query

I have some questions about anti epilepsy medication, Epilim — specifically the risk information given to
pregnant women.
Look forward to hearing from you.

%




To:
cc:

‘ bee:
¢ 08/12/2015 12:17 p.m.

Subject: Re: Stronger and more information on Sodium Valproate - Link

Hi Peter
Best time for briefing is 8.30am at Stewart's desk, level 1 The Terrace.

Best time for possible interview is 2.00 -3.00pm Wednesday 9 December. @

Cheers

Bridie «

Bridie Richardson

Executive Assistant to the Director of Public Health

Office of the Director of Public Health

Public Health @
Clinical Leadership, Protection & Regulation @

n we get a time with Stewart please Wed am.
rticular it would be good to have the details of the tooing and froing. And responses like an
pdate from PHARMAC about moving to original pack dispensing etc,
Regards Peter

| U
@ se\for a briefing, and talking points for Stewart for tomorrow morning please (aim for 9.30ish).
e

Peter Abernethy
Media Relations Manager

Chris James Hi Peter Some info: 08/12/2015 11:32:37 a.m.




To:
cc

- 08/12/2015 01:51 p.m. bee:

Subject: Re: Stronger and more information on Sodium Valproate - Link

No timeline from psnz - forms part of a bigger project of additianol cautionary labels for
pharmacy dispensing as they don't have a pregnancy label yet. If and once adopted they
will be considering if sod Valp needs that label (and probably will).

Chris @
Sent from my BlackBerry 10 smartphone.
From: _
Sent: Tuesday, 8 December 2015 13:49
Sodi
Hi Chris. GPNZ comms confirm no sybs Sgt m
any contact.
PSNZ can we please che gline pl
be covered?)

Peter

Subject: Re: Stronger and more information on

:37 a.m.---Hi Peter Some 1nfo:

Fron:
To:
Ce:

Date: 08/12/2015 11:32 a.m.
Subject: Re: Stronger and more information on Sodium Valproate - Link

Hi Peter
Some info:

PSNZ does not have a pregnancy advisory label that they ask pharmcists to put on



dispensing labels but are considering this (I don't have a timeline - best to ask PSNZ
direct). They agree that there is little point putting a warning on the medicine box as
the pharmacist has to dispense into a pharmacy skillet and put their label on it
{unless PHARMAC moves to original pack dispensing in the future).

Email below re royal college of GPs - not sure if a meeting happened subsequently.
Reporter needs to talk to college direct in terms of advice GPs are giving

In addition to Susan's email - the New Zealand formularly has clear advice for GPs
also in terms of risks in pregnancy and what to inform patients. So there is plenty of
informaiton available for HCPs and consumers.

If Stewart needs a list of talking points prior to interview please | Row «
if he does can you please organise so Stewart is fully briefe : @

Thanks

Chris

hris James

cting Group Manager
Medsafe
Clinical Leadership, Protection & Regulation
Ministry of Health




- ce:
bee:

08/12/2015 04:39 p.m.

Subject: Valproate

Hi - | found this based on what we sent for the SST article last year.

Chris

=|
=

Sunday Star Times Epilim.docx
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| am writing a feature article for the Sunday Star Times. My deadline is Tues 23
September. | would like to interview someone from Medsafe.

Sodium Valproate - Epilim - is used primarily to treat epilepsy and has also been
used for neuropathic pain and mood disorders. It has a risk of birth defects and
some children are on ACC after being diagnosed with a syndrome caused by this
medication. A number of parents claim they were not fully informed about the high
risk of defects it may cause their babies. They also want a warning on every
medication pack, as well as potentially a simple and brief patient informatian sheet
inside.

medical specialists agree that more simple warning
current system of prescribers warnings. They sz

Line of questions as f
1. Medsafe curn ides pati tion about Epilim on its website. Is
this enoug

: as | t upda ‘

stibérs say they d they can to warn patients but that more is needed so
a simple! ét being provided with the medication, and a very blunt

~ -Tike cigarettes. How does Medsafe feel about this?
? prescribers responsibility to warn patients but it appears not to be
XKiRg as we

Il as it could. What can Medsafe do o improve this?

There is no legislation in NZ saying this needs to happen - but how would
Medsafe feel about getting it happening anyway as the emotional and financial cost
of looking after these disabled kids is huge?

6. Some parents with children who have birth defects caused by Epilim are also
wanting more warnings on packets. What have you got to say to them?

7. There is a claim that hundreds of babies have been born in NZ with defects due
to Epilim and that it will continue to rise. How concerning is this for MedSafe?

These are the basic questions. | would like to actually talk to someone.. maybe
Stuart Jessamine?




Medsafe is sorry to hear that babies have been affected by birth defects following
exposure to sodium valproate taken by their mothers.

Role of Medsafe

Medsafe is the New Zealand regulator for medicines and medical devices. Medsafe is
bound by and administers legislation relevant to the provision of medicines and medical
devices in New Zealand.

In addition as part of these activities Medsafe provides advice about the safe use of
medicines and medical devices. The responsibility for the medicine/ medical device
remains with the manufacturer and/ or New Zealand sponsor.

