Attendees:

Adam McRae, Implementation Lead and Project Manager
Adrienne Martin, Therapeutic Group Manager Neurology
Andrew Oliver, Therapeutic Group Manager Neurology 2"
Hannah Tibble-Gotz, Customer Support and Enquiries Management
Laura Baker, Funding Coordinator
Peter Murray, Deputy Medical Director
Vikki Carter, Senior Communications Adviser
MINUTE
Subject

Lamotrigine Implementation Project Team

Meeting held 12 August 2019

1. Review of minutes from 12 August:

Noted the following actions that:

Contingency plan had been approved by DOO with clarity that
the serious adverse event checklist is to be completed when
events were reported directly to PHARMAC (not 3" party
reports such as those to CARM)

Serious adverse event checklist had been approved by DOO

NPPA staff and enquires team have been briefed on the
checklist and encouraged to complete at least initial
information if the TGM is not available

Restrictions had been set on the Objective folder where
completed check lists are to be stored as these contain
patient information

Investigation into placing the numbers of applications and
outcome on the PHARMAC web site (in a separate area so as
not to be confused with NPPA) was outstanding and would be
followed up by Vikki

Noted that work continued on the bpac article.

2 Serious adverse event checklist:

Noted that no adverse events had been reported ‘first hand’ to
PHARMAC.
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3 Update on EC applications:

There have now been 14 exceptional circumstances applications, 3
approved, 2 withdrawn, 2 where a trial of Logem was considered
appropriate and 7 under assessment

Continue to consider if there was potential to include key themes
around applications that were not successful to guide clinicians. This
will become clear if/as we receive more applications

I (" cmber of Neurological Subcommittee and on panel
examining lamotrigine EC applications) has been approached by
media for comment around the brand switch Laura and Vikki to
follow up to provide key messages to Paul and note any comment
would be in his own capacity not as a representative of PHARMAC
and any patient specific information in relation to any exceptional
circumstances applications needed to remain confidential.

4. Communications update:

Noted that there had been no media enquires since last meeting

One ministerial in relation to availability of Lamictal brand at a
pharmacy level (Louise Upton, Taupo Electorate) Noted that
pharmacies would be managing stocks of Lamictal in anticipation of
significantly reduced volumes and confirmed GSK has made a clear
undertaking to continue to supply. Adam has provided some
background VC coordinating response.

An e-mail from | has been sent to Prime Minister,
Minister of Health and Associate Minister expressing significant
concern about the safety of the brand change. This has been
responded to.

A letter from | o CAC has been received Simon will
lead the drafting of a response. Adam to liaise with Simon to check
he has background and note that TGM should be involved in review

Noted a media release from Patient Voice Aotearoa had been
received - This noted several petitions to government and included a
petition to continue to fund the Lamictal brand of lamotrigine.

[Subsequent update on enquiries not discussed at meeting During
July 15 enquiries were received by PHARMAC (phone/enquiry email)
and in August 7 have been received to date. Key questions were the
price of Lamictal and remaining on Lamictal (EC pathway). Enquiries
are form patients currently on the Lamictal brand (not Arrow-
Lamotrigine) ]

S. Update adverse event reports:

Noted no new updates on reporting from CARM and that the next
meeting with Medsafe was scheduled for 13 September where
investigations and new reports would be discussed.
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6 Lamotrigine data update:

Noted new data had not been made available. Adam to follow up
with analysts. Noted it would be useful to append the updated data to
each minute of this meeting

7 bpacnz article update:

Noted that the article had been finalised and published with additional
clarity on managing dose increases and reductions was clarified and
when to seek guidance from the treating neurologist or paediatrician.
Adam had passed on thanks to the bpac team for development of the
article

Noted the article had been distributed to NANZ, Paediatric Society,
League Against Epilepsy and RANZCP asking that it be shared with
members

Noted | 25 the President of the New Zealand branch
of NANZ and it would be useful to send this to her also (Adam to
action)

[Subsequent update not discussed at meeting: in addition has been
distributed to the Neurological Subcommittee and Epilepsy New
Zealand for distribution to it’s educators. | KKGcNGEGN hac
already received the article]

8 Other Business

Welcomed Hannah to the group who will be taking over as a comms
contact on Vikki’'s departure.

Pete noted in discussions with GP colleagues he has discussed the
lamotrigine brand change and no clinical concerns were raised.

Adam noted that he had presented to NZNO Mental Health Nurses
section regarding the brand change and no clinical concerns were
raised.

Adam noted that CME conferences may be a good mechanism to
raise awareness of materials to support the brand change Noted the
PSNZ conference was held 10-11 August so this opportunity had
been missed for this group. Continue to identify potential
opportunities

Adam will circulate the latest data to the group when this is available
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9 Action ltems

1.

A1306156

Vikki to follow up on mechanism for publishing outcome of
exceptional circumstances applications

Laura and Vikki to follow up with | | | | e media query

Adam to liaise with Simon to check he has background regarding
the correspondence to CAC and note that TGM should be
involved in review

Adam to follow up with analysts for latest data

Adam to distribute bpac article to || | | | NEEEE ANZAN for
dissemination

Next meeting Monday 9 September 2019
Medsafe meeting Friday 13 September 2019.



Proposal for a double blind, double dummy, cross-over, randomised
controlled trial comparing the standard version of an anti-epilepsy drug with
a generic version.

| would like to propose that Pharmac fund a double dummy, blinded, cross-over,
randomised controlled trial comparing the standard version of an anti-epilepsy drug with a
generic version.

| am specifically proposing that Lamictal is compared with the generic brand of lamotrigine,
Logem. The same approach could perhaps be used to study other anti-epilepsy drugs, but
there would be important ethical issues to consider. (See below)

The problem

Different manufacturers produce different anti-epilepsy drugs (AEDs) that contain the same
active agent. Pharmacokinetic studies can be done which show that the drugs are, in theory,
comparable However, many patients, pharmacists and doctors are sceptical Thereis a
major risk that the nocebo effect will come into play. Patients report side effects because
they do not believe the new product is as good as the original one In addition, because
seizures occur in an unpredictable manner, it is likely that some patients who have had their
seizures controlled previously, will, at some time, have breakthrough seizures. | see this
reasonably often, even when patients remain on the same brand of a drug However, if this
happens after a patient changes from one preparation of a drug to another one, the
patients usually draw the conclusion that they had the seizure because they changed the
drug Itis almost impossible to convince an individual patient that this is not the case

The solution

| think the solution is to conduct a double dummy, blinded, cross-over randomised
controlled trial comparing the standard version of an anti-epilepsy drug with the generic
version.

This would answer the question definitively, and determine if there is a significant
difference between the two products Personally, | doubt that there will be, and | think this
would answer those who doubt that the generic version is as good as the branded version. |
think it could be a really valuable study internationally.

The details would depend on what patient group is being studied The simplest design
would be to study patients who are already taking the standard preparation of an AED - in
this situation, Lamictal, and who are stable This would include patients who are seizure
free, but might include others who have reasonably predictable seizures (i e they have
seizures occurring with a certain regularity, such as one or two per month.)

If this was the group being included, then | would propose that the study would go for a
year. Patients would all get 6 months of treatment with the Lamictal brand and 6 months of
the generic brand. They would also take a placebo of the alternative preparation. Patients
would be randomly assigned to the generic or Lamictal brand for the first 6/12 The patients



would keep seizure diaries and record side effects. At the end of the year, the code would
be broken and it would be easy to see if there is any difference between the two agents.

The EpiNet study group would be able to undertake this study, in conjunction with the
Neurological Association of New Zealand. The EpiNet study group has been set up to
conduct clinical effectiveness studies in epilepsy. We are concerned that there is relatively
little evidence to guide clinicians when deciding what anti-seizure drugs to use

We are currently undertaking some comparative effectiveness studies of first line anti-
seizure drugs in patients with newly diagnosed epilepsy; these are the EpiNet-First trials, in
which patients with newly diagnosed epilepsy are randomised to lamotrigine,
carbamazepine, levetiracetam or valproate, depending on the seizure type (and whether or
not they are women of child-bearing age ) These trials are pragmatic, unblinded,
randomised controlled trials. (www.epinet.co.nz)

The EpiNet platform would be able to be used to conduct a trial of this nature, though it
would require some modification.

Issues to consider
There are a number of issues that would need to be considered.

e Could placebo copies of the different products be obtained? They would need to be
identical to the active drugs, and packaged similarly.

e Would the patient's usual pharmacist provide the drugs and placebos, or would
patients need to go to a central agency (e.g. a hospital pharmacy?)

e Who would be unblinded? | think it is essential that the patients and physicians are
blinded. If patients are to receive their drugs from their usual pharmacy, would the
pharmacist be unblinded and dispense the drugs themselves, or would they remain
blinded, and simply dispense Product A and Product B?

e Could doctors change the dose of the study drug? | think they would need to be able
to do this Presumably, the dose of both the active agent and the placebo would be
increased together.

e Would patients need to be on monotherapy? This would certainly make the study
easier to perform, though it might restrict the numbers who get recruited. | would
suggest that patients do have to be on stable monotherapy when recruited
Changing the AED or going onto polytherapy would be one of the secondary end-
points of the study.

e Could doctors change the study drug itself? Could another drug be added to the
regimen? Again, | think these options would need to be available to the physicians, if
the patient either develops intolerable side effects or the study drug is deemed to
have failed.

e Should serum levels of the drugs be measured? If so, at what intervals? Would the
information be made available to the treating doctors?

e What would the end-points of the study be? | would propose that the primary end-
point would be a comparison between the number of seizures experienced by the
patients during each phase of the study. Secondary end points would include:

0 The time to the first seizure



The frequency of side effects

The severity of side effects

The number of changes in drug doses
Whether patients remained on the study drug

O O O O

The number of patients to be included would be determined by the group being studied. If
only patients who had been seizure-free for at least a year were included, then | think the
study would probably need to continue for at least one year, and a larger number of
patients would probably need to be included. If patients were having, on average, a seizure
every week, then the study could be of a much shorter duration (e g 3 months on each
product), and fewer patients may be needed. However, it may also be the case that fewer
patients would be available to be recruited.

Further Issues re trial-design

Due to the slow titration that is required when starting someone on lamotrigine, | do not
think it would be possible to use this design for patients who are starting lamotrigine as a
new AED It would still be possible to compare different groups who received either brand
of the drug, but they would not be acting as their own controls, since the dosing regimen
would clearly be very different in the second period of the study compared to the first
period.

This issue would not arise for drugs that do not need to be titrated, though even here, it
might take some time to know whether an effective dose of a drug has been reached

Ethical Issues

| think the approach | have outlined here could be used to study any combination of original
drug and generic drug However, there would be important ethical issues to consider

The major benefit of comparing Lamictal with Logem is that patients are going to have to
change to Logem by October if the study does not proceed. However, if another drug was to
be considered (such as sodium valproate) then the question would be: Why would patients
want to participate? Particularly, if patients are seizure-free, would there be any reason to
take part in a study of this design? If they have not had a seizure for more than a year, they
would be entitled to drive If they participated in this study, and did have a seizure, they
would lose their ability to drive, and this could have serious repercussions (such as
maintaining employment.) | would therefore not recommend to patients on sodium
valproate that they should participate in a study of this nature if they were seizure-free and
driving. Patients who are not seizure free might still be willing to participate, and they are
unlikely to be harmed However, they would be participating for the greater good, and
would not be getting anything from the study themselves | think recruitment would
therefore be difficult.



Deirdre M:Eullnuah
From: [ QLoE 0 B

Sent: Wednesday, 19 Jume 2019 3:19 PM

Tao: Adarm McRae

ce I 0

Subject: FW: Pharmac and Cate control study of LTG

Attachments; EQUIGENChronicFinal206.pdf, Proposal re double dummy RCT docx
Hi Adam

Here is the documeant | kave prepared re the proposed crossover trial comparing a generic version of an anti seizure
:;I'l_.-|_-; wiith the original brand,

I sent it to a statistician (Yannan Jiang) wha | have worked with on another trial to get her response Her reply ks in
thie @ mall trall below

| would be interested in knowing if Fharmac are interested in pursuing this any further

lam net sure if you are going to the ENZ Staff conference on Friday, but | am afraid that | will not be thera

Best wishes

From: [
Sent: Monday, 17 June 2019 11:48 a.m.

To: I (CHE)
Subject: RE: Pharmac and Case controd study of LTG

Hi -

How are you? It |5 great to know that the SUDEP NZ study will start soon|

Thanks for the following information and reference [attached). The paper is very interesting, although it is complex
in design and analysis which is not surprising for US trials | agree with you that such a trial is possible and important
if Pharmac is interested and happy to fund the research,

Depending on the clinical guestions refevant to the NZ patient population, the trial design may change accordingly
and therefore the sample size, Cross-over trials will require less number of patients than a standard parallel trial
design, with a longer study periad tor the patients completing all treatments in randomby allocated sequences The
key assumption is that, there is no carry over effect from the previous drug when patients switch to the next drug
treatment and their conditions remain stable as baseline prior to each treatment The equivalence trial is different
trom non-inferierity or superiority trial, which is not often conducted in NZ. Hewever if yvou have encugh funding for
patient recruitment, double-dummy drug preparation and dispensing, and data collections, such a trial will be novel
| am happy to help with further discussion and trial design if Pharmac has specific anti seigure drug and patient
population of interest.

Thanks,
e

From
Sent: Saturday, 15 Jume 2019 5:09 PR

To: I . I
m_-

Subject: AE; Pharmae and Case contrel study of LTG




Hi

| see that a similar study ot 35 patients was published in 2016

Michael D Privitera, Timothy E Welty, Barry E Gidal, Francisco J Diaz, Ron Krebill, Jerzy P Szaflarski, Barbara A
Dworetzky, John B Pollard, Edmund J Elder, Wenlei Jiang, Xiachui Jiang, Michel Berg. Generic-to-generic
lamotrigine switches in people with epilepsy: the randomised controlled EQUIGEN trial. The Lancef
Neurology, 2016

Chears
[ ]

From: [

Sent: Saturday, 15 June 2019 501 p.m,

To:

Cc:

Subject;: Pharmac and Case contral study of LTG

a

| hope you are well With luck, we will saon be starting our SUDEP study in Mew Zealand | am attending the
discussion of the study by the HDAC Morthern A committee on Tuesday,

This & mail, though, is to seek your opinion regarding a guite differant study

You have probably been aware of adverse publicity that arose recently regarding the decision by Pharmac to only
fund & single brand of lamotrigine for people with epilepsy

| proposed to Pharmac that they fund a double blind, double dummy, cross-aver randomised contralled trial
comparing the Lamictal brand with the generic brand [Logem),

The initial response | had was that the decision regarding lamatriginge has already been made, and Pharmac are
unlikely to fund such a study. However, Pharmac would be interested in locking at a proposal to undertake this type
of study lfar other anti-selzure drogs.

Adam Macrae at Pharmac asked me to prepare a short document outlining how such a study would look,
Waould you be willing to give me your opinion regarding the attached document?

Do syou think a trigl such as | propose would be able to demonstrate similar efficacy between the 2 products? Would
we need to do a formal non-infeériority study? | have stated that the primary end-point would be a comparison
between the number of seizeres experignced by the patients during each phase of the study | am aware that this s
nok really a primary end-point, What should the primary end-point be?

Do we state a null hypothesis that there will be a difference, and set out to disprove this

How do we determine haw many patlents would need to be recruited?

Do ywou have any ather comments?
Would yvou be interested in helping with such a study, if Pharmac are interested?

Kindest regards

From
Sent: Monday, 27 May 2019 10:28 p.m.

To: I (*.DHE)

Dear Sarah
Would Pharmac consider funding @ randomised controlled trial of Lamictal vs the generic brand of lamotrigine
{Lagem) that is going ta be funded from October?



I am the chairman of the EpiNet study group, which has been set up to conduct dinical effectiveness studies in
epilepsy We are concerned that there is refatively little evidence to guide clinicians when deciding what anti seizure
drugs to use,

We are currently undertaking some comparative effectiveness studies of first line anti-seizure drugs in patients with
newly diagnosed epilepsy; these are the EpiMet-First trials, in which patients with newly diagnosed epilepsy are
randomised to famotrigine, carbamazepine, levetiracetam or valproate, depending on the seizure type [and whether
or not they are women of child bearing age.) These trials are pragmatic, unblinded, randomised controlled

What | am proposing is that we could conduct a double dummy, blinded, cross-over randomised controlled trial

The study would go for a yvear. Patients would all get 6/12 of treatment with the Lamictal brand and §/12 of the
genenic brand, They would also take a placebao of the alternative preparation, Patients would be randomly assigned
to the generic or Lamictal brand for the first 6/12. We would get the patients to keep seizure diaries and record side
effects, and see at the end of the vear if there is any difference between the two agents

This would answer the question definitively and determine if there is a difference between the two products
Personally, | deubt that there will be, and | think this would answer those who doubt that the generic version is as

good as the branded version. | think it could be a really valuable study internationally.

Clearly, we would need someone to produce placebo versions of the two products (Lamictal and Logem.] | am not
sure if the two pharmaceutical companies involved would be prepared to do this

Are yvou interested in discussing this any further?
Could | give yvou  or one of your colleagues in Pharmac  a ring?

