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Experience over time with
valproate

21 January 2015

Medicines related to valp risk of

MHRA

MHRA

151 Buckingham Palace Road
London SW1W 8SZ

United Kingdom

mhra.gov.uk

Dear Healthcare professional,

This letter is to inform you of important new information

medicines related to valproate (sodium valproate, valproic

& [NHS|

North of England
Commissioning Support

and strengthened warnings related to safety of
acid [brand leader: Eilim] and valproate

semisodium [brand leader: Depakote]), following completion of a Europe-wide review.
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Partners in improving local health

Sodium Valproate
Update July 2017

Response to MHRA Patient
Safety Alert

North Cumbria CCG
Helena Gregory and Nicola McNicol

North of England
Commissioning Support

Sodium Valproate
Update October 2018
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Clinical Medicine 2018 Vol 18, No 2: 51-58

Valproate: life-saving, life-changing
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Rhys spoke at the Royal College of Physicians
as the Linacre Lecturer 2017 about valproate
and scholastic impact in exposed children
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Educational attainment of children born to mothers
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Establishment of our Valproate
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* Improving
reliability of
Pregnancy
Prevention
Programme

* Optimising shared
decision making in
medication review

Working Group

January 2024 Not happening

« Two independent
specialists agree to
initiation for all
under 55's

 Switching to
alternatives unless
patient and two
independent
specialists agree to
continuation

Boost

Join the movement

EMPATHISE

IMPLEMENT

PROTOTYPE

* Valproate products
withdrawn

* Valproate
blacklisted DESIGN
* Patients forced to
stop or switch

THINKING

DEFINE IDEATE TEST




Learning from workshop

Huge passion and
experience from the
group — great collective
‘hive mind’.

Will implementing
double signature fix
underlying issues?

What is the quality of
consultations?

Is there risk of
unintended
consequences from
focusing resource on
this issue?

What are the
Who is holding the risk constraints on our
from this issue? resource (workforce,
financial)?

How are our population
different from other How do we get this right
areas — geography, for our teams for 2024
demography, health and beyond?
literacy?




Workforce pressures

Epilepsy specialist nurses: the total
" number of ESNs who work in an NHS o0
hospital in each region ®

. Yorkshire: 45 '
- South East: 36 i
. Midlands: 34
[ South West: 33
Z North West: 28
London: 23
East of England: 20
North East: | |

Neurologists: the total number of
neurologists who work in an NHS
hospital in each region

. London: 326 '
0

B South East: 178
[ Midlands: 155 '
North West: 117
Yorkshire: 112
South West: 80

East of England: 77 °)
North East: 39 i

Epilepsy Action
e e Esdepsy Professional Spring 2024 FEb 2024

Four fold discrepancy There is one neurologist for
every 755 people with epilepsy in the North East
compared with one for every 191 in London




Calculating the risk

We could identify women on VPA rates for ICB and could
estimate which centre was their lead

Neurology ~67% (but no team 8%)

Approximately 50% of women taking VPA carry little long-term
pregnancy risk due to 'behavioural or biological' reasons -
the attempt to look at ARAF exclusions missed severe LD,
same sex relationship

The 'PPP declined' rate was negligible (less than 1%) but
primary care coding poor

My centre — 350 annual reviews

With a second signature the cost of this changes from one
new clinic a year to two



Unintended Consequences

Our ICB
Estimated 1.4 exposed preghancies a year

- we cannot find a single woman delivering on valproate at our neuroscience centre
since 2018

Estimated 1 epilepsy related death a week
- of which up to 80% may be preventable, including SUDEP

So is the majority of the risk carried by people with epilepsy? Or by
people who do not attend clinics?




Population health and health

literacy

Health literacy team — new patient guide has
a reading age of 17y, whereas we need 9-11y for
our population

1North East and Cumbria

earning_,
disability North Eastand North Cumbria

Ethnicity ® National W 1 - most deprived 4
TletWOYk ®IMD Regional u2 M 5 - least deprived
Care home IcB ] W Unknown
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Digital and data as enablers

& Useful to understand national work e.g. pilots, national register, digital
ARAF, systems — what can we adapt/ adopt?