Medsafe does not regulate the practice of healthcare professionals. This is the
responsibility for example of the Medical council and Pharmacy Council. In
HQSC work with healthcare professionals patients and consumers to hel

quality and safety of care.
Medicines Information @ @
Data sheets are mandatory for all prescription and restyi icirfes. Th a
sibility.
e, to

ition the
ve the

provided by the manufacturer (sponsor) of the medici ain t

Data sheets are published on the Medsafe websigg @sa
freely available in New Zealand.
Provision of Consumer Medicine Informatl ntary §
provided by the manufacturer (sponsox)\a {

fa

atthey are

gand. These are
ed ¢ Medsafe website, as a
5ta %-:. s published on the leaflet at

> and is responsible for its
maintenance and will j y decided to update the leaflet.

e-professionals. The patient’s doctor,

this information to help them explain some of the

e use of various medicines. The leaflet is provided

althcare professionals to use during their day-to-day

gxpectation that healthcare professionals discuss the benefits
rits with their patients so that the patient can make an informed

heir treatment. Medsafe publishes information to help healthcare

provided to
pharmagist &

Madsafe has also published a Prescriber Update on anticonvulsants and congenital
malformations http://www.medsafe.qgovt.nz/profs/PUArticles/Anticonvulsants-Feb09.htm

Provision of information in ‘drug packets’ is voluntary. Healthcare professionals may
make a complaint to Medsafe if they believe the information provided is incorrect.

Additional information on the risks of taking medicines is also available from the New
Zealand formulary http://nzf.org.nz/search (this is funded by the Ministry of Health).

Prescribers may produce their own leaflets if they feel that this will help them in their
practice. Some DHB'’s already publish additional information on medicines, some of
these leaflets are available through the NZF.

Information on best practice and use of medicines is provided by BPAC which also
publishes the Best Practice Journal. BPAC have published information on treating
women with epilepsy http://www.bpac.org.nz/BP1/2009/November/anticonvulsants.aspx

ACC also publish treatment injury case studies to help inform prescribers about the safe
use of medicines. A study on foetal valproate syndrome was published in June this year.

Medicines labelling requirements



There are statutory requirements for medicine package labels. However most prescribed
medicines are not provided to patients in the original pack, but are dispensed by
pharmacists into pharmacy packs with pharmacy labels attached. Medsafe does not
regulate dispensing practice or the pharmacy label requirements.

Safety monitoring of medicines

Medsafe monitors the safety of all medicines available in New Zealand through a contract
with the Centre for Adverse Reactions Monitoring (CARM). Healthcare professionals and
consumers can send a report of any suspected reaction to any medicine to the Centre.
CARM then alerts Medsafe to any safety concerns with medicines used in New Zealand.
Reporting suspected adverse reactions is the official method of alerting CARM and
Medsafe to safety concerns with medicines. If no reports are received it is assumed that

there is no safety concern. CARM and Medsafe actively promote the sche nd
encourage healthcare professionals and consumers to report. Reports c de on «

paper, fax, telephone call, email, GP software, on-line and via an i-

To date CARM have received 13 reports of foetal valproate f these

from ACC, 4 from DHBs, one from a GP and one from the ver
number of reports considering sodium valproate has b i ofidata
collection in 1964,

If there are further cases of birth defects d ould be
reported to CARM. In that way Medsaf i ioh gnd take appropriate

action.

Reactions Monitoring Com
valproate in pregnanc

website, for exaw&i@
http://www. P t.nz/pro

http%&\é.qovt.Xz\\(&wé%ferse/MinutesB&htfn
\/ AWWWS ale,d . j .

N\~

and if the medicine has acceptable benefits, quality and risks; that is if the benefits
@ weigh the risks.

Medsafe determines the balance of benefits and risks for the population overall, however
there may be some people for whom the benefits do not outweigh the risks. Healthcare
professionals need to use the information in the data sheet to determine whether the
benefits outweigh the risks for their individual patients. For example the use of Epilim is
contraindicated in pregnancy, that is the benefits are not considered to outweigh the
risks. However the prescriber may disagree with this assessment, for example if all
other anti-epileptics have been tried and sodium valproate is the only effective medicine
for that woman.

In general it is considered that the benefits of epilepsy treatment for a pregnant women
and her fetus outweighs the risk of a congenital abnormality in the infant. A
convulsive/tonic clonic seizure during pregnancy risks trauma to the abdomen and hence
the baby. Also the temporary interruption of breathing, rarely of any significance to the
mother can lead to oxygen deprivation for the fetus. Prolonged or repetitive tonic clonic
seizure can seriously impair the supply of oxygen to the fetus.
http://epilepsy.med.nyu.edu/epilepsy/epilesy-and-women/effects-seizure-fetus

The data sheet contains the following recommendation:

..women of child-bearing potential taking sodium valproate should:



e receive counselling with regard to the risk of foetal abnormalities;

» have their drug treatment reviewed before conception. This may involve dose
adjustments or alternative therapy options. If sodium valproate is to be
continued, monotherapy should be used if possible at the lowest effective dose
given in divided doses, as risk of abnormality is greater in women taking
combined medication and in women taking a higher total daily dose;

« undergo routine ultrasound and amniocenteses for specialist prenatal diagnosis of
such abnormalities;

o take folic acid supplementation (5mg daily) for at least 4 weeks prior to and 12
weeks after conception as folic acid may have a role in the prevention of neural
tube defects in infants of women taking antiepileptic therapy.