Alternatively, someone might like to ring me _ or reply to this e mail
FYl, | am also president of Epilepsy Mew Zealand, and | oversee the epilepsy surgery programme at Auckland
hospital. | did serve a term on the Neurological Subcommittee of Pharmac in the past, but resigned after one term

s0 that | could focus on Epilet

Yours sincerekhy

| |:| | Wirus frens. wawava.com



Managing lamotrigine calls.

Key messages:

Provide reassurance that Logem has the same active ingredient as the other brands
of lamotrigine and is delivered to your body the same way.

Logem should work the same way for you as your old brand of lamotrigine.

Logem has been approved by Medsafe, the New Zealand Medicines Authority who
decides what medicines are safe to use.

If the patient is enquiring about staying on the Lamictal brand:

The supplier has indicated that they will continue to supply Lamictal in New Zealand.
You can talk to your pharmacist to check availability and price.

PHARMAC will also consider a funding application from a prescriber for a specific
brand of lamotrigine for their patients who, due to exceptional clinical difficulties, are
unable to manage a change of brand to the sole funded brand or who have not
tolerated the change. You will need to discuss this with your doctor as they will have
to make this application.

If the patient has experienced an adverse event:

If a patient is reporting a serious adverse event* encourage them to contact their
doctor as soon as possible and report to CARM. If appropriate pass the call to the
Therapeutic Group Manager (Adrienne or Andrew Oliver) or if not available begin
gathering information to compete the lamotrigine contingency check list, file in
Objective and notify the TGM. (*a serious event would be considered a sentinel
event or one causing patient harm attributed to the brand change which is not
expected (e.g. loss of seizure control while driving, injury, or death) if in doubt treat
as a serious event)

If the patient is reporting and adverse event that is not serious encourage them to
talk to their doctor and report the event to CARM.

PHARMAC will also consider a funding application from a prescriber for a specific
brand of lamotrigine for their patients who, due to exceptional clinical difficulties, are
unable to manage a change of brand to the sole funded brand or who have not
tolerated the change. You will need to discuss this with your doctor as they will have
to make this application.

Additional reference materials

The Lamotrigine Contingency Plan contains key messages.
A FAQ document has been prepared which has answers it a broader range of common
guestions.
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Lamotrigine brand change contingency plan

From 1 October 2019, Logem will be the sole subsidised brand of lamotrigine. Currently
there are three funded brands of lamotrigine, Arrow-Lamotrigine, Lamictal and Logem.
Patients currently on Arrow-Lamotrigine or Lamictal will need to transition to the Logem
brand.

The purpose of this paper is to provide a contingency plan for any issues that may occur
over the transition period. The first part of this paper reiterates key messages that are
being communicated assuming no issues arise, while the second part of the paper outlines
the Contingency Plan that will be activated if required.

Communication Objective

To keep patients, health professionals and other interested parties reassured, informed and
resourced during the brand change via key communication channels.

Communication key messages
What changes are happening?

e The funded brand of lamotrigine is changing from Lamictal, Arrow-Lamotrigine and
Logem to Logem only.

¢ Lamotrigine is a medicine used to treat epilepsy and some mental health conditions,
including bipolar disorder.

e From 1 May 2019 to 1 October 2019 people have five months to change to the Logem
brand of funded lamotrigine. We are encouraging people to discuss this change with
their healthcare professionals early.

e From 1 October 2019 PHARMAC will only fund the Logem brand of lamotrigine. This
means that up to 11,000 people will need to change their brand of lamotrigine if they
want to continue taking a funded brand of this medicine.

e From 1 October 2019 people will be able to collect a 3-month supply of lamotrigine
(Logem brand only) from their community pharmacy.

About Logem and supporting the change

e Logem works in the same way as Lamictal and Arrow-Lamotrigine. Logem has the
same active ingredient as the other brands and is delivered to the body in the same
way. This means it will have the same effect as the other brands.

¢ We know change can be difficult for some people. It's understandable that people might
have questions about changing brands, but they shouldn’t notice any difference when
changing to Logem. If people have any questions or concerns about changing their
brand of lamotrigine, we encourage them to talk with their healthcare professionals.

e Our dispensing data for 2018 shows that around 50% of all patients who collected a
funded prescription for lamotrigine, have changed brands at least once since they
started on lamotrigine. Around 4,000 patients have changed brands two or more times.
We are not aware of, nor have we been informed of, any significant clinical impacts for
these people when they changed brands. Moving to a single funded brand of
lamotrigine will avoid ongoing, potentially unmanaged, brand changes for patients.



The chronic nature of epilepsy means that people, even on treatment, can have
recurrent and spontaneous seizures. Expert advice based on a review of literature
indicates that just over 1 in 5 people with epilepsy who are stable and have been
seizure-free may experience a seizure within 2 years. In general, this is managed
through medication review with a patient’s doctor and by considering dosage
adjustments or a change of medication. We engaged with epilepsy support groups and
health professionals before we made the decision to fund one brand of lamotrigine. We
have used their feedback to help develop support materials for people changing brands
of lamotrigine.

To help prescribers and pharmacists to support patients changing brands, we have
developed a range of resources including patient information, access to ‘Beyond the
Brand’ learning module about brand changes and up to date information about the
lamotrigine brand change on the PHARMAC website.

Some people may return to their GP with concerns following the change to the Logem
brand and may need additional support to make a successful change. In these cases,
the GP visit co-payment may be waived and PHARMAC will reimburse the GP clinic on
invoice. PHARMAC will also consider a funding application from a prescriber for a
specific brand of lamotrigine for their patients who, due to exceptional clinical
difficulties, are unable to manage a change of brand to the sole funded brand or who
have not tolerated the change.

Why have these changes been made?

PHARMAC's job is to make sure New Zealanders have funded access to the medicines
they need. Making brand changes to medicines helps us achieve that by freeing up our
fixed budget to fund other medicines in the community.

Changing which brand of lamotrigine we fund means we’ll free up more than $30 million
over the next five years, money that PHARMAC will use to fund other medicines for
New Zealanders.

Before deciding to change the funding arrangements for this medicine we got expert
advice from healthcare professionals who work directly with people with epilepsy and
mental health conditions to make sure it's appropriate for people to change brands of
lamotrigine. If our expert clinical advisors said it wasn’t appropriate, we wouldn’t make
the change, regardless of the savings we could achieve.

If you want more information about what this brand change means for you, please visit
our website www.pharmac.govt.nz/lamotrigine or contact us at
enquiry@pharmac.govt.nz or 0800 660 050.



Lamotrigine - Contingency planning (Internal document)

The Implementation Lead would be responsible for utilising and actioning the responses
identified in this plan as needed. They would be guided by a lamotrigine implementation
project team consisting of the relevant TGM, NPPA Team Leader, Communications
Advisor and Deputy Medical Director. The Implementation Lead would manage
dissemination of regular information to the lamotrigine implementation project team.
Information monitored would include Exceptional Circumstances applications received by
the NPPA team as well as enquiries from health professionals and reports to CARM.

Potential risks and mitigations during the transition phase (and beyond) of this brand
change were identified by the implementation project team. The attached table details the
risks, the actions and communication messages associated to support the mitigation of
each risk.

The main risks that have been identified are as follows:

1. Reports of breakthrough seizures, mood destabilisation or adverse effects in one or
more patients

2. Reports of serious or sentinel events causing patient harm

3. Adverse and/or sustained reporting via media or social media

4. Withdrawal of Arrow-Lamotrigine from New Zealand by Teva

5. Withdrawal of 2mg and/or 5mg presentations of Lamictal by GSK

6. Out of stocks by supplier of Logem Mylan

The level of risk and associated likelihood have been indicated in the attached table.

If any of the risks identified occur, PHARMAC staff involved in the project will immediately
alert the Senior Leadership Team (SLT), the Clinical Risk and Outcomes Committee
(CROC) and Communications team as per the plan.

The objectives of this contingency plan are to:

o Keep patients and health professionals reassured, informed and resourced during
the transition phase of this brand change.

e Keep key sector partners reassured and informed during the transition phase
including Medsafe, CARM, MoH and the Minister of Health.

e Implement the planned contingency and communication activities as outlined in the
table attached if any of the risk scenarios happen.

e Respond appropriately to any adverse events to ensure patient safety.
e Manage any adverse publicity which may arise from any of the scenarios

o Ensure staff are informed if any of these risks are triggered and that messaging is
consistent throughout the organisation.



e Ensure all identified risks are mitigated and monitor the progress of the brand change
activities.



Risk Scenario

Health Professionals actions

PHARMAC's responseairale

Timeframe/outcomes

Communication plan and
responsibilities

Reports generated

Reports of break through
seizures, mood destabilisation or
adverse effects in one or more
patients being attributed to the
brand change

Impact:
MEDIUM
Likelihood:
HIGH

Prescriber idenfifies the patient
is experiencing break through
S2IZUres, Incraasa in sezura
frequency, mood
destabilisation or adverse
effecis indicating excess or
reduced lamolrigine levels

Patient to be managed by their
treating clinician as per usual
practice, may consider
checking adherence, levels
and/or dose adjustment

Contact PHARMAC to inform
issues ocouring,

Report to CARM if an adverse
evenl is dentified.

TGM fo review reported issues
(including those reported to
FHARMAGC identified via
Exceptional Clreumstances
applications, CARM reporting
and PHARMAC enquires 0800
line or email) as they are
notified and lialse with the
lamotrigine implementation
projact team and Director of
Operations as necessary to
appropriabe identify
approaches

Motify and discuss with Medical
Dhrector or Deputy Medical
Directors and NPPA Team

Leadaer as necassany

If management measuras are
not sufficient to Imprave clinical
oulcomes consider escalating
to risk scenario two below as

appropriate and complete
check list

Undertake assessment within a
Wwaak

Key messages:

» Logem works in the same
way as Lamictal and Amrow
Lamofrigine Logem has
the same active Ingradient
as the other brands and Is
delivered to the body in the
same way. This means it
will have the same effect as
the ofher brands

= The chronic nature of
epllepsy means that
people, even on reatment,
can have recumment and
spontanenils seZuras,
Expert advice based on a
review of literature
indicatas that just over 1in
3 people wilth epilepsy who
are stable and have been
selzure free may
expenaence a seizure within
2 years. In general, this is
managed through
medication review with a
patients GF and by
considering dosage
adjustments or & change of
medicalion.

» PHARMAL is aware of the
issua and is liaising with
the freating clinicianis)
We are monitoring the
outcome

» The clinical teams are
managing this with their
patients and PHARMAC Is
supparting them with
information and expert
advice,

Key spokespeople:
Directar of Operations
Medical Director or Deputy
Medical Director

TGM to report to Manager
Pharmaceautical Funding
weekly, copied o the Medical
Director as necessary

Implementation Lead fo send
a fortnightly update sent 1o
lamatrigine Implemeantation
project team.

Implementation Lead fo send
an email update to the (CROC)

Implementation Lead lo liaise
with Communications Team o

provide no surprises update to
Minister monthiyfas reguired

Reports of serious sentinel event

causing patient harm being
attributed to the brand change

Impact:

Prascriber belleves the patient
Is experiencing serious
adverse effects causing patient
harm or has experienced a
sentinel event (e g loss of

PHARMAC stalf receiving
notification 1o refer lo TGM or
complete a check list for follow
up. This relates to reports
received directly by PHARMAC

Patient will be managed by the
reating clinician and be in
regular contact with them {in
hospital or outpatient).

Key messanes:

+  PHARMAC is working

closaly with the clinicians
and our expert advisors to

Implementation Lead/TGM to
infarm lamaotrigine
implementation project team,
CROC and SLT




Risk Scenario

Health Professionals actions

PHARMAC's responseairale

Timeframe/outcomes

Communication plan and
responsibilities

Reports generated

HIGH
Likelihood:
LOW

seizure control while driving,
injury, or death) that is possibly
related to the brand change

Contact PHARMAC 1o nolify as
soon as possible

Encourage reporting of the
adverse eyvant to CARM if this
has nel been dong,

stff (i.e. not 3™ party reports
e.q0 CARM). PHARMAC staff
likely to include enguires team,
NPPA team and TGM

Implementation Lead to
coordinate development of
checklist In conjunction with
TGM, lamofrigine
implemantation project team
and Medical {see the
checklist). See Objeclive
lolder 1o caplure completed
checklists

Implementation Lead to
establish regular meetings with
Medsafe to review CARM
adverse event reports

TGM 1o review compheted
checklist. Discuss with
Manager Pharmaceutical
Funding/Medical Director/
lamaotngine implemeniation
project team. Determine input
required from the NPPA panel
examining lamotrigine
Exceplional Circumstances
funding.

Consider if advice is requirad
from expert member of Mental
Health or Neuralogical
Subcommittees or NPPA
Advisory Panel

Assess the following:

¢ Clinical risk to patient and
whale patient group

# Should patient remain on
Logem or change back to
their previous brand of
lamotrigine? (if appropriate)

« Communication with other
relevant specialisis to raise
awareness of the sentinel
event and recommendad
action points (TGM to
action, Medical Director to
sand)

PHARMALC assessment and
decisions on next steps
complete within maximum 48
howrs,

If this iz a more widespread
issue, a full communications
pian o be initiated

understand the paricular
events surrounding this
case

» We will communicate any
further information as soon
a5 we are able

o There is a specific process
for considerning funding in
excepfional circumstances
for individual patients whao,
due o exceptional clinical
difficulties, are unable 1o
manage a change of brand

« Detlalls on how to apply lor
exceplional circumstances
funding are available on
our website

# The chronic nature of
apilepsy means thal people,
even on treatment, can have
recurrent and spontaneous
seizures Expert advice
based on a review of
literature indicates that just
over 1in 5 paople with
epilepsy who are stable and
have been seizure-free may
experience a seizure within 2
vears, Ingeneral, this is
managed through
medication review with a
patients GP and by
considering dosage
adjustrments or a change of
madication

Spokespeople;

Director of Cperafions
Medical Director or Deputy
Medical Director

Communications team:
Manager Communications and
Communications Adviser to ba
alerted

All communications to ba
reviewead and approved
between Operations, E&I;
Medical teams

Implementation Lead fo ligise
with Communications Team fo
report to Minister as necessary
(to be determined on case by
case basis)

Medical Director to email
nominated contact and relevant
climical groups with feedback
on issues o all relevant
specialists if appropriate (not
with patient specific detail)




Risk Scenario

Health Professionals actions

PHARMAC's responseairale

Timeframe/outcomes

Communication plan and
responsibilities

Reports generated

Adverse and/or sustained

reporting via media or social
media

Impact:
MEDILUM
Likelihood:
HIGH

Communications Adviser to
undertake regular monitoring of
media and social media and
repor any messages about the
brand change are o the
lamaotrigine implementation
project team

Respond to media enquiries
and assass raquirement (o
respond to social media
posts/messages in a fimely
mannear

Fortnightly reporting with
rEsSpoOnsas as required

Key messages (depends on
what is said via what channel)
where possible these should
reflect the key messages
contained in the first section of
this document

Spokespaople:
Director of Operations
Medical Director

Reactive approach

Communications Adviser
and Implementation Lead 1o
co-ordinate with relevant
parties to on responses

Communications Adviser to
monitor impact of PHARMAC
responsa via soclal media
channal or in mainstream

media

Implementation Lead (o
provide summary of media
activity to lamatrigine
implemnentation project team to
assess and consider the neead
for a reactive media sirategy
based on the lrequency and
reach of media

Withdrawal of the Arrow

Lamotrigine brand from supply in

New Zealand by Teva post 1
October 2019

Impact:
MEDILUM
Likelihood:
HIGH

TGM/Procurement Manager
to lizise with treating clinicians
and pharmacy to procure
Arrow=Lamotrigine stock from
overseas for patients funded 1o
use that brand via EC/NPPA

Contact wholasalers if nesded

NPPA Funding Coordinator
to communicate to individual
applicants and treating clhnician
informing of stock issues and
how to obtain supply (if

knowm)

Costs Involved in sourcing
Section 29 stock would be
covered via the Exceptional
Circumstances framework

For successful Expectational
Circumstances consider if
Lamictal brand would be a
suitable alternative

Monitor throughout transition
and ongoing if Excepfional
Circumstances application
approved for Armow
Lamaotrigine

Key messages:

" Wa are aware of this
stock situation and are
doing everything we can
about it

. We are working with
specialists and
pharmacies to ensure
patients who rely on this
medication will not be
affected with this stock
IssUe,

Additional messages if
necessary:

. PHARMALC does not
have a contract with the
supplier of Arrow-
Lamofrigine

Spokesperson:
Director of Operations

Stock issues reported from
wholesakers, pharmacies or
hospitals ad hoc

Contract Manager/TGM o
report to Manager
Phamaceufical Funding,
Manager P&C and & Do as
necessary

Implementation Lead o
provide update to lamotrigine
implementation project team
and CROC

Implementation Lead to liaise
with comms 1o provide a no
surprises update to Minister as
necassary




Risk Scenario

Health Professionals actions

PHARMAC's responseairale

Timeframe/outcomes

Communication plan and
responsibilities

Reports generated

Withdrawal/supply issues with
2mg andfor 5mg presentations

Pharmacies to inform
PHARMAC if having problems

Contract Manager TGM to
liaise with wholesalers and

Ongoing monitoring

Key messages:

Stock issues reported from
wholesalers, pharmacies or

securing supplies of 2mg and pharmacies to procure 2mg " We are aware of this hospitals ad hoc
Impact: amg lamotrigine dispersible and Smg lamaotrigine slock situation and are
MEDIUM lablets dispersible lablets doing everything we can | Contract Manager/ TGM lo
Likelihood: about it report to Manager
LOW Assess costs involved in »  We are working with Pharmaceutical Funding,
sourcing section 29 stock, pharmacies and GSK, Manager P&C and & DoO as
provide financial support to the supplier of Lamictal, | necessary
pharmacias as necessary 1o to ensure patients who
avoid costs being passed onto rely on this medication Implementation Lead fo
patients will not be affected by provide update to lamotrigine
this stock issue implementation project team
and CROC
Additional messages for
DHBs/funders if necessany: Implementation Lead to liaise
with comms to provide a nio
- PHARMAL does not surprises update to Minister as
have a contract with the | Necessary
supplier of Arrow-
Lamoirigine
. There is an indemnity
clausa in the contract
with the manufacturer, of
Lamictal (GSK) which
means the supplier will
pay any additional costs
for a fallure to supply
Spokesparson:
Chirector of Operaticns
Out of stocks by supplier of Pharmacies to infarm Contract Manager (o receive | Ongoing in event of identifying | Key messages: Contract Manager to provide
Logem Mylan PHARMAC if having problems | updates on stock levels from supply issues weekly sales and stock levels
securing supplies of Logem Mylan and review progress . We are aware of this from manufaciurer (Contract
Impact: with brand change in relation o stock issue and are manager TGM to review)
E:E“hm stock levels weekly working with the supplier & i e
8 : ontract Manager, o
LOW TGM lo implement dispensing « s uaEmng ihae report to Manager

resftrictions if required

If stock shorfage does occur,
communication to prescribers
and pharmacies with
information of stock issues and
strategies put in place to
ensure supply for patients
already on Logem

haven't been any patients
affected by this stock
issUE

. We will continue 1o
closely monitor the
shortage with the supplier

Additional messages for
DHBsfunders:

. There is an indeminity
clause in the confract
with the manufacturer,
which means the supplier
will pay any additional
costs

Phamaceutical Funding,
Manager P&C and & DoD as
nacessary

Implementation Lead (o
provide update to lamotrigine
implementation project team
and CROC

Implementation Lead fo liaise
with comms o provide a no
surprises update to Minister as
Necessary




Health Professionals actions | PHARMAC s responseirole Timeframe/outcomes Communication plan and Reports generated
Risk Scenarlo responsibilities

Spokesperson:
Director of Operations




PHARMAC

Fhormoceutcd Monopamen| Agency

NEUROLOGICAL AND MENTAL HEALTH SUBCOMMITTEE
MEMORANDUM

From:

Date:

Therapeutic Group Manager

January 2019

Matters arising: Proposal to switch to one funded brand of lamotrigine

QUESTIONS TO SUBCOMMITTEE

Questions relevant to both epilepsy and mental health conditions

1

What is the Subcommittees’ view on the information provided by Medsafe, in particular
with regards to the literature cited in Medsafe’s letters?

What is the Subcommittees’ view on the updated literature review provided by
PHARMAC staff?

What is the Subcommittees’ view on the consultation responses?

What is the Subcommittees’ view on the implementation activities suggested by
Medsafe?

Do the Subcommittees agree with Medsafe’s description of who ‘the most vulnerable
patients’ are (those who are seizure free and those with labile seizures)?

a Are there any other patient groups the Subcommittees consider to be equally
vulnerable?

Should GPs refer the ‘most vulnerable patients’ for specialist oversight of a brand
switch?

a. If yesto above, how many patients would this likely be?
b. What would be the specialist oversight that would be provided?
¢ How many clinic visits would these patients require?

What is the likely clinical situation of patients who take both venlafaxine and
lamotrigine?

a Given the difficulties that some patients experienced with the recent
venlafaxine switch would the Subcommittees have increased concerns about
switching this subset of patients?

Do the Subcommittees consider that there needs to be an alternative funding
mechanism available for patients who are either unable to switch brands or need to
switch back to their original brand?

a How many patients would likely apply?

b. What criteria could we use to assess any applications for those who are unable
to switch brands or need to switch back to their original brand?

c. What information should be provided, and by whom?
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d. If PHARMAC was to create a Panel of clinicians to assess applications, what
scope of practice should be represented on the Panel (e.g. Neurologists and
Psychiatrists)?

9. Are the Subcommittees still comfortable with PHARMAC progressing with a move to
one funded brand of lamotrigine, supported by the implementation activities noted in
this paper and an exceptions mechanism?

10. Do the Subcommittees consider that a longer transition (i.e. longer than the previously
advised 3-6 months) would be needed to support a brand change should the proposal
go ahead?

11. Do the Subcommittees have any comments/suggestions regarding the proposed
implementation activities noted in this paper?

12. CARM reports and hospital admissions are currently the only mechanisms we can
access to monitor breakthrough disease. Are the Subcommittees’ aware of any other
mechanisms we could use to access this information?

a. If no to above, are the Subcommittees aware of how we would find this
information?

Questions relevant to epilepsy

13. What is the Subcommittees’ view of the updated UK Medicines & Healthcare products
Regulatory Agency (MHRA) advice about switching between different manufacturers’
brands of anti-epileptic drugs (AEDs)?

a Based on this updated information does the (Neurological) Subcommittee wish
to change any of its previous considerations relating to AEDs and MHRA
categorisation?

14 With regards to the MHRA'’s advice on category 2 AEDs; what do the Subcommittees’
consider the role of the primary care team (e.g. GP, practice nurse) could be in
supporting a patient with epilepsy through a brand change of lamotrigine?

b Isthe MHRA advice specific to those who are taking AEDs for epilepsy?

c. What services would be required from the primary care team in supporting a
lamotrigine brand change?

d Could these services be provided by a supporting clinical role other than the
GP (e.g. practice nurse or nurse practitioner)?

e. Would this be necessary for all patients taking lamotrigine for epilepsy or just a
subset of these?

i. If only necessary for a subset, how could the group be clinically
defined?

15 What symptoms, that may indicate a risk of reduced/increased bioavailability with
lamotrigine, should HCPs be reminded of?

f. Specifically, for people with epilepsy?

16 Is there any information regarding employment and/or driving a vehicle that people
with epilepsy and their prescribers need to discuss prior to changing brands of
lamotrigine?
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Questions relevant to mental health conditions

17. What mental health conditions, apart from bi polar affective disorder, is lamotrigine
prescribed for?
18. What does the Subcommittee consider the role of the primary care team (eg GP,
Practice nurse) could be in supporting a patient with a mental health condition through
a brand change of lamotrigine?
a What services would be required from the primary care team in supporting a
lamotrigine brand change?

b Could these services be provided by a supporting clinical role other than the
GP (e.g. practice nurse or nurse practitioner)?

c. Would this be necessary for all patients taking lamotrigine for a mental health
indication or just a subset of these?

i. If only necessary for a subset, how could the group be clinically
defined?

19 What symptoms, that may indicate a risk of reduced/increased bioavailability with
lamotrigine, should HCPs be reminded of?

a. Specifically, for people with a mental health condition?

20 What information regarding employment and/or driving a vehicle would people with a
mental health condition and their prescribers need to discuss prior to changing brands
of lamotrigine?

PURPOSE OF THIS PAPER

The purpose of this paper is to seek clinical advice on concerns that were raised during
consultation on a proposal to move to one funded brand of lamotrigine (Logem); and, to seek
clinical advice on possible implementation activities to support the change (should it go
ahead)

DISCUSSION

BACKGROUND

PHARMAC currently funds three brands of lamotrigine: Lamictal, Logem and Arrow-
Lamotrigine, at a total annual net cost of || GGz

There are approximately 12,500 patients taking lamotrigine; 62% of which are on Lamictal
brand, 26% Arrow-lamotrigine brand and 12% Logem brand Based on our analysis ~58% of
patients are taking lamotrigine for a mental health indication; and ~42% for epilepsy
Approximately 50% have of all patients who last received a prescription for lamotrigine in 2018
have switched brands at least once (52% of epilepsy patients and 46% of mental health
patients). More details on page 12-16.

The opportunity for significant savings coupled with the need to meet budget and fund new
investments led us to run a Request for Proposals (RFP) (a commercial process) for sole
supply of lamotrigine This was informed by advice/support from both Neurological and Mental
Health Subcommittees. The RFP was run in June 2018 and a preferred proposal was selected,
for sole supply of Logem
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In August 2018, PHARMAC issued a consultation on a proposal to move to one funded brand
of lamotrigine (Logem)

o The effect of the proposal would mean that all people taking any other funded brand
of lamotrigine 25mg, 50mg and 100 mg dispersible tablets (Lamictal, supplied by GSK;
and Arrow-Lamotrigine, supplied by Teva) would have 5 months to transition to the
Logem brand This would be approximately 11,000 people (89% of all lamotrigine
patients) changing brands (data regarding patient numbers is presented on page 15).

¢ Should the proposal go ahead it would mean significant savings of approximately $32
million over 5 years (NPV) (please note this is confidential) This is a substantial
amount of savings that PHARMAC could use to fund other pharmaceuticals.

A number of concerns, related to both epilepsy and mental health, were raised during
consultation. After reviewing all of the feedback, we determined that we require additional time
to consider the issues raised before a decision can be made on the proposal. We
communicated this update publicly in October 2018.

Medsafe provided the most substantive feedback and we have since discussed its concerns
with them in detail Following this engagement we determined that we needed to seek
additional clinical advice from both the Neurological Subcommittee and Mental Health
Subcommittees We note the outcome of this transaction will likely affect how we approach
other similar transactions in the AED area and given the sums of money involved, and
opportunities for significant savings for reinvestment, we are taking the feedback extremely
seriously and are committed to finding the best outcome to enable the savings to be realised
while ensuring that patients continue to have good health outcomes from lamotrigine

Clinical advice related to lamotrigine and other AED brand switches
Neurological Subcommittee advice

In November 2015, the Neurological Subcommittee provided clinical advice on antiepileptic
(AED) brand switching

In summary, with regards to lamotrigine, the Neurological Subcommittee considered:

e that a managed switch to one brand of lamotrigine would be preferable to having
multiple brands listed and that a competitive process for one brand of lamotrigine
would be appropriate Full details of the minutes are available in appendix 1

With regards to the MHRA categorisation (based on the MHRA 2013 advice) for AEDs the SC
provided the following advice:

e The Subcommittee considered the MHRA categorisation to be pragmatic and was
broadly supportive of the majority of the categorisation, with two exceptions. The
Subcommittee was unable to come to a consensus in relation to lamotrigine; whether
it should be in category one or two, or in category two or three

e The Subcommittee considered that AEDs in category one have a narrow therapeutic
index and should only have one brand listed to avoid inadvertent brand switching. The
Subcommittee noted that there is only one brand of carbamazepine, phenytoin,
phenaobarbital (phenobarbitone) and primidone (category one of the MHRA guidance)
listed in the Pharmaceutical Schedule.
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= With regards to category two of the MHRA categarisation (including lacosamide), the
Subcommittee expressed a preference for a managed brand switch if, as a result of a
competilive process, a sole supply arrangement was entered into which resulted in
one brand of AED being funded The Subcommitiee considered that a managed brand
switch would require a transition pariod of 3 to & months.

+ The Subcommittee considered that switching between brands for AEDs in category
three (not Including lacosamide) was unlikely to be clinically problematic. The
Subcommittee noted that levetiracetam tablets {category three of the MHREA guidance)
had previously changed brands and that the transition of this had been acceptable

Full details of the minutes are available in Appandix 1

Mental Health Subcommittes advice

In Movember 2016, the Mental Health Subcommittee provided clinical advice on lamotrigine
brand swilching. In summary, the Subcommittee considered that it would not be clinically
problematic from a mental health standpoint fo switch patients from one brand of lamotrigine
to anather It necessary (thal is, no more or less problematic than any other mood stabiliser
brand change) Full details of the minutes are available in Appendix 2

Consultation responses summary

PHARMALC received 32 responses to the August 2018 consultation on a proposed brand
switch for lamalrigine Eight of the responses were from Health Care Professionals (HCPs),
17 from consumers, 3 from Suppliers and 4 from others. Responders included clinicians and
HCPs, lamatrigine suppliers, the Royal Australlan and NZ College of Psychiatrists (RNZCP),
the MZ League Against Epilepsy (MZLAE), the Phammacy Guild, consumer organisations
(Epllepsy NZ, Epilepsy Waikato), government organisations (Medsafe, NZTA), consumers
and an academic.

Themes raised by responder type, are summarised in the lable below (lable 1), The individual
consultation responses are altached in Appendix 3

In summary, HCPs were generally supportive of the proposal, Concems regarding the
potential for loss of seizure control or mood destabilisation were raised by consumers,
consumer groups and pharmaceutical suppliers. The most substantive response we received
was from Medsale and relates to clinical advice provided by the Neurological Subcommitiee
For this reason, & summary of the concems raised by Medsafe is provided in a separate
paragraph below table 1,

Table 1: Consultabon feedback

Responder Themes and summary of feedback
type
Chnecians, Suppariive

HILEH Ona Neurcdogist noted that bioeguivalancs is likely fo be close between the differant
manufaciurers. Any differences im biosquivalence will be less than the rather large
sleps (usually 25myg) that dose adjusiments are made by clinicians  Savings can

be applied elsewhere in the health system
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One Meurclogist provided a reference in support of AED brand swilching _{Holtkamp
& Theodere, Epilepsia, 2018.59:1273 81.) {Reference altached in Appendix 7)

Highlighted the importance of malintaining supply of the 2 mg and 5 mg lablels
Possibility for reduced workload due to cne brand

Harm unlikely dus to pharmacautical or pharmacokinefic vanation bul may anse due
o poar patkent madicine management. A change will reguire clinkcian and support
sarvicas ime o pravent this

Dna respondar noted that they previously swilched 30 patients 1o Logem and only
one aut of 30 changed back dus fo taste.

D responder highbighted concems around some GSK marketing matenal that is
misleading.

NZLAE

Supportive.

Consider the change needs o be managed well at a pharmacy level.

Patimnls need to be informed that the changes will nat impact their sedzune conirol
Highlighied the importance of maintaining supply of the 2 mg and & mg tablefs
Highlighied importance of confinuity of supply.

Consider that all epilepsy patients should be given 3 months supply of their
madication at once

RANZCP

Suppartive, provided palients are supporled durnng he ransiton.
Suggests careful massaging to assist people changlmg to the new formulation

Considers that in some rare siualions the Logem brand may not have the same
subjective efiicacy and may not ba well tolerated by some consumers or even result
in relapse in some individuals, Therefore, would support a process wheare
individuals may seek alternative treatment options.

Academic I

Suppariive

Considars that there s clear evidence that changing brands does nol lead o
adverse health oulcomes, citing a publication {of which she s a co-aulhor) Lessing
et al Appl Health Econ Health FPolicy 2014:12:537 46 (Reference afiached in
Appendix T)

Fharmacy
Guald
(membership
organisation
for phamacy
CANTENS )

Cansiders that people with epilepsy and bipolar disorder are generally averse fo
change and that previous brand changes for these groups have been chailenging

Concems about koss of seizure conirol from a brand change

Considers thal research shows that brand changes can have flow on effects
resulting in increased healthcare costs from hospitalisations and ED admissions

{Kjoenniksen et al. Pharm World Sci. 2006:28:284 9.) (Reference attached in
Appendix T)

Mew Fealand
Transport
Assocation
INZTA)

Mo comcerm

Change in brand and not a freatment change., While there are some minor
differencas in pharmacokinetics between brands, these parbcular cnes are nol
mainstream medications for epillepsy, and any risk from changing would be
extremaly low
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Lamairigine Mot supportive
ﬁ;‘gﬁm Cansider that there is a risk of loss of seizure control when switching brands of
el AEDs.
supplier and | Widespread brand swilching of AEDs i nol recommended by the majority of
Teva, Armow- | international bodies
Iamntlnglna One suppher (GSK) provided references to suppori its submission, References
supplier) related 1o lamotrigine and brand switching have been included in Appendix 7. For a
full list of the references thal GSK induded please see iIs response, Included |n
Appendix 3
One suppher highlighted the recant brand change for venlafaxine and expressad its
views on how the iransition had gone (noting that it was an unsuccessful bidder to
the venlafaxine RFP).
Cansumer Mot supportive
géml.:zs NZ Comcerns about loss of seizure control. Noted the Impacits thal loss of seizure
i B F:j';lg 4 contral can have: loss of icence, koss of employment, mental health isswes, burden
Waik t:; PEY | an health system (Dr visits, hespital admissions, injury), loss of independence,
e effects omeducation and learning, effects on familyfrelationships and death (SUDEF
or accident eg drowming),
Expressed a lack of confidence for brand changes based on recen! venlafaxne
changa
Considered that any savings from this propesal should be reinvested inta the health
of people with epilepsy.
There needs lo ba an alternalie pathway for those whio nead (o switch back to theer
old brand
Consumers Mot supportive,

Highlighted concems about potential for loss of seizure control or side effects.

Moted loss of seizure controd can have implications for the following: ability 1o drive,
cognitive function, career, increased hospilalDr visils, financial burden, loss of
accommodation, effects on family/relationships, level of independencelconfidence,
maental health and ematicnal welibeing.

Considered that there should be an alternative mechanism te consider people who
are nod able to change brands

Considersd that there is a lack of information and suppori pravided by pharmacisis
when changing brands.