—~ Interesting to explore local options e.g. Great North Care Record —
L/ what can we develop/ create?

Are we considering human factors around use of digital resources —
- how do people use digital tools so we can make them work for them?

|||l Very helpful data process already undertaken to inform group

4 Associate Chief Clinical Information Officer key team member — also
2 on ICB Medicines Safety Group



The contraception question

B On highly effective
contraception

Pregnancy testing and contraception for pregnancy prevention
during treatment with medicines of teratogenic potential

m On effective
n e » Risk of pregnancy should be assessed prior to each teratogen prescription
Risk of pregnancy may be high at start of a method or when switching between methods due to risk of pregnancy
. from unprotected sex prior to starting the method, unreliable use of the previous contraceptive method, and/or time:
C O n t r a C e t I O n needed to establish contraceptive efficacy at the start of the new method.
= Pregnancy lests at start of contraceptive method may not detect an early pregnancy following unprotected sex in the
- last three weeks;
. N > Any starter on new method contraception should have a repeat pregnancy test at 3 weeks if there is any risk of
O e V I e n C e a a pregnancy at start of contraceptive method
» The duration of teratogen prescriptions may need to be shortened for patients who use contraceptive methods that require

Effectiveness of Contraceptive method | Duration contraceptive method used / other Pregnancy test needed
contraceptive in situations before next teratogen
| typical use! prescription?
. Copper intrauterine Established user more than 3wks to 5-10 yrs | No
m No evidence but = )
Highly effective (copper IUD)
methods Levonorgestrel- Established user more than 3wks to 3-5 yrs No
. releasing intrauterine | (depending on IUS?)
(Typical use system (LNG-IUS)
o d I S C u S S e d failure rates Established user more than 3wks lo 3yrs No
less than 1%) Established user (more than 3wks), but Yes
o . iz B2l use of i + review / refer for
. N which may affect efficacy® advice
O e V I e n C e u Established user (more than 3wks + repeat No
injections on schedule) and less than 13 wks
B since last injection + documented as
— . Effective DZ?“" administered by healthcare professionals
e u n | I ke | to O C C u r methods ;“mlm';%f;eme Established user (more than 3wks + repeal | Yes, test if any suspected
subcutaneous (SC) of injections on schedule and less than 13 wks | risk of pregnancy
o (Typical use - i 'since last injection) but self-administered or
M failure rates. [ernd L
(0] B No evidence but Groator than 1% | Iiections it ha 15 wie Since et ectGn i Ves
beyond recommended duration of use of last | + review / refer for

. ring) missed pills, late palch contraceptive advice
MW Record includes Sl
may affect efficacy®
. Any duration of use of other methods. Iel':mffdﬂ'hr :
permanent coding —— St e
n
m Other T e
+ review / refer for

frequent pregnancy testing

injection)

contraceptive advice

Additional barrier

- . Established user (more than 3wks), reliable Yes, test if any suspected
methods are Combined hormonal and use risk of
e e C I V e + a r r I e r advised during | Conyaceptives (pills, | Established user (more than Swks) but with | Ves
teratogen use palches of vaginal umeuaua or inconsistent use of method, eq: | + review / refer for




What does the future hold?

Our prevalent male VPA population is 9 males to
every 1 woman (national average 4:1)

Other medicines e.g. topiramate, pregabalin?

Funding of our national surveillance system?

UK epilepsyéz
& pregur;lggtgcy

If you are interested in learning more about the UK Epilepsy and Pregnancy
Register or would like to join the register, please click on the link below
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Thanks a lot -

u@Dr_RhVS The Newcastle Upon m 2= Newcastle

Tyne Hospitals
Rhys.Thomas@ncI.ac.uk NHS Foundation Trust

Q) Lniversity

Helena.gregory@nhs.net

@HelzGregory North East and
North Cumbria
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