It is recommended that in bipolar disorders indication, cessation of valproatetherapy
should be considered,

The CMI contains the following text (part in bold on the first page : ;
If you are a female patient of child-bearing age, make suré u talk

doctor about the risks associated with taking Ep ’-@ pregnancy.

i

el
e ken in the
kOf

Tell your doctor if you are pregnant or intend

Like most medicines of this kind, Epilim may afta evelg
first trimester of pregnancy, as it is susp g
malformations in the exposed foetus. Als born o™y ho take Epilim
throughout their pregnancy may be at i Yely efdevelopment or
withdrawal syndrome. Howevef, ot LR ik \uinless your doctor says so as
there are risks to the mot ild fro \tRolled epilepsy or uncontrolled mania
episodes, @
Congenital abnorf @ @

nfan with a congenital anomaly for no apparent reason

rat ates that this means that around 3.2 million
n abn lity worldwide every year.,

iacentre/factsheets/fs370/en/

mother with epilepsy giving birth to a baby with an abnormality
that of the normal population. The contribution to this increase in

alpfoate syndrome
Q tip://rarediseases.info.nih.gov/qard/5447/fetal-valproate-syndrome/case/25731/case-
guestions

Signs and symptoms of fetal valproate syndrome can vary greatly from person to
person. There are certain subtle facial features that are more commonly (but not always)
associated with this syndrome. These features include thin arched eyebrows that may be
spaced far apart, a wide nasal bridge, short nose with anteverted nostrils, thin upper lip,
and smooth long philtrum (space between nose and lip).

The symptoms are generally considered to include:

Trigonocephaly (triangular shaped head)
Flat nasal bridge

Thin upper lip

Smaller than average mouth

Cleft palate or cleft lip

Eyebrow deformations

Anteverted nostils

Thick lower lip

Spina bifida

Other musculoskeletal malformations

® @& & & ¢ 0o & ¢ 9o o



« Neurological problems
s Congenital heart defects

Symptom and symptom severity varies from person to person. Risks for harmful effects
due to prenatal exposure to valproic acid are likely influenced by a variety of factors,
including drug dosage, multiple drug or drug combination, timing of drug exposure,
severity of seizure disorder in the mother, predisposing genes, and folic acid intake. In
general, children of women with a seizure disorder also are at an increased risk for
having a seizure disorder themselves. Parental factors such as IQ and socio-economic
status may also play a role in symptom and symptom severity.

Some children with fetal valproate syndrome show delays in development, autistic
features, and/or intellectual disability. In general, the most commonly affected

however most children do achieve this milestone, Lastly,

il
The NIH in the US state that the incidence is 6-9% Y S\EXPOS
valproate. (other sources quote higher rates) %

;

Couples with a famjly O E:eura %
couple with one.c th/ah NTD ance of having another baby with a NTD.
Other risk f N Ds%@ ity and smoking.

dressed, handwriting, riding a bike and swimming. Toilet-training
valproate syndrome have difficulty with social interaction,
* investigation for autistic spectrum disorder.
Neural tube defects
The main malformation commonly-associat ith so % te is a neural tube
defect. The risk has been esti t 152% of heies exposed to sodium
valproate.
httpe’/,///&m. ofdimes.o bY/neural-tube-defects.aspx
NZ \/
is about 3.5 per 10,000; decreased from 5 per 10,000 since

ound
oducti

(ﬁ o mothers using valproate have significantly lower IQ scores (8-9
%
@le ervational studies have found increased rates of autism among children exposed to
sodium valproate before birth. The normal incidence for autism in the general
population is estimated at less than one percent, incidence associated with valproate
estimated at 4-8% depending on the study.?

Risk with other anti-epileptic medicines

Phenytoin has the same pregnancy category as sodium valproate (D). Birth defects
associated with phenytoin include fetal anticonvulsant syndrome, cleft palate,
microcephaly and ventricular septal defect,

Ethosuximide is also category D, no specific syndrome or defect has been associated
with this medicine.

Phenobarbitol is also category D and has been associated with minor craniofacial defects,
fingernail hypoplasia and developmental disability.

1 Meador K3, Baker GA, Browning N et al 2013 'Fetal antiepileptic drug exposure and cognitive outcomes at age
6 years (NEAD study): a prospective observationai study’ Lancet Neurol 12: 244-8-52

2 Christensen J, Groenborg TK, Sorensen MJ et al 2013 ‘prenatal valproate exposure and risk of autism
spectrum disorders and childhood autism’ JAMA 309: 1696-703



Vigabatrin is category D, no specific syndrome or defect has been associated with this
medicine.

Other medicines contain precautionary statements in their data sheets but have a lower
category of risk.