Caoncamed that HCPs may not be aware of the change (If it happens)

Cancarmad about the potential for re cocurmence of currently wall managed bipolar
symiploms,

Concernad aboul the polential for increased health care needs such as admission
o acute Menlal Health facilities, respste care, or Ircreased nead for support from
Cammunity Maental Haalth

Concamed that the Neurobogical Subcommities did not reach & consensus about
whal MHFA category lamotrigine should be in.
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Highlighted concerms about a lack of information and support during the venlafaxine
brand change,

Dine responder cited three relevant arlicles ([Crawford et al. Seizure, 2006;15:165-
T6), (Lelorer el al Curr Med Res Opin 2008241069 81}, (WMck, JY
(2014). Switching Anfiepileplic Drugs: Benefits Versus Risks)l. Aftached in
appendix 7.

Consems for people who take both venlafaxine and lamolrigine as they have just
been thrawgh & brand change for venlafaxine and some experienced anxiety and
depression as a result,

Caoncams for changing brands while pregmant.
Considered that wa will be remeving patient choica.

Medsafe consultation feedback

The Medsafe consultation response (letter dated 19 September 2018) (attached in Appendix
4} highlighted concerns about switching brands of antiepileptic medicines and about the
evidence that was considered by the Meurological Subcommittee in support of this. The
response also cited references, and updated advice from the MHRA, nol previously
considered by the Subcommittes.

PHARMAC stafl met with representatives from Medsafe (on 13 November 2018) 1o baller
understand the issues raised in Medsafe's feedback. In summary, we understood the following
from this meeting (full details are available in the file note, Appendix 4);

¢ Medsafe considers that lamodrigine should be considered a Category 2 anti-epileptic
medicine in relation 1o the MHRA advice for brand swilching/prescribing, noting this
advice was updated in late 2017.

« Lamolrigine is not a narrow therapeutic index medicine

« Al generic brands of lamotrigine approved in New Zealand are all considered
bioequivalent to the innovator, Lamictal

« With the exception of one recant (unpublished) article regarding anti eplleptic brand
switching, and the arficles provided in Medsafe's consultation feedback, Medsafe was
not aware of other important studies of interest thatl had nol been considerad by the
Meurclogical Subcommittes.

However, following this meeting we received an additional response from Medsafe to clarify
its position regarding potential funding changes for lamolrigine. This letter (dated 21 November
2018) highlighted additional concerns with the literature considered by the Subcommittes and
a suggestion that a review of the scientific literature may reveal additional useful information.
It also provided some suggestions for implemeantation should the proposal go ahead:

« Al patients should be reviewed by their GP before switching brands, and counselling
should be provided by a GP before the patient gels to their pharmacy (before the
patient has their prescripfion dispensed).

s GPs should refer the most vulnerable patients (those who are seizure free and those
with labile seizures) for spacialist oversight of a brand swilch,

= A patient leaflet, to help explain the changes, should be provided by GPs, specialists
and pharmacists.
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» All patients should be actively followed up to check they are coping with the change.,
s An altermative funding mechanism should be made more accessible for patients who
need lo switch back to their original brand,

We subsequently wrote back to Medsafe (email dated 18 December 2018), to clarify several
polnts that were raised in the lefter (21 November 2018) and also to thank them for their
feedback and let them know that we would be sesking further advice from our clinical advisors
(email attached in Appendix 4).

We have attached all cited references from Medsafe in appendix & and have summarised the
various studies in table T (on page 23). The updated MHREA (Medicines and Healthcare
products Regulatory Agency, United Kingdom) advice referred to by Medsafe is available on
page T from this link We have also conducted a review of the scientific literature which is
discussed in further detail below.

MHRA categorisation

In 2013 the MHRA issued advice about switching between different manufacturer's AEDs, and
subsequently update if in 2017 The 2013 advice was considered by the MNeurclogical
Subcommittes al its 2015 meeating.

A summary of the MHRA's 2013 and 2017 advice regarding the categorsation of AEDs is
pravided below, Full details are available from_here.

MHRA categorisation of AEDs (Table 2)

Category 2013 MHRA advice 2017 MHRA advice
Category 1 | Dociors are advised to | For these drugs, there are clear indications that
Carbamazeping, | ensure their patient s | clinically relevant differences bebtween different
Phenobarbital, maintained on a specific | manufaciwrers' products might occur, even
Phanytoin, manufaciurers product. whaen the pharmaceutical forms are the same
Frimidane and bioeguivalenca has been shown
Ensure that the patient i maintaired on a
specific manufaciurer's product

Category 2 Need for continued supply | Drugs that do not fif into Category 1 or 3

af a particular
Clobazam, manufacturer's product | Base the need for continued supply of a
Clonazepam, should be basaed on chnical | parficulzr manufaciurer's product on  clinical
Eslicarbazeping, | judgemeni and | [udgement and consultation with patient and/or
Lamairigine, consultation with patient | carer, taking into account factors such as
Oxcarbazepine, | andlor carer faking into | seizure frequency and freatment history Take
Perampanel, account factors such as | into account patienticarer-related factors such
Ratigatine, saizure  frequency  and | as their negative perceptions aboul alternative
Rufinamide, freatmeant history products andfor other isswes refated fo the
Toplramate, patient should also be taken Inte account
Valproate,
Zonsamede
Category 3 It is usually unnecessary to | These drugs  show  all the  following

ensure thal patienis are | characteristics: High solubility across  the
Brivaracetam, maintained on a specific | relevan range of pHs;, Essenfially complete
Ethosuximida, manufacturers product | abscrplion afier oral adminisiration; Dose-
Gahapentin, unbess there are specific
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Lacosamide, concerns such as palient | respanse curves for efficacy and safety are not
Levetiracetam, | amdely and risk  of | steep; Therapeutic Index is not narmow.

Pregabalin, confusion or doing errors
Tiagabine, For these drugs, the potenfial for clinically
Vigabatrin relevant differences to exisl bebvean different

manufaciurers’ producis is considered fo be
axiremely  low. However, consider ather
patient’carer-related factors, such as negative
parcepiions aboul allermnative products andfor
other issues related to the patient,

In addition to this the MHRA, in 2017, provided the following advice for healthcare
prafessionals

= Core advica from 2013 remains in effect for prescribing AEDs to manage epilepsy.
s Consult the 3 categories of antiepileplic drugs when deciding whether it is necessary
to maintain continuity of supply of a specific manufacturer's product.
= As well as the classification, when evaluating whether continuity of supply shouid be
maintained for category 2 or 3 drugs, consider:
o Perception by patients of differences in supply, for example differences in
praduct presentations
o Co-morbid autism, mental health issues, or leaming disability.
« |1 you think a patient should be maintained on a specific manufacturer's product,
prescribe either by specifying brand name or by using the generic drug name and
name of the manufacturer

Implementation plans (should the proposal go ahead)

PHARMALC has gained extensive expenance in managing difficult or complex brand switches,
including the recent diabeles managemen! products, venlafaxine brand swilches and
haemopghilia treatment brand changes While we acknowledge that a lamofrigine brand
change could be challenging for people taking lamotrigine, should the proposed change
procead, there are a range of activities PHARMAC could implement to address the challenges
and support a successful transition. As weall as the wusual PHARMAC processes and
infarmation to supporl decisions (such as notification letter and emails to key stakeholder
groups, Pharmaceutical Schedule updates, and PHARMAC website update), some exira
activities could include:

Lamotrigine specific oplions:

» PHARMAC to cover the palient's appointment fee for General Practitioners or Practice
Murses who would likely be required to spend time to support people at the primary
care level who are changing their brand of lamotrigine, MHRA advice suggests that
HCFP oversight is required for people with epilepsy, and that suggestion has prompted
this potential implementation activity,

» [Develop patient specific information abouwt the change o be used by HCPs when
supporting patients with the change Ithis could be accessible on the PHARMAC
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website and hard-copies printed. An example of a leaflet used for the venlafaxine
brand change is included in Appendix 9

e Ensure regular face to face meetings with Medsafe, CARM and PHARMAC as required
before and during the brand change transition period and for the first 12 months of sole
supply to ensure consistent messaging and health sector approach.

¢ Provide information on the PHARMAC website about the brand change for prescribers,
other health care professionals, community pharmacy and consumers. Include access
to a range of resources (in multiple languages if considered appropriate) explaining
the change for consumers. Ensure the website is updated regularly about the change
in response to the questions raised by stakeholders through PHARMAC enquiries

o Develop a video, hosted on our website to explain the brand change to consumers.

e Request development of a written resource for HCPs in primary care by BPACnz to
support the transaction and lamotrigine brand change for the month the new funded
brand of lamotrigine is listed on the Pharmaceutical Schedule. The resource would
include what practitioners are required to do when counselling the change in brand.

e Support Epilepsy New Zealand Field officers who work with people in the community
who are living with epilepsy This could include supporting training on generics and
brand switches. The training sessions could be facilitated by and presented by
specialists and primary care providers.

e Depending on the advice we receive from the Subcommittees one option we are open
to exploring would be to create an alternative funding mechanism (e g utilising a Panel
of clinicians to assess applications) for patients to remain/return to a particular brand
of lamotrigine We received feedback from consultation that a dedicated mechanism
for this may be more appropriate than our usual mechanism for considering
exceptional circumstances (NPPA) More details about alternative funding
mechanisms and the role a Panel would have is provided below on page 12

Broader options

¢ Implement a series of nationwide presentations for healthcare professionals about
generics and generic brand switches and consider using lamotrigine as one of the
examples presented Attendance could be eligible for CME points This could be
implemented through the current ‘PHARMAC seminar’ approach, or a separate, stand-
alone series

e Consider utilising the lamotrigine brand change as an opportunity to get real world
experience on whether counselling on the nocebo effect alters the acceptance of a
brand change, using lamotrigine as the pharmaceutical for this research. This could be
done in conjunction with researchers at the Department of Psychological Medicine,
Auckland University, who are interested in this area of research.

e Publish consumer stories on the PHARMAC website, where a person receiving a
funded generic medicine talks about their successful change from one brand to
another Lamotrigine could be one of the change examples

We are interested in feedback from Subcommittee members about the necessity, suitability
and potential context required in these proposed activities should the brand change proceed.

11
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PHARMAC'’s exceptional circumstances framework

PHARMAC's role includes considering whether to fund pharmaceutical treatments for people
in exceptional circumstances when those treatments are not currently available for them on
the Pharmaceutical Schedule The Exceptional Circumstances Framework outlines the ways
in which PHARMAC generally considers funding decisions for exceptional circumstances that
fall outside of the Pharmaceutical Schedule funding process, and guides PHARMAC's
decision making in these cases. The Framework includes the Named Patient Pharmaceutical
Assessment (NPPA) Policy and other processes through which PHARMAC considers
exceptional circumstances. Details regarding PHARMACSs  exceptional circumstances
framework is available here.

As noted earlier in this paper, depending on the advice of the Subcommittees’ PHARMAC are
open to exploring the use of an alternative funding mechanism to help support a lamotrigine
brand switch.

Another example, in addition to NPPA, of PHARMAC's use of the exceptional circumstances
framework is the alternative funding mechanism that was established to consider applications
for specific brands of haemophilia treatments.

e In 2015 PHARMAC ran an RFP for haemophilia treatments that resulted in a large
number of patients having to switch brands of their haemophilia treatment. Further
details are available here PHARMAC established an expert panel (the Haemophilia
Treatments Panel) to consider applications for funded access to alternative funded
brands of haemophilia treatments

¢ The Haemophilia Treatments Panel is largely comprised of haematologists who treat
haemophilia Clinicians are required to make an application to the Haemophilia
Treatments Panel for funded access to their patients original brand if they consider a
switch to the new funded brand could compromise appropriate clinical care for their
patients.

o General guidance as to what might be considered clinically appropriate reasons to
avoid switching a patient has been provided to clinicians. This guidance was informed
by advice we received from the Haemophilia Subcommittee Further details about the
Panel are available here

For the Subcommittees information Panels typically comprise a group of clinicians
determining, on PHARMAC'’s behalf, whether certain clinical criteria are met. Panels evaluate
applications against specified criteria and they apply their collective clinical expertise to this
task. Panels are patrticularly useful when it is difficult to set firm access criteria often the case
in areas where accurate diagnosis or evaluation of bengfit is particularly complex Panels also
help to reduce inter-applicant variability, something that is particularly important in niche areas.

Lamotrigine dispensing data

As noted earlier in the paper there are currently three funded brands of lamotrigine listed
(Lamictal, Arrow Lamotrigine and Logem). As there are multiple brands listed, switching can
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occur at a pharmacy level unless the prescription has been annotated with the brand and it is
specified on the prescription that no brand substitution is allowed

The dispensing data in table 3 below provides a breakdown on:

o the number of patients we have estimated to be taking lamotrigine for either epilepsy
or other indications (likely mood disorders); and

e the proportion patients on each brand of lamotrigine; and

e the proportion of patients who have switched brands at least once for each of the
identified groups (epilepsy and other indications).

The data in table 4 provides a further breakdown to show the numbers of patients who have
switched multiple times

On a separate but related note we are aware from consultation feedback that there may be
some patients who are taking both venlafaxine and lamotrigine concurrently We have sourced
dispensing data (see table 5) to help estimate how many people this may apply to; noting that
people taking venlafaxine have recently switched brands so this information may be useful to
help inform our implementation plans. We seek the Subcommittees’ advice on what the clinical
situation of these patients is likely to be; and, given the difficulties that some patients
experienced with the recent venlafaxine switch would the Subcomittees’ have increased
concerns about switching this subset of patients

13
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Literature Search
Evidence Previously Considered by PHARMAC

As noted above, in November 2015, the Neurological Subcommittee of PTAC provided PHARMAC with clinical advice regarding anfiepileptic
brand switching (Neurological Subcommittes of PTAC  November 2015). Al this time, the Subcommittee considered evidence provided by the

publications listed in Table & below.

Table & Summary of evidence previously considered by the Neurclogical Subcommittes of PTAC (Appendix 5)

Citation Study Design | Indication | Patient no. | Objective Key Messages Sponsor
Chaluwadi et al, Retrospective | Epilepsy n = 260 To describe the «  43% of patients receiving generic A
Epilepsia chart raview outeomes of a levetiracetam switched back fo brand
2011;52:810-5. compulsory switch from name levetiracatam
branded to generic »  Results compared to other studies in
levetiracetam which patients were required to switch
from branded to generic drugs including
lamioirigine {switchback 12.9%) and
valproate (swiichback 20.9%)
Erickson ef al, Retrospective | Epilepsy N = 1490 To determing if  Lamolrigine brand to generic switching P
Epilepsia cohort shudy in=745 switching from branded was nod associated with ulilisation
2011:52:1365-T1. switch) lo generic AEDS is changes {incidence rate ratio 1.0{; 5%
associated with adverse Cl 084 1o 1.19) or emargency
outcomes department visits'hospitalisations (event
rate ratio 0.97; 95% Cl 080 to 1.17)
Gagne et al. Clin Case- Epilepsy/ N=1762 | To estimate the risk of « Refilling the same AED was associated | NIA
Pharmacol Ther CTOSEOVET SEIZUTEs seizure-related avenis with an elevated risk of seizure-related
£010:88: 347-53, siudy associated with refilling avanis whether or not the rafill mvohsed

prescriptions of AEDs fo
astimate the affect of

switching from a branded o & generic
product
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Citation Study Design | Indication | Patient no. | Objective Key Messages Sponsor
switching between = Swiltching between brand and generic
brand and generic or was associated with a higher event risk
WO garerics than swilching batwean generic products
from different manufacturers, but this
was based on lew cases with
overlapping cdds ralios
Hansen st al. Casa-control Epllepsy N=%8110 To investigale the s Modest association batwean AED MIA
Epilepsy Res shudy using association betwaen switching and seizure-redaled ovents
2013;106:237-43. data from a switching brand name = Unadjusied odds ratio (OR) of a
cormmercial and generic AEDs and seizure-related event for switching
claims the odds of emergent was 1,38 (85% C| 1.24 10 1.58;
databasa treatment for a seizure- P=0.0001)
redated event over a 1= o Adjusted OR of a selzure-related
vear pariod event for switching was 1.27 (95% Cl
1.14 to 1.41)
#  Therisk of an event increased with
numbser of comorbidities
# Authors concleded that the behaviour of
swilching may lead to selzure-related
avanis regardless of the medication or
type of switch; healthcare professionals
should be cautious of swilching between
bioequivalent AEDs
Harung et al. CH3 | Retrospective | Epilepsy, N =816 To evaluate potantial »  Conversion to generic lamolrgine was Y
Drugs 204 2:26:707. | cohorts bipofar adverse outcomes of not associated with a significant
16. Grassovar disardar, genaric substituton of increase in ED visits {15,1% conversion
sludy amang deprassion, lamolrigine for diverse period vs 13.0% contral penod; adjusted
patients with migraine, indications odds ratio [A0R] = 1.35; 85% CI0.92 to
sustainad neurapathic 1.87} ar hospitalizations (2.8%