Effect of dose and using multiple medicines

There is some evidence that taking a dose lower than 1000mg sodium valproate per day
is less risky. Observational studies indicate that the risk of birth defects is greater for
infants born to women taking more than one anti-epileptic medicine®

Support for people with epilepsy
No medicine is without risk, Medsafe strongly advises everyone to make sur%that any

medicine they take is right for them. This may involve them asking que bout the
expected benefits and risks. These questions may be directed to thei
pharmacist or to charitable organisations such as the Epilepsy fo )

©®©@§%@®
o2 @@@%
@;@® %@@
& @%®&

3 Meador K, Reynolds MW, Crean S et al 2008 ‘pregnancy outcomes in women with epilepsy: A systematic
review and meta-analysis of published pregnancy registries and cohorts’ Epilepsy Res 81: 1-13



CC:
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08/12/2015 05:13 p.m.
Subject: Re: Valproate

Hi

Here are some dot points and a bit more detailed information

Epilim dc?;;ints.docx Sodium Valproiﬁgformation.docx @@ «
Will bring along some copies tomorrow. « @
Thanks @@

Rowan @ @
Rowan PW v i
of Health |

Chris Jame isba < i 08/12/2015 04:39:15 p.m.




1. Alert Communication — Use of sodium valproate (Epilim) in pregnancy

Published 28 September 2015 www.medsafe.govt.nz/safety/EWS/2015/sodiumvalproate.asp

The use of Sodium valproate {Epilim) is contraindicated in pregnancy due to the risk to the unborn
baby {fetus). Congenital malformations have been estimated to affect between 6.7% and 12.4% of
children exposed to Epilim in the womb. The rate of malformations in the general population is 2-
3%.

The most common types of malformations in children exposed to Epilim are:

¢ neural tube defects,
e cleft lip and palate,

¢ heart defects,
e limb defects and
e unusual facial features. E

The risk of autism in children exposed to Epilim hasbeg
higher than the rate in the general population. ; ;
Epilim should not be used in female no omen-of
treatments are ineffective or n It isimpo 3 AR
women of child-bearing agei3 iNnf are - REss
nd caregi %

eir caregi

rstand.the risks to an unborn child when taking Epilim (sodium
2 for effective contraception, when this becomes appropriate.

--c ring age, unless other

{(and their caregivers) and

knstre you are using effective contraception (if required).

If you decide to try for a baby, discuss this with your doctor first

e Tell your doctor as soon as you are pregnant, or think you may be pregnant.

e [tisimportant to keep taking your medicine. There is a risk to your baby if you have a
seizure during pregnancy.

o Make sure you take any recommended supplements like folic acid and attend all your
pregnancy screening and monitoring visits.

e [f you have any questions speak to your doctor.

information for healthcare professionals:

e Ensure that all other treatments have been tried and failed before using Epilim (sodium
valproate) in female children or women of childbearing age.

s Discuss the risks to the fetus of exposure to Epilim in pregnancy before use with all female
patients and regularly during use with women of childbearing age.

s Discuss the need to use effective contraception with women of childbearing age taking
Epilim.

o Ensure that your patient and her caregivers (if appropriate) have understood the potential
consequences of pregnancy whilst taking Epilim.



e Advise women considering trying for a baby that they should discuss this with you.

e Consider referring women thinking of becoming pregnant for specialist pre-conception
advice.

» Advise women trying for a baby to take recommended supplements such as folic acid prior
to becoming pregnant.

e Advise women that if they think they might be pregnant they should contact you
immediately.

s Ensure that any pregnant women taking sodium valproate receive appropriate pregnancy
monitoring and tests to detect neural tube defects and other malformations.

2. Prescriber Update Article — Use of Sodium Valproate in Pregnancy

December 2014 - www.medsafe.govt.nz/profs/PUArticles/December2014Sodiumyal 2.him
N (&

Key Messages:
e Sodium valproate {Epilim} is contraindicated in pregnancy.
¢ Sodium valproate should not be used in women of ch{ g potential
treatments are ineffective or not tolerated.
» The risk of congenital malformations in in 0 sodjus @t
been estimated between 6 and 12%. «
e The risk of autism spectrum disorder\ i S

estimated at around 4%.

Q
Wta Shee _b W
Most @ ebruary 2015 www.medsafe.govt.nz/profs/Datasheet/e/Epilimtabsyrligiv.pdf

indications:
@ e Pregnancy

Precautions:
Women of Child Bearing Potential:

This medicine should not be used in female children, in female adolescents, in women of child-
bearing potential and pregnant women unless alternative treatments are ineffective or not tolerated
because of this high teratogenic potential and risk of developmental disorders in infants exposed in
utero to valproate, The benefit and risk should be carefully reconsidered at regular treatment
reviews, at puberty and urgently when a woman of child bearing potential treated with Epilim plans
a pregnancy or if she becomes pregnant. This assessment is to be made before sodium valproate is
prescribed for the first time, or when a woman of child bearing potential treated with sodium
valproate plans a pregnancy. Women of child-bearing potential must use effective contraception
during treatment.

Epilim should be initiated and supervised by a specialist experienced in the management of epilepsy
or bipolar disorder, Treatment should only be initiated if other treatments are ineffective or not



tolerated, and the benefit and risk should be carefully reconsidered at regular treatment reviews.
Preferably Epilim should be prescribed as monotherapy and at the lowest effective dose, if possible
as a prolonged release formulation. The daily dose should be divided into at least two single doses
during pregnancy.

Women of child-bearing potential must use effective contraception during treatment and be
informed of the risks associated with the use of Epilim during pregnancy. The prescriber must ensure

that the patient is provided with comprehensive information on the risks.

In particular the prescriber must ensure the patient understands
e The nature and the magnitude of the risks of exposure during pregnancy, in particular the

teratogenic risks and the risks of developmental disorders.
» The need to use effective contraception g ;@ «
e The need for regular review of treatment
e The need to rapidly consult her physician if she is thinking of b @gr ant or thére @
possibility of pregnancy. @

In women planning to become pregnant all efforts shoy witch tg
alternate treatment prior to conception, if possibl

Epilim therapy should only be continued after a tes
treatment with Epilim for the patient by a physicia

bipolar disorder. @
Use in Pregnancy {Catego @
i : epsy of any form, who could become
iali ice\Dleto the potential risks to the foetus, the benefits

Before Epilim is prescribe
When treatment with Epilim is deemed necessary,

dTisks of the

8 apagement of epilepsy or

gvaluation of the risks and benefits, sodium valproate treatment is to be continued during
pregnancy, it is recommended to use sodium valproate in divided doses over the day at the lowest
effective dose. The use of a prolonged release formulation may be preferable to any other treatment
form.

In bipolar disorder, cessation of sodium valproate should be considered.

During pregnancy, maternal tonic clonic seizures and status epilepticus with hypoxia carry a
particular risk of death for mother and for the unborn child.

In animals, teratogenic effects have been demonstrated in mice, rats and rabbits,

Congenital malformations:

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 maiformations,



hypospadias and multiple anomalies involving various body systems has been reported in children
born to mothers treated with valproate, when compared to the incidence for certain other
antiepileptic drugs. Data has shown an incidence of congenital malformations in children born to
epileptic women exposed to valproate monotherapy during pregnancy. This is a greater risk of major
malformations than for the general population. Women treated with Epilim IV have a potentially
increased risk of giving birth to a baby with an abnormality due to the higher C o of the intravenous

formulation compared with the oral formulation.

Mothers taking more than one anticonvulsant medicine might have a higher risk of having a baby
with a malformation than mothers taking one medicine. Sodium valproate {valproic 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 of 1-2%.
This risk is dose dependent but a threshold dose below which no risk exisg@ b!ishe@ E >

Developmental disorders:

Data has shown that exposure to valproate in utero can have

development of the exposed children. The risk seems 1o .% ,
(ya

below which no risk exists, cannot be established
Ak th

for these effects is uncertain and the possibjlit%o
excluded.
Studies in preschool children c ero to va
delays in their early deve s talkinga

i 3 rstanding)a

\ g developmental delay {frequently associated with craniofacial
arly of verbal 1Q. [Q measured in school aged children with a history of
was lower than those children exposed to other antiepileptics.

Sg affects on

Revelopmental delay has been very rarely reported in children born to mothers with epilepsy. It is
not possible to differentiate what may be due to genetic, social, environmental factors, maternal
epilepsy or antiepileptic treatment. Autism spectrum disorders have also been reported in children
exposed to valproate in-utero.

Limited data suggests that children exposed to valproate in utero may be more likely to develop
symptoms of attention deficit/hyperactivity disorder (ADHD).

Both valproate monotherapy and valproate polytherapy are associated with abnormal pregnancy
outcome. Available data suggest that antiepileptic polytherapy including valproate is associated with
a higher risk of abnormal pregnancy outcome than valproate monotherapy.

In view of this data, the following recommendation should be taken into consideration:
This medicine should not be used during pregnancy and in women of child-bearing potential unless

clearly necessary, that is, in situations where other treatments are ineffective or not tolerated. This
assessment is to be made before sodium valproate is prescribed for the first time, or when a woman



of child-bearing potential treated with sodium valproate plans a pregnancy. Women of child-bearing
potential must use effective contraception during treatment.

Women of child-bearing potential should be informed of the risks and benefits of the use of
valproate during pregnancy.
Treatment advice:
Itis recommended that women of child-bearing potential taking sodium valproate should:
» receive counselling with regard to the risk of foetal abnormalities;

¢ have their drug treatment reviewed before conception. This may involve dose adjustments or

used if possible at the lowest effective dose given in divided doses, as ri
greater in women taking combined medication and in women takin

¢ undergo routine ultrasound and amniocenteses for specig !
abnormalities;
2 5

priont
conception as folic acid may have arole i : hofn
women taking antiepileptic therapy.

It is recommended that in bipolardi @'s indication,cadsa fvalproate therapy should be

considered.
There have been rare @%aem

sodium valproate(during pregnancy

eeks after
gcts in infants of

me in neonates whose mothers have taken
rome is related to thrombocytopenia, hypofibrinaemia
factors. Afibrinaemia has also been reported and may be
iated with a decrease of coagulation factors. Phenobarbital

other co
ifaemia is sibly
p g?(z@also induce haemorrhagic syndrome as they decrease the vitamin-K
(@ gen plasma level and coagulation status should be investigated in

% ypeglycaemia have been reported in neonates whose mothers have taken valproate
g

e third trimester of the pregnancy.

:Cases of hypothyroidism have been reported in neonates whose mothers have taken valproate
during pregnancy.

Withdrawal syndrome (such as, in particular, agitation, irritability, hyperexcitability, jitterness,
hyperkinesia, tonicity disorders, tremor, convulsions and feeding disorders) may occur in neonates
whose mothers have taken valproate during the last trimester of pregnancy.

4. Consumer Medicine Information

Most recent update February 2015 www.medsafe.govt.nz/Consumers/cmi/e/Epilim.pdf

Before you start to take it

If you are a female patient of child-bearing age, make sure that you talk to your doctor about the
risks associated with taking Epilim during pregnancy.