conversion perod vs 2,4% control
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Citation Study Design | Indication | Patient no. | Objective Key Messages Sponsor
Medicaid pain, other period; AOR = 1.21; 5% CI 0.60 to
enralment pain 2.50)
*»  The aulhors nated thal type [ emor
could not be ruled cut, and that the
population included only patients
enrclled in Medicaid
Kassalheim el al. Systernatic Epllepsy MIA To evaluate studies » 16 articles were identified: 8 RCTs, 1 MIA
Drugs JGTIEENS- | review and comparing brand-namea prospective non-randomised trial, and 6
21, meta-analysis and generic AEDS to observational studies
detarmine whether »  Owerall, the brand-name AEDs were nat
Ihere is evidence that beter or worse than generic versions in
brand-name AEDs are maintaining seizure control (aggregate
superior in maintaining odds ratic [n=204] 1.0; 95% CI1 0.7 o
seigure control 1.4)
s  Tha observational studies kdentified
changes in drug or haalth services
ulilization that was atiributed 1o less
adequate seizure control with generic
products
Kimikar et al. Ann Pre-post, self- | History aof | N =222 To compare within- « The proportion of patients experiencing | Kaiser
Pharmacother controlled, salzure patiant salzure control confirmad seizure events was ot Parmaneanta
2012:46:650-8. retrospective bafore and after significantly different between pre- and
shudy switching from brand fo post-swilch periods (12.2% ve 11.3%;
generic phenyioin adjusted P =0.545)
Lessing ol al. Appl | Retrospective | Majorily N=165% | Toevaluate the health | « There were no significant differencesin | NIA
Health Econ Heallh | study using apilepsy [ri= 381 outcomas of patients the number of ED visits, hospetal
Palicy 2014:12:.537- | national health switched switching from admisskons, use of specialisl services,
45, and pharmacy from deaths, or use of other AEDs pre- and
claim datasels
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Citation Study Design | Indication | Patient no. | Objective Key Messages Sponsor
in Mew originator | ariginator to generic post-index date between switchers and
Zealand lo genaric) | lamolrgine non-switchers
Switching from originator lamathigine to a
gananc equivalent resulled inno
significant differences in haalth
outcomes
Polard et al_ Casa- Epllepsy n = B3ra To assass the Brand-to-generic AED switch was not MIA
Pharmacoepidemicl | crossover association betwaen associated with an elevated risk of
Drug Saf study using brand-to-generic seizure-related hospitalisation
2015;24:1161-9. the French substitution of AEDs {wnadjusted OR 0.87, 95% C1 0.86 fo
Mational and seizure-related 1.10: adjusted OR 0,97, 85% CI 0.85t0
Health hospitalization 1.10})
Insurance Mo significant interaction was (dentified
Database In subgroup analysas (gender, age, free
of non-free, sirict AED monctherapy or
not)
Shin et al, Int J Clin | Retrospective | Epilepsy N = &0 To determine whether Alter switching, 41% of patienis P
Pharmacol Ther study using switching from generic experienced increasing seizure events
2014:52:1017-22 records from a to genenc phenyioin is Tha number af medical visits for acute
single tertkary associated with change seizure acfivity significantly increased in
hospital in clinical cutcomes the post-interchange period
There was a significant difference in
binavailability between generic
phenyloin agesnts
Talati ef al, A systematic Epilepsy MiA To assess the efficacy, 71 sludies included for gualiative The Agency
Phiarmiscotharapy P e tolerability, and safely of analysis, 18 studies included for far
2012:32:314-22, innovator versus quantitative analyses Healthcare
generic AEDs Data limited primarily to carbamazepine, | Research

phenytoln, and valprole acid
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Citation Study Design | Indication | Patient no. | Objective Key Messages Sponsor
« |Initiating a ganeric AED provides similar | and Quality
efficacy, toterability, and safety to (AHRD)
initeatirg an innovator AED
«  Evidence from observational studsas
suggested that swilching from one foim
o another may be azsoclated with an
increased risk of hospitalisation and
longer hospital stays
Ti sig | Randomized, | Epilepsy N =34 To invesfigate whether | = Genenc lamotrigine demonstrated FDA
015 rd double-blind, generic lamotrigine bioequivalence to brand-name
multiple-dose, appraved via healthy lamioirigine
steady-state volunleer lesting would | & Within-subject variability was similar for
bloequivalence meet the same genaric lamotrigine and brand-name
study (BEEF) hinequivalence lamolrigine
standards as brand- » Few subjects had seizure exacerbations

name amatrigine when
lested in patients
potantially sansitive to
switching [*generic-
britile” palients)

or lolerability Issues with product
switching

»  The authors concluded that the FDA
biosquivalence standards are
accapiabla in "generic-brittie” patients
with epiapsy

»  "ganeric-briitle” was defined as having a
potential problem with generic switching
by wirtue of {1) a history of reparted priors
exacerbation of seizures or side effecis
fallowing AED formulation changes; (2)
iMolerable AED sida effects within the
las! year prior to study; or (3) refractory
seizures within the last year prior to
study, which could reflect clinical
sensitivity to slighily higher AED peak
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2011:45:1408-15

AED substitufion and
PK analysis

with epilepsy, 7 prospeciive studies in
healthy subjects

= Retrospective studies showed a
significant relationship betwean generic
substitution and increased heallh care
utllization due 1o saizures of loxicity

=  Prospaclive studies showed no
differences betwsen brand and generic
drugs in PK and bicequivalence; and no
significant differences in seizure
frequency

Citation Study Design | Indication | Patient no. | Objective Key Messages Sponsor
plasma concentration or shghtly kewer
drug exposure, respecively.
Vari et al. Clin Drug | Prospective, Focal or N = 50 To evaluate the safety | « At 6 months following an overnight MNIA
Inwesti singka-arnm, generalized and toterability of brand- switeh from brand-name ta ganearic
2016 36:87-91. rmulticentre apilepsy lo-genaric leveliracelam levetiracetam, there was no significant
shudy swifch difference in selzure frequency or
iMensity, of occurrence of adverse
evenis
& Atthe end of the study, the switchback
rate was 3.4%
Yamada & Welty. | Systematic Primarily MNIA To evaluate the efficacy | « 20 studses included: T retrospective A
Ann Phammacother | review epilepsy and safety of generic studies, 6 prospective studies in pationts

AEDs, anfiepieptic drugs; PK, pharmacokingtics, RCTs, randomised contralied friaks,
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Evidence Provided by Medsafe

A number of articles were provided o PHARMAC by Medsafe during ongoing comespondence regarding the potential lamotrigine brandswitch.
These publications are listed in Table 7 balow.

Table T; Summary of evidence provided by Medsafe (Appendix 6)

pharmaceuticals; and antbeomilsant
hypersensitivity syndrome

Citation Study Design | Indication Pattent no. | Objective Key Messages Sponsor
Alif g1 al Systematic Epilepsy NIA To evaluate the risks = 8 arficles were included NIA
Springetplus. Teview associated with generic | «  Potential problems identified with
2016:5:182. substitution of AEDs substitution of generic lamatrigine
inchucdad increasad breakthrough
saizures, oxiclty and Increased serum
lamolrigine levels, and adverse effects
Berg el al, JAMA Single-dose, | Epilepsy M= 50 To evaluate the single- | «  The three drug products were FDA,
Meuralogy. CIOSSOVEr, dose PK bioeguivalent in people with epilepsy Epllepsy
4810 prospeciive, bioaquivalence of three taking concomitant anbieplleptic drugs Foundation,
SeqUence- immediate-release » Mo slgnificant differances in within- and the
randomisead, lamotrigine drug subject variability were [dentified Amafican
replicate PK products (one branded, between the three products Epilapsy
sludy hwo generic) Sociaty
[EQUIGEN)
Desmarais JE et al. | Literature Indications | M/A To reviaw tha clinical s  |ssues Mentified in patients receiving NIA
CHNES Meurosci Ther, | review requiring equivalence bebween generic formulations of lamolrigine
2011;17.750-760 psychatropic generic and original included increased seizures, adversa
madications psycholtropic events, toxicity, and healthcare
medications ulilisation; need for additional
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Citation Study Design | Indication Patient no. | Objective Key Messages Sponsor
Kessefheim et al. Systematic Epilepsy MIA To evaluate studies = 1B ardickes were idenfified; 9 RCTs, 1 M/A
Drugs 2010;70:605- | reviaw and comparng brand-name prospective non-randomisad inal, and 6
2. (repeatad In mela-analysis and generic AEDs o abservational sludies
Table 1} determine whether = Owerall, the brand-name AEDs were nat
there is evidence that better of worse than genede versions In
brand-namea AEDs are rmaintaining salzure conlral (aggregate
supefior in mainiaining odds ratio [n=204] 1.0; 5% CI 0.7 1o
selzure control 1.4}
¢  The abservational studies identified
changes in drug or health services
utilesation that was atiribuled to less
adequate sezure control with generic
producis
Lang et al. &ni Refrospective | Epllepsy M = 3530 To investigate the risk » Patients with seizures had switched drug | N/A
Meural. 2018; doi: analysis of a of recurrent selzures manufacturers bodk from branced o
10, 1002%ana.25353, | database afier switching the generic and belween generics mora
Epub ahead of valid for the manufaciures of the often than controls
print]. Garman sarme AEDs = Switching the manufacturer was an
population independent risk-factor for experiencing
salzure recurrence
*  |n previously seizure-free palienis,
switching the manufaciurer was
associated with a higher risk of sedzure
TECUMTENCE
Lessing ef al. Appl Retrospactive | Majorily M= 1655 To evaluate the health | «  There were no significant differencesin | NA
Healih Econ Health | study using epilepsy in = 361 outcomes of pafienis the number of ED visits, hospital
Policy 2014:12:537- | national sibeted switching from admisslons, use of specialis! services,
46 (repeated in health ard s originator to genere deaths, or use of other AEDs pre- and
Table 1) pharmacy larmolrigine post-index date between switchers and
Claim non-switchers
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Citation

Study Design

Indication

Patient no.

Objective

Key Messages

Sponsor

datasets in
Mew Zaaland

originator
lo generic)

= Switching from originator lamotrigine to
a generic equivalent resulied in no
significant differences in haalth
oulcamas

s  The aulhors concluded that the resulls
argue against the interchangeability of
AEDs of different manufaciuwrers

Lessing of al. Valus
Health.

Refrospactive
study using
data from
patients using
venlafaxine in
Mew Zealand

Deprassion

M= 14232

To investigata the
impact on patienis
switched from
criginator to generic
venlalaxine

¢ 2% of originator brand users switched
o genere venlafaxine

«  BE% of new oniginator brand users did
ot swalch

s B0% of new users of genenc venlalaxine

switched 1o the originator brand

s There were oo few new users of generic

venlafaxine to detect differences
betwsan switchers and nan-switchers
*  For existing or new originator brand
users there were no significant
differances in haalth sarvice use
betwaan switchars and non-swilchers

MiA

Liciar et al.

Meuralogy.

Pasiticn
statemsant

Epilapsy

NIA

To authine the Amaencan
Academy of
Meuroiogy's (AANS)
principies conceming
coverage of
anticonvulsants for
adults and childran with

epilepsy

= Yanation bebvesn name-brand and

generic drugs can be highly problemalic

for patients with epilepsy
s The AsN cpposes generic substitulion

of anticornvulsant drugs for the reatmaent

of epilepsy without the attending
physician's approval

Ammerican
Academy of
Meurciogy

AEDs, antiepdeptic drugs; PR, pharmacokinatics.
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Evidence Provided in Response fo Consultation

A number of articles have been provided o PHARMAC duning the consultation process regarding lamotrigine brand switching. These publications

are lisled in Table 8 balow

Table 8; Bummary of evidence provided to PHARMAC in response to consultation (Appendix 7)

Citation Study Indication Patient Objective Key Messages Sponsor
Design no.
Crawiond et al. Literatura Epilepsy MIA To explore patantial s T relevant arficles were idenfiified MiA
Seizme, review problems with generic | « A number of potential problems with
2006;15:165-76. substitution of AEDs generic substitution were idantified
# The limited evidence available supparts
caoncams regarding switching older
AEDs
Hoitkamp & Crifical review | Epilepsy MIA To summarise and #  Clinical studwes suggest there is [Mlle risk | NA
Theodore. and invited evaluale the evidence from switching to and among generic
Epilzpsia. commentary for bicequivalence, AEDs
2018;59:1273-81. health care utilisation, | = The authors recommend that generics
and safety of genenc be prescribed when a new AED is
AEDs initiated
«  Switches from brand-to-generic and
genaric-lo-generic are generally sale bul
should be accompanied by counsetling
Kipenniksen ef al, Retrospeciive | Mot M = 356 To assess pafienis’ ®  36% (n =50 of patients wha had M
Pharrm Workd Sei. resview of a spacifed altitudes fowards and experienced a switch reported one or
2006282840 pharmacy (patients experiences of genaric more negalive experiences and 21%
dalabase receiving =3 swilching after three {n = 28) reported an overall negative
drugs) years in Morway axparence
+  Palients undergoing generic drug
substitution may nead additional
information and support
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Citation Study Indication Patient Dbjective Key Messages Sponsor
Design no.
Ganarnc drug substitution was nat
perceived as an equal alternative to
branded drugs by all patients
Lelorar el al. Curr Retrospactive | Epllapsy M =671 To analyse the 27.9% (n = 187) switched from branded | NiA
Med Res Opin, analysis of proportion of patient to generic lamotrigine; 27.5% (n = 51)
2008 24:1068-81. medical and swilching from generic switched back to the branded
pharmacy to branded drugs madication
claims data among users of AEDs o Rates of swilchback for various
compared with other AEDs ranged from 20.8% to 44.1%
areas gmﬂ healthcare o Rates of switchback for non-AEDs
utilisation among thess ranged from 7.7% to 9,1%
patients
Lessing etal Appl | Retrospective | Majority M=1855 | Toevaluate the health There wera no significant diferences in | NA
ﬂﬁuﬁw study using epilepsy n = 361 outcomes of patients the number of ED visits, hospital
Policy 2014:12:557- | national suitchag | SWitching from admissions, use of speclalist services,
45 {repeated in Rkt e from ISORIE 10 ganernc deaths, or use of other AEDs pre- and
Table 1 & 2) pharmacy larmotrigine G .
o originator post-index date between switchers and
datassis i to generic) non-switchers
Mew Zealand Switching from orlginator lamatrigine ta

a gananc equivalent resulled in no
significant differences in health
aufcomes

Relative io branded lamefriging, generic
lamatrigine was associated with
increased mean daily dose of
lamolrigine, highar numbsar of
dispensations of other AED: and non-
AEDs, higher ulilization of medical
sarvices, and longer hospital length of
slay
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Citation Study Indication Patient Dbjective Key Messages Sponsor
Design no.
Licor et al. Position Epilepsy MIA T ouiling the » arlation betwean name-brand and American
2007 68 1749-50 Meuralogy's (AARNS) for P«EltiE'l'I'S with EP“EFE}I' Meurology
(repeated in Table principies concerning ; Lo
2) coverage of #+ The PEAH opposes generic substitution
anticonvulsants for af anticonvulsant drugs for the treatment
adutts and children with of apilepsy withoul the attending
apilepsy physiclan's approval
Privitera MD. Renvienw Epilepsy & To present the currenl | «  Data from physician surveys, case Pl
Epilepsy Curr. state of bioaguivalence reports, and switchback studies imply
2008;8:113-7 and therapeutic that genanc and brand drugs may not be
WUWEH?{U&:’T::IE equal for all patient groups
El‘tar clarify the risks | * Studies are needed to determineg
el ganeric formulation whether the complaints regarding
substitution in saizures after switching to generic AEDs
siescaplible populations are due o bic-inequivalence, therapeutic
inequivalence, or other factors {e.g.
placebn, nocebo, stress, comarbidities,
progression of urderlying dlness)
& Liniil there are adequate studies
investigating the risk of swiiching to
genetic formulations, patients with
epilepsy should proceed cautiousky, and
axtra care may be nesded for patients al
high risk of seizure complications
Wick, J.Y. Crpinlon/ Epilepsy MiA Dwvarview of the = There continues to ba controversy Pharmacy
(2014}, Switching TEView benefits and risks of regarding switching AEDs Times
Antiapileptic Drugs: swilching AEDs = The benefits and risks of switching must | Sponsored
E?Tﬁtﬁ Versus be considered, and vigilance during the | content
5ks.

switch must be maintamed

2B




Citation

Design
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Patient
nao.

Objective

Key Messages

Sponsor

s Switching provides an opportunity to
improwve seizure control andfor reduce
advarss avenls

AED=, anlieplaptic drugs.
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PHARMAC Literature Search

In January 2019, PHARMAC staff conducted a PubMed search using search terms including lamoftrigine, antiepileptic, brand switch, switch,
and generic; and also completed an unstructured Google Scholar search in arder to identify relevant publications not previously considered or
brought to PHARMAC's attention by stakeholders. The relevant publications are included in Table 9 below. Mote that some articles are
duplicated between searches and are included only once, and that articles already summarized in the tables above are not repeated,

PubMed search resulis:

Lamaotrigine AND brand switch: 9 results; 9 relevant
= Lamatrigine AND generic: 54 results; 20 ralevant
# Lamotrigine AND switch®: 150 results; 16 relevant

« Antiepileptic AND switch® AND generic: 100 results; 35 relevant (please note thal preference was given o systematic reviews, arlicles
published since 2015 and aricles contained lamotrigine in the title).