Tell your doctor if you are pregnant or intend to become pregnant.



Like most medicines of this kind, Epilim may affect your developing baby if taken in the first
trimester of pregnancy, as it is suspected of causing an increased risk of malformations in the
exposed foetus. Also, children born to mothers who take Epilim throughout their pregnancy may be
at risk of impaired cognitive development or withdrawal syndrome. However, do not stop taking
Epilim unless your doctor says so as there are risks to the mother and child from uncontrolled
epilepsy or uncontrolled mania episodes.

Your doctor may want to adapt your treatment and/or prescribe dietary supplements of folate.
Your doctor will discuss the risks and benefits of taking it if you are pregnant.

While you are taking it
Things you must do

What do | need to consider about contraception?
Unplanned pregnancy may not be desirable in patients receiv

Epilim should have little effect on the oral

know that you are taking it. (\
. <;> N
5. Sanofi— Valproa \i\;/M/ater' X@@%nancy
Sm 3 fi.conm@ e

Updated June yout.jsp?cnt=613DES12-FOB4-42F1-AE18-
DSAOBOB8&6

: proa?e
@&onsider pregnancy categorisation — Category D

It'is not Category X such as isotretinoin as there is no benefit to using isotretinoin during
pregnancy. Cannot stop sodium valproate immediately {(as can do with isotretinoin) due to seizure
risk (must also remember that there is a risk to the fetus of uncontrolled seizures). Reducing the
dose of valproate below 1000 mg/day and using high-dose folate periconceptually reduces the risk
of some malformations and cognitive impairment.



e _
! cc:

bee:

- 09/12/2015 07:55 a.m.
Subject: Re: Valproate

Hi Rowan

Dotpoints look good. One thing Stewart might ask is if we've had reports - are you able to
do a quick check?

Also if you have time can you check that the updated cmi has been published asper
discussion with facs. Also an email from susan about this said something any
i

educational material - would be helpfulk if we could say this was a!s& ut ne

to check with sponsor.

Will be in shortly @

Chris @

Sent from my BlackBerry 10 smartphone. @@ %@
From:h \ : ; KS

Sent: Tuesday, 8 December 2015 17:13
To:i

Subject: Re: Valproate @@
. @@

and a bl ailed information

n
dot p docx)(See attached file: Sodium Valproate

Rowan Pollock | Senior Ad
Medsafe | Ministry of Health

Wnce | Clinical Risk Management |

Chris James---08/12/2015 04:39:15 p.m.---Hi - I found this based on what we sent for the
SST article last year, Chris

From;
Taodl

Date: 08/12/2015 04:39 p.m.
Subject: Valproate

s

e\



Hi - | found this based on what we sent for the SST article last year.

Chris

[attachment "Sunday Star Times Epilim.docx" deleted by Rowan Pollock/MOH]




To:
cc:

09/12/2015 09:40 a.m. bee:

Subject: Re: strong talking points on epilim

Hi Charlotte

Please find attached the dot points relating to sodium valproate use in pregnancy. |'ve changed the
figure to 1000.

Both the Prescriber Update article and Alert Communication provide some informati
frequency of maiformations, estimated from different pregnancy registries arou e
estimates range from 6.7% to 12.4%. Those with developmental probiems i ch\higher (up tg.30 @
40%). ; i :

The links for these articles are:

Alert Communication - www.medsafe.govt.nz/safety/

Prescriber Update - www.medsafe.govt.nz/profs/RNR )
Let me know if you need any further info ati é, ; K%

©)

SV proate.hl’m

Thanks

et aidoss %@ @
X B

W

Pharmacovigilance | Clinical Risk Management | Medsafe | Ministry

@ Charlotte Gendall  Hi Rowan Very good to meet yo... 09/12/2015 09:30:45 a.m.

Cce:
Date: 30U am.
Subject: strong talking points on epilim

Hi Rowan

Very good to meet you guys. Can you please email me a copy of the one page "Information available
..." document you brought along today? We would like to forward these to the reporter ahead of the
interview. | have noted from Peter that there is a change to the 100mg day figure to 1000

Also the larger Alert Communication would be usefu! for background although we may / not send that.

Rgds etc



aaaaaaaaaaaaaaaa
Senior Media Advisor




Information available on the use of sodium valproate (Epilim) in pregnancy:

¢ Use is contraindicated in pregnancy due to the risk to the unborn baby.

o Risks include congenital malformations as well as development delays in children exposed in
utero.

e Valproate should not be used in female children or in women of childbearing age, unless
other treatments are ineffective or not tolerated.

e Itisimportant that women (or female children and their caregivers) understand the risks.
There should be discussion of the risks before use with alli female patients and regularly
during use in women of childbearing age.

e If a woman is considering trying for a baby then they should discuss this with their doctor
first.

e |f a women is pregnant or thinks she may be pregnant then they should dijs
their doctor immediately.

e [tisimportant for women to keep taking their medicine. Th
woman has seizure during pregnancy. Seizures during pre
medicines have also been associated with risks of adve

malformations.
e Reducing the dose of valproate below 100 % argl/usin
conception and during pregnancy reduc some‘li;

impairment.

i aterials on the risks of using sodium valproate in
rs and a patient information booklet
he Medicines Adverse Reactions Committee (MARC) in December 2005.
Stew Zealand data sheet for Epilim included a contraindication to use in



: cc:

bee:
09/12/2015 09:42 a.m.