Table 3 Summary of evidence identified in a literature search conducted by PHARMAC in January 2019 (Appendix 8)

Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
Andermann et al. | Relrospactive Epilepsy M= 1354 To quantify s 12.9% of genenc lamolrigine usars GlaxnSmith
Epilepsia. analysis of switchback rates switchback to branded lamotrigine Kling
2007 :48:454-9. public-payer from generic to o Switchback rates for clobazam and

pharmacy- brand-namsa AEDs divalproex were ~20%

claims database in comparnison with o Switchback rates for AEDs were higher

from Ontario other drugs and to than non-AEDs (1.5 1o 2.9%)

document patential
adverse
consequences of
generic swiiching,
focussing on
lamotrigine

=  Lamolrigine doses were increased after
generic subskitution (6.2%; P<0.00017)

®  The number of co-dispensed AEDs and non-

AEDs increased after generic subsiifution
(11.0% and 15.6%, respeciively; both
P=0.0001)
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Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
Bautista ef al. Survey of adulf Epilepsy N= 121 To determine the « Ofthe 71 individuals who switched from INJA
Epllepsy Ros. epllepsy factors associated branded to generic AEDs, 18 (25.7%)
2011;05:158-67. patients with increased reportad definile increasad selzune
saizures and sida fragueancy
effects after s 14 {19. M%) individuals reported increased
switching from side effects; the mosl common were
brand 1o generic unsteadiness, dizziness, and headaches
AE[Ds
Barmg MJ. Editorial Epilepsy [y Opinion plece s There is discordance between the FDA's MiA
Meuralogy. regarding the position that all approved generlc AEDS are
2007 68:1245. problems aquivalent to the branded equivalent and the
12486, associated with majority of physician/patient perception that
ganeric AEDs they are nod
& | action is wanted, physicians should
provide incident data fo the FINA using
MedWalch
Boylan LS. Commentary Paychiatric | NGA Commentary on »  Thestudy by LeLoner e al. 2008 which NSA
MNeurology and Lelorier et al, 2008 investigated the risks associated with
2009 F21878-7. neurokogic (summarized patients switching fo and from generic
indications befow) AEDs, did not consider that changes could

be attributed to promolionally driven
physician and patient preference

= The suggestion that dose increases were
due to increased side effects is
counterintuitive; Bovlan suggests that
arciety-induced dosa ascalations
conlributed to side effects and subseguent
switch backs

= The data blurred psychiatric and
neuralogical indications for lamodnigine
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Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
Carbon M & Literaturs Psycho- MIA To evaluate the =  Not all medications containing the same MIA
Correll CU. CNS | search bropic degree of active pharmacological ingradient have the
Dirugs. agents bisaguivalence and sarma biological aclivity; whelher thesa
S01227 35365, [various iherapautic differances are clinkcally important wil
indications) equivalence of depend on the needs of each patient
branded and =  For lamatrigine — three retrospective studies
ganetlc are reviewed, bwo reported a swilch fo
psychatrople drugs generic resulted in higher doses of
lampirigineg and increased medical resource
utilization, and one reported increased
adversa events measured in ED visits,
hospitalization, and changes in co-
prescripticn
Contin ef al. Refrospective Epilepsy n =250 To assess s The proporion of patients showing an NVA
Epilepsy Ras analysis of intrasubject infrasubject change greater than 220% in
2016122 79-83. | prospectively variation in plasma lamatrigine plasma concenfration was 22%
collectad data concantrations of in the brand-lo-generic switch group
from a lamotrigine, comparad with 33% in the stable brand
therapeutic drug levetiracetam, and MEAME Group
mcnitering lopiramate after = The rate of AED-related adversae events was
database ganeric substitution similar between groups
compared with a s The authors concluded that significant day-
stable brand name to-day variability in intra-patient plasma
drug regimen lamatrigine can be chserved sven in
patents stabilized on brand-name products
Erickson et al, Reirospective Epilepay n = 1980 To determine if « Mo difference in AED utilization changes MNIA
Epilepsia. cohort study switchirg from was reparied for patients switching to
2011;52:1385-T1. | using a health branded to generic genafic lamaolrigine vs non-switch patients
insurance plan AEDs is associated {incidence rate ratio 1.00; 25% CI1 0.84 1o
clams database 1.19)
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with adverse
aulcomes

Mo difference in adverse evenis as
measured by all-cause ED visits and
hespitalizations was reporied for patienis
switching o genernic lamaotriging ve non-
switch patients (event rale ralio 0.97; 95%
C10.80 1o 1.16)

Authors noted that the findings suggested
that lamoirigine may be switched from brand
o generic formulation without increased ED
visits or hospitalizations or changes 1o
therapy

Heftkamp M. Mat
Rev Naurol.

2019:15,8-0

Commentary

Epllepsy

MSA

Commaentary on
Lang et al. 2018
{summarized in
Table 2 above)

Lang &t al. 2018 demaonstrated that
ewitching between AEDs from differant
manufacturers increased the sk of saizure
refapse

Holtkamp notes that while the assumption is
that seizure worsening can be atfributed o a
pharmacological issue, wider evidence
suggests that poor reatment adherence
might be responsible

Evidence suggests thal concerns regarding
the broad range of bioequivalence accepled
by regulatory bodies may be overestimated
In Lang ef al, 2018, the cause of seizura
refapse after swilching could not be
analysed - Holtkamp notes that no increase
in sedizure activity was observed when
switching from generic to brand suggesiing
that the cause may not be pharmacological;
Holtkamp suggests the cause may ba none-
adherence

/A
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Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
+  Hollkamp concludes that switching between
AEDs shoukd be safe provided basic
recommendations are followed {e_g., no
unnecessary swilching, patent counselling,
check AED serum conceniralions)
Kesselheim el al. | Case-contral Epllepsy M=11472 | Todetermine * Colour discordance preceded 1.2% of cases | NA
JAMA Intern Mad. | study of whether switching of non-persistence and 0.97% contrals
2071317 32023, commercially among different (adjusted OR 1.27; 85% CI 1.04 to 1.55)
insured palienis appearing AEDs I8 | »  Shape discordance praceded 0.16% of
in tha US assoctated with cases of non-persistence compared with
medicalion non- 0.11% of controds (OR 1.47; 95% G| 0.85 o
persistence 2.4)
«  Changes in pill colour but not shape
Increased the risk of non-persistence amang
the subgroup of patients with a seizure
disorder diagnoses within 6 maonths pror o
the index date (colour: OR 1,53, 85% CI
1.07 to 2.18; shape: OR 3.15; 95% Cl 0.82
o 12.1)
Kesselheim et al Populations Epilepsy, M=383.001 | Todetermine « Generic AED refilling was associated with NSA
Meuralogy. based case- myoclonus, whether refillirng an &% increase in the odds of a seizure-
201687 1796- crossover study | convulsions generic AEDs and redated event (DR 1.08; 25% CI 1.06 to
1804 using Medicaid switching bebween 1.11)
and UC differant s The odds of a saizume related avent
commercial manufacturers were Increased following a switch to a differant
health insurance associated with manufacturer (OR 1,09, 95% CI1.03 to
database mcreased selzure 1.15); however, after adjustment for refilling,

imcidence and
whether refilling or

pill appearancea
changas might

{here was no associathon (OR 1.00; 95% Cl
0.94 to 1.07)




Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
madify any
association
Krauss GL. JAMA | Editorial Epilepsy MiA, Qpinion regarding The FDA-funded studies were only MiA
Meural the three FDA- conductad using lamotrigine, and therefore
2017 74:900-901. funded may nof ba relevant to all AEDs
bicequivalence The FDA-funded studies did not include
sludies disparate generic farmulations of lamotrigine
The FDA-funded studies inform on
bioequivabence, bul do nel address common
pabtient complaints and clinical problems with
generic switching
Discussing the FDA-funded studies with
patients may reduce ‘nocebo’ effect
Kwan P & Palmini | Systematic Epilepsy INA To review changas 14 refrospective aricles included NSA
A. Epilepsy Teview in healthcare The three studies that investigated a brand-
Behav. utilization following to-generic lamoirigine switch reported that
2017;73:166-172. AED switch there was no increased risk of acute events

{ambulance use, ER visits, hospifalization):
o of these studies reported an increased
risk of cutpatient visits ard hospitalization
duration, but not inpafient visits

Fooled AED switch siudies were
inconsistent with frve reporting increased
healthcare ulilization and five reporfing no
increase in healthcare ulilization
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Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
Labiner e al. Refrospective Epilepsy N = 33625 | Toinvestigate the =  Drugs included were carbamazepineg, NA
Meuralogy. opan-cohort association of gabapentin, phenytain, primidane, or
2010;74:1566-74. | study using a generic AED use zonisamide (amotrigine not includad)
U3 health with all.cause and | «  Compared with brand use, generic AED use
insurance epilepsy-related was assoclated with greater medical
claims database madical rasource utllization and risk of epilepsy-related
utilization and injury medical events
risk
Lalic of al. Drugs | Clinical PK Epilapsy =18 Ta invastigata tha # There wera na significant differences in Ministry of
RO 2011;11:53- | study variaticn In lamolrigine sefum concentrations batweean Seience and
G0, lamotriging serum the bwo formulations Technology,
concenirations Republic of
balwesn two Sarbia
immediate-release
iablet farmulations
Licow el al, Amarican Epilepsy A Position statement | «  The AAN opposes generic substitution of N/A,
Meuralogy Acadarmy of an the use of anli-convidsant drugs for the treatment of
L0007 681249 Meurology anficomulsant epilepsy wilhoul the altending physician’s
1250. (AAN] positicn drugs for the approval
slatement on treatmant of = Anficonvulsant dregs differ from other
anteonvulsants eptlepsy classes of drugs; small variations in

concentralion can cause foxic effects andfor
salzures

s The AAN cpposes policies thal would result
in arbdtrary switching amang antlconvulsants

=  The AAM supparis legisiation that would
require informed consant of physicians and
patients before generic subsiitulions are
made at the point of sale
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Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
=  The AAN believes that the use of
anticonvulsants for epilepsy should be
distingulshed from use for other indications
Makus KG & Case saries Epilepsy 71 To characterize s The survey responses indicated that =280% GlaxnSmith
McCormick J. Clin | analysis pharmacist | oufcomes in of patients who experienced a loss of Kline
Ther. {surey) responses | patients with seizure control when switching from brand to
2007;29:.334-41. and 130 epilepsy who generic lamolrigine regained selzure confral
physician expananced whan swilched back to brandad lamaotrigina
responses | adverse reaclions
an swilching from
branded to genanc
lamotrigine and
who were
subsequenily
switched back to
branded lamolrigine
Milker JE et al. Responss o Epllepsy [y Rasponsa to #  The consideration of restricting genaric MIA
Meuralogy. Fosition Posilion Statement prescriptions of AEDs is surprising as there
200762 1806-8, | Siatement (Liow {Licw et al, 2007 Iz scant hard evidence of problems with
et al, 2007 above) current generic AED formulations
above) * Prospective, blinded, randomized trials are
required to address whether genenc AEDs
achieve different serum levels than branded
VErsins
= Barmiers io generic competition are nat in the
patient’s interast
Miglsen af al, Pilgd PI Epilepsy N=8 Ta report an = Despite namrower bioequivalence A,
Epllepsy Bahav. analysis comparative PK requirements in Denmark, there are some
2008;13:127-30. data obtained with patients who expenance seflous clinical
diffarant consaquencas [selzure relapss, stalus
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Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
preparations of epilepticus, epidural hematoma due to
lamotrigine in ataxia and falls) in assochabion with a change
aulpatients in lamotrigine preparation and significant
reporting probiems alterations in plasma levels
with shifis in
lamatrigine
preparation
Patel et al Short Epilepsy N=18 Ta report on « Mean serum lamofrigine concentrafions had | NA
Epllapsy Res. communication patiants taking increased significantly over time despite no
201 2:08.260-72. stable lamolrigine change In reatment redglman
who were found to | «  GlaxoSmithKline confirmed that lamotrigine
have significant in the later time perod was sourced from a
increases in sensm different site
LTG concentrations | «  The authors concluded that amatrigire
levels can fluciuate resulting in toxiclty even
if & stabde regimen of the parent compound
Is being used
Privitera b, Clinical practice | Epilepsy NA Owerview of the = Conbroversy remaling regarding the NA
Meural Clin Praci. | opinion confroversial area ‘switchabilify' bebween brand and generic
2013:3:161-164. of generic AEDSs
substitution of = Critique of bioequivalence testing include
AEDs that testing is not conducted on people with

epilepsy, that the test population is not
faking other medications, that studies
investigate a single dossa, and that ouicomes
or adverse effects are not consideraed

«  Siudies suggesting that seizwre conirol and
adverse effects may change after ganerc
substiution are primarly retrospective

s The FDA has funded three ongokng
prospective studies o address guestions
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Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
reqarding AEDs beyond standard FDA
bioequivalence analysis
Privitera et al. Randomised, Epilepsy M= 35 To study the efiect | «  Lamofrigine exposures were equivalent FA, the
Lancet Neuro, double-blind, of switching between the generic products Epilepsy
2018;15:365-72. | chronic dosing, between two (bioequivalence in Cuas and AUC) Faoundation,
crossover, PK disparate generic = Mo significant differences in seizure the
shudy lamotrigine fraquency or adverse events wera reported | Amencan
(EQUIGEN) products in patients Epilepsy
wilh epllapsy Socialy
Rahman et al Retrospective Epilepsy MNIA To compare * 27,150 events were reported for lamotriging: | FDA
Epilepsy Ros. analyses of the adverse avent T1% for branded, 27% for generics, and
2017:135:71-T8. FO& Advarse reporting rates for 1.64% for authorized generics
Event Reporting brand vs geneTic #  The reporting odds ratic {ROR) for branded
System AEDs including lamatriging was higher for sevans
{FAERS) lamatrigine dermatologic events and diplopla; the ROR
far generic lamatrigine was higher for
suicidessuicidal ideafion and dementia
compared with branded and authorised
geneic
Rascati e al. Case-coniral Epilepsy N = 3054 To determine the = 11,0% of patients who had an acute event M/A
Pharmacothaerapy | analysis odds of AED had an AED substitution in the § months
L 200G 20 TES-T4. substitution among prior eampared with 6.3% af controks
pafients who had (patients with no event)

an epileptic even
requiring acute care
refative to palients
with no event

s The authors concluded that patients whio
had an epileptic evenlt requinng acule cara
were ~B0% more |ikely than matched
controls io have had a recent AED
substution
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Citation Study Design Indication | Patient no. | Objective Key Messages Sponsor
Vossler af al, American Epilepsy NA To update the 2007 | «  The resulis of the two FDA-funded NA
Epllepsy Curr, Epllepsy Sochaty posilon statemant bicequivalence studies of lamatriging
2016:16:208-211. | (AES) position in the light of two support the validity of the FDA's
statemant on FDA-funded bioequivabence standards
generic biceguivalence + Palients and providers can now have
substitution of sludies reasonable confidence of bioequivalence
AEDs when switching from brand-to-generic or
generic-to-generic AEDs
Wilner AN, 13-guestion Epilepsy n= 30 To assess the = G8% of neurologists reporied breakthrough | Shire, Inz.,
Epilepsy Behay, | survey for effects of generic selzures after a switch from brand-to-genere | U3
2004 5:605-8, neurologists substitution of AEDs (33% for generic-to-generic)
AEDs = 56% of neurclogists reporied increase side
effects after a swilch from brand to generic
AEDs (27% for genaric-lo-generic)
= 18% of neurclogists agreed that the FDA
standards for AED boavailability are
sufficiently narrow.
s The authors concluded that although
switching may be appropriate for some
patients, there are a substantial number fior
whom generic substitution may represent
suboptimal care
Zachry ef al. Case-conirol Epilepsy M= 1664 To evaluate the * 11% of case patients experienced a Abbot
Epilepsia. analysis association switching between AED alternatives within & | Laboralories
2009:50:483-500. between inpatiant’ months compared with §.5% of the contral
EMETQENTY patients (OF 1.81; 95% CI1.25 263, P=
epilepsy care and 0.0024}

the occcurrence of a
recant switch in
AED farmulation

Casas requinng acule care therefore had
B1% greater odds of having undergone an
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AED formulation switch within the previous 6
mioniths than maiched confrols

AEDs, anfiepieptic drugs; PK, pharmacokinetics,
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THE FACTORS FOR CONSIDERATION

Factors are presenbed hare in the order they appear in the paper, without implying any
ranking or relative impartance,

NEED

=  The health need of the person

« The availability and suitability of existing medicines, medical devices and treatments
= The heaith need of family, whanau, and wider society

#  The impact on the Maor health areas of focus and Maorn health ocutcomes

+ The impact an the haalth outcomes of population groups experiencing haalth disparities
=  The impact on Government health priorities

HEALTH BENEFITS

#  The health benefit to the person

= The heaith benefit to family, whanau and wider society

« Consequences for the health system

SUITABILITY

= The fealures of the medicine or medical device that impact on use by the parson

= The featuras of the medicine or medical device that impact on use by family, whanau and
wider sociely

«  The leatures of the medicine or medical device thal Impact on use by the health worklonce
COSTS AND SAVINGS

=  Health-refated costs and savings to the person

¢ Health related costs and savings to the family, whanau and wider society

» Cosls and savings to pharmaceutical expenditure

« Costs and savings fo the rest of the health system



PHARMAC

T FATAEA WHARIGHARDA

Level 9, 40 Mercar Street, 'Wellington

PO B 100258 'NF-IIII'IQTE-I'I Bl14%5 Mew Jealana
P +54 4 460 4990 | F: +64 4 460 4295
waw.pharmac.govbnz

29 July 2019

Louise Upston MP
Via email upston.cambridge@parliament.govt.nz

Dear Louise
Lamotrigine funding

Thank you for your email about your constituent with epilepsy who is concerned about the
lamotrigine brand change.

We understand that brand changes can be difficult for people Before we changed the brand
of lamotrigine from 1 May 2019, we got expert clinical advice from specialists and other
healthcare professionals who currently help people manage living with epilepsy and mental
health conditions Our expert clinical advisors have assured us that changing brands of
lamotrigine is appropriate. We also checked with the New Zealand Transport Agency (NZTA)
about changing brands of lamotrigine NZTA considered that a brand change is not a
treatment change and that any risks would be extremely low

Most people shouldn’t notice any difference when changing brands However, the chronic
nature of epilepsy means people with the disease, even on treatment, can have recurrent
and spontaneous seizures. A small number of people may not be able to change brands or
may need to change back to their old brand, so may be eligible for our exceptional
circumstances funding.

PHARMAC uses brand changes like this one to free up funding so that more medicines can
be funded. This is how we meet our objective, set by legislation, of getting the best health
outcomes from the funding that is available for pharmaceuticals.

| suggest your constituent be encouraged, if she hasn’t already, to discuss her concerns with
her healthcare professional. They will be aware of their patient’s individual situation and
medical history The health professional can apply for funding through our exceptional
circumstances process if a brand change would not be suitable, or has not been tolerated.
We have also agreed to fund a follow up appointment if this is required.

| appreciate you taking the time to write, please do not hesitate to contact me again if you
require further information

Yours sincerely

Alison Hill
Director Engagement and Implementation

A1295148 - gA50369



PHARMAC

T FATAEAS WHAIGAANGA

Level @, 40 Mercer Street, Wellington

FO B 10552 'n"'.fF'IIII'Ing'_'-I'l 6145 Mew Jealana
P +54 4 460 4330 | F +64 4 460 4295
warw pharmac.govbnz

29 August 2019

RE: Lamotrigine Brand Change
Thank you for your email dated 25 August

PHARMAC reads and considers all submissions received during the consultation process, as well as
all Consumer Voice Feedback. All consultation responses were provided to the PHARMAC Board prior
to making this decision We take steps to ensure that any potential issues arising from feedback are
suitably addressed going forward.

For the proposal to move to one funded brand of lamotrigine, PHARMAC sought feedback from 29
August 2018 to 26 September 2018 After reviewing the feedback, we determined that more time was
required to consider the issues raised before a decision could be made. The initial date put forward to
implement the proposal was 1 December 2018 This date was delayed while we sought additional
clinical advice from our expert clinical advisors (the Neurological and Mental Health Subcommittees)
on the concerns that had been raised in feedback The Subcommittees considered the consultation
feedback and updated evidence and concluded that there was no pharmacological reason to suggest
there would be a clinical problem for patients with epilepsy or mental health conditions to change the
brand of lamotrigine they use. The Subcommittees were supportive of the proposal to move to one
funded brand of lamotrigine, and the implementation date was moved to 1 May 2019

Prescribers and pharmacists have been notified of the lamotrigine brand change through regular, well
known channels. We have allowed five months between 1 May 2019 and 1 October 2019 for patients
to have dialogue with their prescribers and pharmacists before changing to Logem We work hard to
provide accurate and detailed information to prescribers and pharmacists, as well as to make the
same information freely available on our website We are continuing to identify opportunities to work
with health professionals and raise awareness of this brand change. The Best Practice Advocacy
Centre have developed practical guidance for primary healthcare professionals who are supporting
patients through this brand change, and we are highlighting this advice to the relevant health
professionals Our enquiries team is also available to answer calls and emails from health
professionals and consumers who have further questions. We can’t estimate how many prescribers or
pharmacists read our updates and notifications Similarly, with people who view information on our
website, we can’t estimate what proportion of those are primary healthcare professionals.

PHARMAC has created a specific process for considering funding for individual patients who, due to
exceptional clinical difficulties, are unable to manage a change of brand Details on how to apply for
Exceptional Circumstances funding are available on our website. Doctors can apply to PHARMAC
before their patient has tried Logem (if they predict their patient would not be able to manage a
change) or after their patient has tried Logem (if they consider their patient cannot manage the
change) So far there have been three successful applications for ongoing funding of other brands of
lamotrigine through this process.

PHARMAC cannot comment on an individual’s clinical situation. PHARMAC makes decisions around

which medicines are funded, but prescribers and pharmacists are best placed to use their clinical
judgement in managing individual patients. While PHARMAC makes a range of funded options

A1306760



available to New Zealanders, the final choice of medicine or brand is always at the discretion of the
prescriber and the consumer

Yours sincerely,

Hannah Tibble-Gotz
Customer Support and Enquiries Management

A1306760



Deirdre M::Cullnuc_lh

From: larse Wallace on behalf of Sarakh Fitt

Sent: Monday, 26 August 2079 77:08 Ak

To: ——

Co David Clark@parhament.goving

Subject: RE: Lamotnigine brand change casualties  warning: graphic images

oo

Thank you for vour email  As vou know, tha sole supply period for the Logem brand of lamotrigineg commences on 1
October 2019, Paople using other brands of lamolrigine have 5 months, starting from 1 May 2019, to change to the
Logem brand

FHARMAL has created a specific process for considering funding for individual patients who, due to exceplional
chnical difficulties, are unable to manage a change of brand. Details on how o apply for exceptional cireumstances
funding are available on our website Doctors can apply to PHARMAC before their patient has tried Lagem {if they
predict their patient would nol be able o manage a change) or after thair patient has tried Logem (If they consider
their patient cannol manage the change) 3o far there have been three successful applications far ongeing funding of
ather brands of lamotnging through this procass.

We lake reporis of adverse events seriously. We strongly encourage anyone experiencing an adverse reaction to
raport this to CARM and talk to their haalth professional for advice Information on how 1o report a problem s on the
Medsafe website, This can be completed by a patient, their family member or by a heaith professional

As outlired in our kefter to vou on the 25" of July, if vou would fike o discuss your concerns with one of PHARMAC's
medical direciors please lel us know and we will phone you at a time that sulls you

Zarah Fitt | Chief Executive

PHARMAL | EO Box 10-254 | Lewel 'F:II 4} Mercer Streat, 'I.l"-'q=|!|1'||-11|._‘:-|1




Exceptional Circumstances applications for Lamotrigine

An Exceptional Circumstances form and process has been set up to access applications
for patients with exceptionally difficult to manage clinical circumstances which means they
may not be able to transition to the funded lamotrigine (Logem).

This process was set up acknowledging that there will be some patients with Exceptional
Circumstances who are unable to transition. Acknowledging that NPPA would not be the
most appropriate pathway for these applications to be considered as it is unlikely
applications would meet the principles of the NPPA policy.

Exceptional
Circumstances fund

Process
All Lamotrigine applications will require a clinical and a TGM view.

If the view of the Panel has been sought, then DMD is not required unless the FC or TGM
considers it to be needed. If a DMD view is required all applications should go to DMD
PM.

Itis acknowledged that for some patients there may be funded treatments that they haven’t
tried, such as alternative AEDs. It is unlikely that we would push back on these treatments
if the patient has history of stable and well controlled epilepsy. When assessing these
applications, the main requirement to look at is whether the patient has exceptionally
difficult to manage clinical circumstances which means they cannot transition to the
Logem.

Applications that meet this threshold of “exceptionally difficult to manage” will be
progressed for a decision using the EC framework. The NPPA decision paper template
can be used for these decisions, however, will need adapting to remove the references to
NPPA. Please see previous decision for an example.

For patients who do not meet the threshold of “exceptionally difficult to manage, a letter
will be written to the applicant to communicate this outcome. A letter can be generated
and completed using the general applicant letter in MAD.

Expert advice
A group of NPPA Advisory Panel members have been identified to provided clinical advice

were needed on lamotrigine applications. This group is made up of | EGcIEIIININNING
I - otrigine applications, which require Panel input,

should go to all three of these advisors.

The record of the meeting to discuss the development of the EC lamotrigine process and
form with these clinicians is here:

A1298113 1



2019-04-04
conversation with P.

Reporting

The Lamotrigine Project Team have requested a regular update regarding the applications
at their fortnightly meeting. The update should include the number received, the number
approved, the number that did not progress. A brief summary of what has been approved
and what has been not progressed should be provided also.

This update should also be shared with the Panel members on a fortnightly basis.

A1298113 2



PHARMAC MEDIA ENQUIRY

Date

| 28 september 2018

Subject

Lamotrigine

Media outlet & contact
details

Deadline

COP 28 September 2018

Questions

Could Pharmac please advise us what it expects to be the
percentage of patients taking lamotrigine who may

! experience problems with the proposed brand switch if it

| goes ahead?

Comms team lead

hatt W

Other staff input
required (include
names and contact

Bromwyn Locke

| Adrienne Martin

details)

Spokesperson as Lisa Williams

required

A:tiunsfrespunsn Consultation on the proposal to change to a single funded
Other information brand of lamotrigine clozed on Wednesday this week, and

(include key messages)

PHARMACL is carefully considering all the feedback Mo decision
has been made

If the proposal is approved, up to 11,000 people would need to
change their brand of lamotrigine te continue using a funded
brand of this medicine, We are aware, from looking at 2017
dispensing data and a study published in 2014, that many
patients already switch between the three currently funded
brands of lamotragine

*h i) nehinim.ni vipubmed!

AT184181




Date complete

AT184181




Ref: C1802503

Dear

Thank you for your emails of 19 and 26 September regarding funding of lamotrigine
medications

PHARMAC is the Government agency that decides which pharmaceuticals will be publicly
funded. PHARMAC operates independently of the Minister and Ministry of Health. This
independence allows the public to have confidence in the impartiality of funding decisions.
For this reason | am unable to intervene in PHARMAC’s decision-making process

As you will be aware, PHARMAC sought feedback on 29 August 2018 for a proposed
change to the funding of lamotrigine dispersible tablets used in the treatment of epilepsy
and/or bipolar disorder.

Feedback on the proposal has now been closed and PHARAMC will be assessing all
submissions before any decision is made. The information that GSK provided on the risks of
stopping funding of lamotrigine medicines for epilepsy is important and will be used by
PHARMAC’s Board or delegate to determine the best health outcome for all New
Zealanders.

Thank you for writing and sharing your concerns with me | wish GSK well in the work you
are doing to improve health in New Zealand.

Yours sincerely

Hon Dr David Clark
Minister of Health



Deirdre M:Eullnu&h

From: Lisa Williams

Sent: Thursday, 11 April 2079 3:59 PM

To: Liza Wilhams

Subject: 2019-04-11 PHARMALC WEEELY UPDATE part 2

Attachments: 2019 04 11 Decision to move to ane funded brand of lamatrigine (Logem) pdf

Dear all, my apologies for a second email, there was a further item.

This decision about lamotrigine (see attached) will likely be of interest to DHE Chief Pharmacists.

For your additional interest and background, our dispensing data for 2018 shows that of all patients (12,500 patients
in total] who collected a funded prescription for lamotrigine, around 50% (6,250) changed brands at least once during
that year and around 4,000 patients changed brands two or more times We are not aware of, nor have we been
informed of, any significant clinical impacts for these people when they changed brands,

Please forward this infarmation to ather individuals or groups wha you think may be interested in this decision.

Warm regards

You're tha onac

whio know what
wrorks &nd what GIVE LIS YOS
dorsn't work. ADVICE
OH DEVICES To participate go to: www.pharmac.govt.nz/devices

Consultation is now open on a new way to managea
fairar accass to hospital medical devices.




Deirdre Mc:CuHuuHh

From: Greg Williams

Sent: Thursday, 18 April 2019 10:40 AM

To: Adnenne hartin

Subject: FW. Lamiotrigine

Attachments: Mylan Logem A4 Detail Aid APRIL 2019 pdf
F¥l

rrom: [

Sent: Wednesday, 17 April 2019 5:52 P

T g i S o o

Cc: Felix Ra
Subject: Lamotrigine

Dear Greg and Brian

Talking with my culit'agut-_ we thought you may find our GP detailer for Lamotrigine useful. Please find
this attached showing biastudy data that we are 100% biceguivalent to G5K's Lamictal {Key clinical parameters;
AUC = 101% and Cmax = 100%), Please feel free to use this information however you may wish to support messages
around biceguivalence etc

If you meed any further information on Mylan's product please don't hesitate to reach out to either of us,

Kind regards

This emall massage and any attachments are for the exclusive use of the intended -ﬂﬂdr’-BESUrBI:&:I. This MEssSage may
contain confidential, privileged andfor proprietary information, and unauthorized review, use or disinbution by persons
other than the intended addressea{s) is striclly probibited and may be unlawful. Unintended transmission does mnot
waive any privilege including attorney-cliant, attornay work product or claims to confidentality. i you received this



Deirdre M::Cullnuc.lh

From: Danna fennings on behalf of Web Enguiry
Sent: Tuesday, 30 April 2019 4:44 PM

To L

Subject: RE: Query Lamotnigine brand change over

Sorry about the delay in getting back to you on this one.

Peaple wha make submissiens abaut Brand I::I‘I:-'I-rIIH-H'. are pet routinely natified of the final declslon — however, the
decision will always be published on our website.

You can ask te be added to the notification list — for a particular interest area —although you will end up with a
whole lot of emails.

When we publish the decision '1!'_::r.|".|_| ation .-::l_f'.|!rgl_‘ wie include a summary of the submission feedback at the end, This
is usually grouped in themes as many responses will have the some comments = if your comment/question hasn't
been incduded in there, ar vou would like more information er clarification, get in towch with us,

R meyrs article, Yag we have made it easier for doctars o apply ta ut in exceptional circumstancas, Thera |5 pow
" FRY

more info about this, including the form, on the lamotrigine my medicing has changed webpage

Kind regards
Donna

The Sale Supply period doesn't start until 1 October 2019, this means there will be another five months tor people
[ (=] -;;I"t-'.ur*-t!:t: b bhe Legem brand,



The decision has been sent out to a lot of interested parties. And we update pharmacists every month about
upcoming changes = the update tor 1 May changes will go out on Thursday

&5 vou will be aware  we don't have direct access to consumers  however, the five month transition will ensure
there s time to suppoert people changing brands,

We hawve been working with consumer advocacy groups and primary care organisations.

‘We already hawve info up on our website My Medicine Has Changed page. More info is expected to go up on here in

the caming weeks

Let us know it you hawve further concerns or questions about this change

Kind regards

.'::Il::-r"' Pl ||-"1r'|'1|:!{-_-.

PHARMALC







Deirdre M:Eullnu&h

From: Karen lacobs-Grant

Sent: Tuesday, 23 April 20719 12:43 PM

To:

e - |
SuI:-je-r:L' Lamatrigine brand to change information attached

Tend koutou katoa,

Brand change for Lamotrigine

Lametrigine is & medicing used to help manage epilepsy and some menial health conditions such as bipolar
disordar,

& decision made by PHARMAL to the change supplier of lamofriging fablets means that whanau who are currently
faking the Lamicial brand of lamolrigine, will need o change brands to Logem, from 1 May 2019, They will have five
mionths to do this io ensure a continued supply of their medicine

This decision means that:
o  from 1 October there will be only one funded brand of lamolrigine 25 mg, 50 mg and 100 mg dispersible
tabials (Logem), rather than thrae differend brands (Lamictal, Arrow-Lamaolriging and Logeam)
e whanad will ba able o collact a three-manth supply of Logem from thair communidy pharmacy,

« whanau who are net already using the Logem brand, will have five months fo change o it.

There are no changes to the funding of lamoingineg 2 mg {Lamictal) and S mg (Lamictal and Arrow Lamotrigineg)
disparsibia lablets, excapt that people will be now ba able to collect a three-month supply of thesea fram their
community pharmacy.

In summary

= The funded brand of lamotriging Is changing from Lamictal, Arrow-Lamodrigine and Logem to Logem only.
=  [From 1 May 2019 to 30 September 2019, whanau will have five months to change to the Logem brand of
tamatrigina

= From 1 Oclober 2019 PHARMAC will only fund the Logem brand of lamolrigine
# There is no changa to the funding of the 2 mg and 5 mg presentators of lamoingine used for young
children. They would not need to change their brand of Eamotrigine.

W kriow that changing brands of medicings can be difficult for some whanau I's understandabla that they might havea
gquestions about changing their medicines.

Resources to help changing brands

There is a number of resources and information available for health professionals, consumer organisafions and patients
o support the lamaotrigine medicine brand change  Further defails will be made available from PHARMAC's website

In additian,

= There will ba a mechanism under the PHARMAC exceptonal circumstances framework for prescribeds o apply
for their patient fo remain on their current brand of lamotriging. This is for those palient's with exceptionally
difficult circumstances who prescribers think would ol manage this brand change or have nol folerated the
change



e If whanau require extra visits to their GP over and above their usual visits to manage the change in brand, GP
clinics can apply to PHARMAC to cover patients’ out of pocket costs.

PHARMAC's job is to make sure that New Zealanders have access to the medicines they need. Making brand changes
to medicines helps us achieve that by freeing up money to fund other medicines

Reducing the number of brands of lamotrigine we fund will free up more than $30 million over the next five years;
money that PHARMAC will use to fund other medicines for all New Zealanders.