Subject: Re: strong talking points on epilim

Thanks Rowan.

Charlotte Gendall
Senior Media Advisor

i[imri if Hialth
http://lwww.health.govt.nz
Rowan Pollock Qﬂ‘)

From:
To:
Ce
Date: 09/12/2015 09:40 a.m.
Subject: Re: strong talking pojrgs?n?egilim

Hi Charlotte

@valproata use in pregnancy. I've changed the

rt Communication provide some information on the

erUpdate articl
e -.g‘- y ions\estim from different pregnancy registries around the world. The
%Q— ; % .4%. Those with developmental problems is much higher (up to 30 to
40)° )'

The % articles are:
munication - www.medsafe.govt.nz/safety/EW S/2015/sodiumvalproate.asp
@ criber Update - www.medsafe.govt.nz/profs/PUArticles/December2014SodiumValproate.htm
Let me know if you need any further information.

[attachment "Epilim dot points.docx” deleted by Charlotte Gendall/MOH]
Thanks
Rowan
Rowan Pinsor Pharmacovigilance | Clinical Risk Management | Medsafe | Ministry
of Health
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Charlotte Gendall Hi Rowan Very good to meet yo... 09/12/2015 09:30:45 a.m.




To!
cel

09/12/2015 01:40 p.m. bce:

Subject: Re; contact from tvnz-

Hi Charlotte

We don't hold any packaging as such - there is only a mock-up of the packaging in the product file.

It would be better to go into a pharmacy and look at the packaging of Epilim as well as thegkillets

{boxes) that are used for repackaging.

if you want me to bring up a picture of the US packaging to show that there isn't e actual
box there then happy to do so. « @
Thanks

Rowan @ K%

Rowan P i visor Pharmacovigilance | -o gfe’] Ministry
of Health

AR

Charlotte Gendall (st e Bre.) 09/12/2015 01:11:59 p.m.
s e,

Fron:
To:

Dat

\%d '
Ijust had a @\%
S on't be anything Stewart hasn't been asked before ..."

@ alsa asked if there was any way we could help her with filming the "boxes that Epilim comes in."

y initial reaction was that this wasn't something we could assist with but as a holding response | told
her that | would check with Medsafe.

Can you confirm that my initial reaction was correct as | don't believe we would hold any packaging,
nor would it be appropriate to provide it for filming?

Charlotte

Charlotte Gendall
Senior Media Advisor

http://iwww.health.govt.nz



% cc:
bec:

Subject: Re: contact from tvnz -

Many thanks Rowan. Chris suggested you may have a contact with the Lambton Quay Pharmacy, if
One News wish to try filming there? Is it possible for you to give the pharmacy a call and then let me
know if they would allow TVNZ access?

05/12/2015 01:45 p.m.

Don't worry about bringing the photo of the US packaging.
Charlotte « @
Charlotte Gendall @ \ ;

Senior Media Advisor

Ministri of Health @ S%

http://iwww.health.govt.nz @ @

09/12/2015 01:40:13 p.m.

N

Hi\Eharlotte
exion'th packaging as such - there is only a mock-up of the packaging in the product file.
1t wonld e Detter to go into a pharmacy and look at the packaging of Epilim as well as the skillets
bokes)that are used for repackaging.

j you want me to bring up a picture of the US packaging to show that there isn't anything on the actual
box there then happy to do so.

Thanks
Rowan

Rowan P i visor Pharmacovigilance | Clinical Risk Management | Medsafe | Ministry
of Health
i b 5 s R o -
<A v
Charlotte Gendall | just had a call frorr_ 09/12/2015 01:11:59 p.m.




. To:
. ce
4 bee:

21/04/2017 11:18 am.,

Subject: re media query on Epilim

Hi Chris

We have had two media requests today about a French study into Epilim, saying pregnant women at
four times more likely to have a deformed child. RNZ is keen to have a line for its midday report today
and TVNZ is keen to have a response by 2pm. Are you able to help me with this please? Stewart has

Caroline McElnay would handle as deputy director of Public Health, but haven't
yet.

review it in due course to assess whether its advice to people d
anyway."

Kind regards

Deidre

Epilim (statement qiven&f@) @)@\

X;@ -
TVNZ will ke r tory ov bout the anticonvulsant Sodium valproate (Epilim). The
sht\bglo een deve active use, if other media follow up on the story. It has
e %‘M O i"o Stew@a . If provided to media, an FYI will first need to be sent as usual.

t@ r Stewart Jessamine, Director of Public Health)

le and manageable when approached with good knowledge, good advice and good
on~Uncontrolled, it can be a difficult condition which presents additional complications for
women, or women hoping to become pregnant.

qr

he Ministry has been asked whether current warnings surrounding Epilim and pregnancy are
sufficient,

Anytime a condition requires ongoing medication, good advice should be sought before pregnancy. In
this situation, the first and best discussion will between a well-informed woman and her GP.

Sodium valproate is a drug of longstanding which for many patients with epilepsy continues to be an
effective treatment. However advice can change over time and as better information becomes
available, there may be new options for women of childbearing age.

New Zealand has consistently provided advice ahead of overseas timelines. Early in 2013, the New
Zealand data sheet for Epilim included a contraindication for use in pregnancy and a detailed warning
statement about the risk of congenital malformation. This preceded similar advice from Europe in
2014,

Practically, there are limits about how much information can go on a label and updated alerts have
consistently been provided to health practitioners, while the manufacturer Sanofi has also produced
educational material.



For more detailed advice about treatment options, a patient could speak to a neurologist. That
discussion could include whether the risk of not taking sodium valproate would outweigh the potential
risk of foetal malformation.

If any patient is on an anticonvulsant and becomes concerned about the possible effects, they should
talk to a doctor before making any change to medication.

ENDS

The media queries are:
TVNZ:

I 'am currently looking into a new French study which has proven the epilepsy drug valpreate to cause
“serious malfunctions” in up to 4100 children. http://mww.bbc.com/news/world-europé- 7139 &

This is a story we have covered in the past- (Jan 2016) with a campaigneW @
Today, we were wanting to touch base and see what the Ministry has.fecom ded

medical professionals in NZ in terms of what warning, if any, t giving ts O
childbearing age, or patients who are pregnant.

RNZ:
In light of the French study - that found the

asyv

women for epilepsy and bipolar dis au eriou
to know if the Ministry of HealthAD warningm
hitp://www.medsafe.govt.nzi shéet/e/Enil igiv7pdf - bottom of page 8 and top of 9)

b
are sufficient or if there wi nges ? §
Would he good to g as s ible= | was hoping to get a line in before midday
bulletin. § ;
i) &

given to pregnant
in over 4000 children — | want




To:
cc:
bee:

21/04/2017 01:51 p.m.

Subject: Re: 1News Query

That is great - thank you so much.
I will send this on too.

Many thanks
Deidre

Deidre Mussen @ «
Senior Media Advisor

Ministry of Health @ K%
i@ts&w p.m.

www.health.govt.nz
Chris James

From:
To:

€
Date:
Subject:

for you re?

@% i Chris and Deidre

Susan has sent through the labels of the Epilim syrup and the tablet to Chris. Both contain the
following warning.

WARNING FOR WOMEN AND GIRLS

This medicine can seriously harm an unborn baby. Always use effective contraception during
treatment. If you are thinking about becoming pregnant or you become pregnant, talk to your
doctor straight away.

Cheers
Amanda

Amanda Taylor | Senior Advisor Pharmacovigilance (Part-time: Wednesday, Thursday,
Friday) | Clinical Risk Management | Medsafe { Ministry of Health |—
<0.46C.gif>



@ \%\ Deidre Mussen

Chris James---21/04/2017 01:01:54

Subjecl: Re: 1News Query

I understand sanofi is or has updated their label as per U.K. Amanda ¢ confirm?
This is something Denise Astil fought for and I think got through, &
Chris : ; @

On 21/04/2017, at 12:41 PM,
Hi Chris

journalist checks with a pharmacy but do you know what
e>given to people on or in or with their Epilim - ie on the packaging

Cheers

Deidre :-)

Senior Media Advisor

www.health.govt.nz

----- Forwarded by [+ /2017 12:37 p.m. -

From:
To. "D
Date: . .M.

Subject: RE: 1News Query

Thanks Deidre- are you able to confirm that there is a warning on the packaging of
the drug?



From:

Sent: Friday, 21 April 2017 12:20 p.m.
To: ﬁ

Subject: RE: 1News Query

«

Here is a response from the Ministry of Health to your query about this new study
into Epilim. Please attribute this statement to Chris James, Medsafe Group Manager,

Ministry of Health:

Sodium valproate is contraindicated in pregnancy in New Zeal

This medicine should also not be used in women of chi
per Medsafe's medicine data sheet

éntial @z ;
http:/lwwwkmedsafe.qovt.nzlprofs/datashe@Epil (i absyrligiv.p t)>
unless the benefits clearly outweigh the rigks. mple, ck uf
alternative effective treatment for epilep
risks

ation \
associated with use of S

if product informatio e

{ sodte an a eview it to assess
be updated aland.
.%ards %@

re <§u§ i
idre 1\%

edra Advisor

www, health.covianz

From
TO. "

Date: 21/04/2017 10:08 a.m.
Subject: RE: 1News Query

Hi Deidre,

Working for the 6pm builetin so would need to start putting together our story by
2pm if possible.

Thanks.



1News Reporter

Sent: Fii il 2017 10:08 a.m.
To:

Subject: Re: 1News Query

i [
Thanks for your query. I'll look into this and get back to you. What is your deadline
for this?

Kind regards

Deidre

Deidre Mussen
Senior Media Advisor
Ministry of Health « @

K ; here,
I"am currently looking into a new French study which has proven the epilepsy drug

valproate to cause “serious malfunctions” in up to 4100 children.
http://www.bbc.com/news/world-europe-39657139

This is a story we have covered in the past- (Jan 2016) with a campaigner in NZ.
Today, we were wanting to touch base and see what the Ministry of Health has
recommended for medical professionals in NZ in terms of what warning, if any, they
should be giving to patients of childbearing age, or patients who are pregnhant.

I look forward to hearing back from you,

Kind Reiardsl

<0.2CB4.jpeg>
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