For more information-https://www pharmac govt nz/news/notification 2019-04 11 lamotrigine/

To contact PHARMAC, either phone Enquiries on 0800 660 050 or email us at enquiry@PHARMAC.govt.nz

Nga mihi nui
Karen

Karen Jacobs Grant | Senior Advisor Maori Responsiveness
Ngati Whatua, Ngapuhi, Ngati Torehina

Te Pataka Whaioranga - PHARMAC | PO Box 10-254 | The Terrace, Wellington 6143
Level 9, 40 Mercer Street, Wellington 6011

www pharmac health nz




Deirdre M:Eullnu&h

From: Web Enguiry

Sent: Wednesday, 1 May 2079 3:44 PM
To I
Subject: Lamotrigine brand change

kia ora [

Thank you for getting in touch with us about the lamofrigine brand change
Firstly, we're sorry to hear about your daughter's situation. This must be a distressing time for you and your family.

I'd like to assure you that before we changed brands, we got expert clinical advice from healthcare professionals

who manage people living with epllepsy and mental health conditions to make sure it's appropriate for pecple to
change brands of lamotrigine. Our expert clinical advisars have assured us that changing brands of lamotrigine s

appropriate

We're also working with doctors, pharmacists and patients to make sure everyone is supported through this change
Howewer, | understand that this has not been the case for yvou and am sorry to hear that your daughter's neuralogist
was unaware of the brand change.

Before we made a decision to change brands, we ran a thorough censultation process asking for feedback from
healthcare professionals, patient advocacy groups and patients A summary of the feedback we received and our

lamotrigine/

| understand that the consultation document has caused some confusion. The intent of cur consultation was not to
suggest that children only take & mg and 5 mg lamotrigine It was to highlight that these strengths are mainly used
by children.

You may be interested to know that we did receive feedback from carers of children and adelescents with epilepsy,
which was considered by our clinical advisors. Qur clinical advisors were also aware that children may have to
change brands, They considered that some children with epilepsy may have trouble with a brand change, depending
on their individual circumstances, but that these patients should already be under the care of a specialist who could
help them through the change

You can read a summary of their advice on our website: https://www pharmac govt nz/assets/ptac-neurological

We do have a process to consider funding for individuals in exceptional circumstances, If you would like, we would
be more than happy to share this information with yvour daughter’s neurologist.

We alsa have mare information available on our website, which explains what this brand change means, as well as
information about the exceptional circumstances process: https://www pharmac govt nz/medicines/my-medicine-
has-changed/lamotrigine/

Once again, thank yvou for taking the time 1o share your concerns with us, If you would like more information, please
don't hesitate to ask.

MNga mihi nui
Katie



Deirdre M:Eullnu&h

From: Web Enguiry

Sent: Tuesday, 7 May 2019 10:30 Ak

To R

Subject: Lamotrigine brand change - response to Facebook messenger

ko or- [
Thanks tor following up with us about the lamotrigine brand change

Before deciding to change brands of lamotrigine, we sought extensive clinical advice from two Subcommittees, both
the Mental Health Subcommittes and MNeurological Subcommittes, Both Subcommittees have practicing expert
healthcare professionals who manage people, including children, living with epilepsy and mental health conditions.
We also encouvraged members of our Subcommittees to discuss items with their colleagues, as we're aware that
Subcommitiees can't meet all subspecialties, Our experts were aware that this brand change may impact children and
have assured us that changing brands of lamotrigine is appropriate

Children are involved in most decisions we make, so | can assure you that our clinical advisors take this very seriously
We have every confidence that if our advisors had any concerns for children or other groups of people, these concerns
would have been raised and recorded in their meeting minutes. If this change wasn't appropriate for children, we
would not have made this decision

You can read the full minutes on our website: https://www pharmac govt nzfassets/ptac neurological and mental
health-subcommittee-lamotngine minute 2019-02 . pdf

l appreciate your concern about changing brands. | do encourage vou to talk bo vour daughter's neurologist as they're
the best person to talk to abowt this change. s I've offered before, we are also more than happy to call both you and
yaur daughter’s neurologist to talk about this brand change and how we can help

MNg& mihi nui
Katie



PHARMAC

T PATAEA WHAIGDARARG A

Level @, 40 Mercer Street, Wellington

FO B 10552 '-u"l.fF'IIII'Ing'_'-I'l 6145 Mew Jealana
Fo+5d 4 450 4990 | F +64 4 460 4295
warw pharmac.govbnz

Kia oral |

Thanks for getting in touch with us.

The advice we got from our expert clinical advisors is that you shouldn’t notice any difference
when using different, and switching between, brands of lamotrigine.

If you have any concerns, we do recommend that you speak to your doctor or pharmacist.
We’d also be more than happy to speak with you about this over the phone we have
trained pharmacists on the line who can help explain what this brand change means

Nga mihi nui
Katie

A1271623



Deirdre M:Eullnu&h

From: Adam McRae

Sent: Thursday, 30 May 2019 1129 AM
To: Adnenne Martin; Web Enguiry
Coc Peter Murray

Subject: RE: lamotrigine

I am in two minds about promoting the co-payment fee reimbursement here as the GP may nat agree Lo it or she
maybe under the care of her Meuro and this isn't her chief comcern. | think maybe saying inserting this to close out
the email:

*"Given your specitic circumstances, including medication hypersensitivities and the requirement for periodic dose
chamges, we would also encourage you to have a discussion with your prescriber ™

Cheers

A

From: Adrienne Martin
Sent: Thursday, 30 May 2019 11:12 AM
To: Web Enguiry <enguing@Pharmac.gowvt.nz

Ce: Adam Mcrae [ - - - /v

Subject: FW: lamotrigine

Suggested response below,
You might also like to run this via an MD before we sent it out. Pete have copied you in see what vou think,

Thanks
A

e

Thanks fer your follow up email. Hopefully the below information helps to answers your questions.

I'm sorry | cannot confirm for you specific details of the clinical krials What | can confirm for you is that our clinical
experts have thoroughly reviewed all of the clinical trials identified and based on the available evidence, they
concluded that there was no pharmacological reasons te suggest there would be a clinical problem with changing
brands of lamotrigine for patients with epilepsy or mental health. The Subcommittee were aware that there would
be could be two brands of lamaotrigine 5 mg tablets [Lamictal and Arrow-Lamotrigine] and ane brand of 25 mg, 50
mg and 100 mg tablets {Logem} at the end of the brand change transition period (ie people taking mixed brands
could be a possibility) when they considered the evidence, A list of the clinical trials that were considered is
provided in the minutes from the link below | have not detalled them to vou in this emall as | am sure you can
appreciate it is a long list, but you (or your healthcare professional) can access them yourself should you choose ta.

hitps:/fwww. pharmac.govi.nz/assets/ptac neurological and-mental-health subcommittee-lamctriging minute-
2019-02- pof

We rely on the clinical advice provided by our expert Committees to help us ensure that we are making the right
decisions when it comes to brand changes For your information the clinical experts that advised us on this brand
change were from the Neurological Subcommittee and Mental Health Subcommittee which is made up of
Neurologists, Psychiatrists and General Physicians from around the country Details about whao is on each
Subcommittee is available on our website.

A5 vou highlight in your email Logem is biceguivalent to Lamictal. This has been assessed by Medsafe. Medsafe is
the New Zealand Medicines and Medical Devices Safety Authority, It is responsible for the regulation of medicines,
1



ensuring they are acceptably sate. You can read more about Medafe from its website, However, even though
Medsafe have assessed Logem as being bicequivalent to Lamictal, we are aware from the clinical advice that our

experts provided us that people with epilepsy need support through any brand change. TIIIIEIEIGINGEEEEE

Thanks
Adrienme

From: Web Enquiry <enquiry@Pharmac.govt.nzs
Sent: Tuesday, May 28, 2019 2:01 PM

To: Adrienne Martin N - \i<::c {
Subject: FW: lamotrigine
Hey Adrienne

Could you please help us develop a response? See the chain below.

Cheers
Kathe

On Tue, 28 May 2019 at 13:22Z, Web Enguiry <enguiryf@pharmac.govi.nz> wrote:

ke



Thanks tor getting in towch with wus.

The advice we _|_JI|::-I fresrm our expert cline al advisars is that vou shouldn’t notice any difference when wskng different,
and switching between, brands of lamotrigine

It you hawve any concerns, we do recommend that you speak to your doctor or pharmacist. We'd also be more than
happy to speak with you about this aver the phone —we have trained pharmacists on the line wha can help explain

wiat thiz brand change meamns.

Maa mihi ful

Katie







Deirdre M:Eullnu&h

From: Jan Carey

Sent: Thursday, 13 June 2019 3:59 PM

To ——

Subject: RE: Medicine funding - why am | unable to contact any of your phone lines at
220peon on Wed

Hell:r-

Thank you for your email | am sorry | was not able to answer your call, or contact you by phone

A you are aware, the funded brand of lamatrigine is changing from Lamictal, Arrovs-Lamotriging, and Logem to Logem
only, From 1 May 2019 to 1 October 2019 people will have five months to change to the Logem brand of lamotrigine.
Medsafe have confirmed that Logem works in the same way as the previously funded brand, Lamictal {is
biceguivalent).

PHARMAL sought extensive advice from healthcare professionals who manage people living with epilepsy and
mental health conditions, such as Neurologists, Psychiatrists and GPs. Dur clinical experts carefully considered all
feedback from everyone who respanded to the consultation — along with all the published clinical studies and other
available evidence about brand changes for lamotrigine before confirming it would be appropriate for people to
change brands. Our expert clinical advisors have assured us that changing brands of lamotrigine is appropriate, We
have taken all feedback into account and have developed a comprehensive implementation plan to support
everyone through this change. This decision would not have been made if our expert clinical advisors were not
supportive of this change, regardless of the money it could free up

For mare information about the evidence and research our experts assessed and what they discussed, here is the
link to the information on our website; https:/f'www. pharmac.govt.nz/assets/ptac-neurological-and-mental-health-
subcommittee-lamotrigine-minute 2019-02 pdf

For more information about our expert clinical advisors on the Meurclogical Subcommittee and Mental Health
Subcommittee, visit our website: https:/fwerw pharmac govt nzfabout/advice/ptac-subcommittees/

PHARMAL understands that change cam be difficult for some people, It's understandable that people might have
questions about changing brands, but they shouldn't notice any difference when changing to Logem If people have
any questions or concerns about changing their brand of lamotrigine, we are encouraging them to talk with their
healthcare professionals Some people may return to their GP with concerns following the change to the Logem brand
and need additional support to make a successful change. In these cases, the GP visit co payment may be waived and
PHARMAL will relmburse the GP clinle.

In addition, there is a mechanism for prescribers to apply for their patient te remain on their current brand of
lamotrigine. This would be for those patients who, due to exceptional clinical difficulties, are unable to manage a
change to the Logem brand, or who have not tolerated the change A copy of the application form is available here
https:/fwww. pharmac.govi.nzfassets/lamotrigine exceptional-circumstances-form.doc.

| hape this infarmatian is helpful,
Best wishes

Jan Carey
PHARMAL

-
Sent: Wednesday, 5 Jlune 20159 2:28 PM



Deirdre Mccullnu&h

From: Jan Carey

Sent: Fricay, 7 Jume 2019 1:4% PM

T —

Subject: RE: Change from Brand Lamictal R to gemeric Lamaotrigine

Hellc IR

Thank you for taking the time to contact us and share your story

PHARMAL s rale within the Mew Zealand health system is to make decisions on which medicines and medical

devices are funded in order ta get the best health outcomes from within the available funding,
This applies to all Mew Zealanders.

Medsafe, part of the Ministry of Health, decides which pharmaceuticals are safe and effective for Mew

Zealanders to use  They have confirmed that Logem works in the same way as the previausly funded brands,
Lamictal and Arrow Lamatrigone, (is biceguivalent).

PHARMAL sought extensive advice from healthcare professionals who manage people living with epilepsy and
mental health conditions, such as Neurologists, Psychiatrists and GPs

Our clinical experts carefully considered all of the feedback from everyone who responded to the consultation -

along with all the published clinical studies and other available evidence about brand changes for lamotrigine -

before confirming it would be appropriate for people to change brands, Our expert clinical advisors have

assured us that changing brands of lamotrigine s appropriate.

We've taken all feedback on beard and have developed a comprehensive implementation plan te support
everyone through this change.

We wouldn't have made this decision if cur expert clinical advisors were not supportive of this change,
regardless of the meney it could free up

For mare infermation about the evidence and research our advisors assessed and what they discussed, please
wisit our website:

2019-02 ,pdi

For mare information about our expert clinical advisors on the Neuralogical Subcommittee and Mental Health

There is a mechanism for prescribers to apply for their patient to remain on their current brand of
lamotrigine. This would be for those patients who, due to exceptional clinical difficulties, are unable to manage a
change to the Logem brand, or who have not tolerated the change. A copy of the application form Is available
here https./fwww pharmac govt nz/assets/lamotrigine exceptional-circumstances-form doc

If this is not successful, it may be possible for you to still obtain Lamictal unfunded. | have had anecdotal
information that GSK are intending to continue to bring Lamictal into Mew Zealand after 1 October You may wish
to contact them on 09 3672900,

| am very concerned with vour comment about suicide | know change can be difficult | understand that yvou will
have questions about changing brands, but you shouldn't notice any difference when changing to Logem. Please

1



do talk to your doctor about the change and any associated feelings. If you return to their GP with concerns
following the change to the Logem brand and need additional support to make a successful change, the GP visit
co-payment may be waived.

| hope this information is helpful and goes some way to providing reassurance to you

Take care.

Kind regards

Jan Carey
PHARMAC




Deirdre McCullough

From: Jan Carey

Sent: Wednesday, 3 July 2079 430 P
To:

Subject: RE: lamotnigine

Hello I

Thank you far your follow up email | acknowledge your main concern, that, as Logem doesn'l coma in all sirengths
that may be required to gat the comect dose, the two brands may need to be to be taken logether

Medsafe have confirmed that Logem and Lamictal both contain the same active ingradients

When we considered this brand change, we reallsed some people would need to use two brands al the same tme o
gel the required dose Because of his, we sought advice from our Meurological subcommiliee The subcommities is
made up of specialists including neurologists who work with Mew Zealand pafienis every day. The subcommittes
discussad the zsue of brand mixing and advised us thal they had no concems

Please continue to discuss the concerns you have with yvour doclor.. They know your clinical situation best, As you are
aware, we have created a specfic Named Patient Pharmaceulical Assessment process for this change This gives
prescribers a8 way io apply for funding of an aliernative brand, should fheir patient have clinical circumsiances that we
haven't considerad Wa have told prescribers and pharmacists aboul this procass A copy of the application form thay
can use for this is available here hitps:fwww pharmac.govi nz/assets/lamotrigine-exceptional-circumstances-form.doc
Your doctor will be abde o assess whether it would be appropriaie fo use this process

We are continuing to work with health professionals and arganisations, inchuding Epilepsy New Zeatand, abouf this
change We are keeping health professionals fully informed abaut it and they will, in turn, talk to their patients abaul
e chamges and whal it means for them. We have allowed fiwve months far this change fo ensure people have plenty of
fime to discuss any issues with their doctor or pharmacist bafore they need fo change

We lake brand changes very serously, and expert cinical advice Is key lo our decision making | hope this
information goes some way to addressing your concerms

L witsh you all the beast,

Kimd regards

Jan




Thanks for your follow up email | am replying on behalf of Katie | hope the information below helps to answers
VaUr guestions,

' sarry | cannot confirm for vou specifle detalls aof the clintcal trials, What | can confirm for youw is that aur clinical
experts have tharoughly reviewed all of the clinical trials identified and based on the available evidence, they
conciuded that there were no pharmacological reasons to suggest there would be a clinical problem with changing
bBrands af lamotrigine for patients with eptlepsy or mental health, The Subcommities were aware that there could
be two brands of lamotrigine 5 mg tablets |Lamictal and Arrow-Lamatrigine] and one brand of 25 mg, 50 mg and
100 mg tablets {Logem} at the end of the brand change transition periad {ie peaple taking mixed brands could be a
possibility ] when they considered the evidence. A list of the clinical trials that were considered is provided in the
miiautes fram the link belew | have not detalled them te vou in this email, a5 | am sure you can appreciate 1t is a
long list, but you {or your healthcare professional) can access them yourselt should you choose to,

h.I:I |'_|:\..I."J"'.-'..".-'.-".-:;...!J"'ur_l'rr':a-: .H!J.'u.l_ .r-..r.:'.!:..-::.-.r}l.g';;-!..ult _||1*.|||_5!:|5_|::.|5:'.|i ..|_'1.|::i mental '1r'.||1!"_ ‘\..!.J::.:I.I E'!I1'I-""|.l_| !.rﬁ_-e-.-hqrr'ﬂ.ill glne rr'|l'|.l..-|§:*-
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We rely on thie clinical advice provided by our expert Committees to help us ensure that we are making the right
decisions when it comes to brand changes The clinical experts that advised us on this brand change wers from the
Meuralogical Subcommittee and Mental Health Subcommittee which is made up of Meurologists, Psychiatrists and
General Physicians from around the countny Details about who is on each Subcommittee is available on our

websile,

.2}



s vau highlight in vour emall Logem is hineguivalent to Lamictal This has been assessed by Medsafe Medsafe i3
the New fealand Medicines and Medical Devieas 5;-|1'-F-rl|r .l'-'|u1}'|1|-.|:'-|r. It s respa fible for the rL-"'I;lruiA'.l-:Jr': af rr'P-::ll-::lrle-'ﬂ__
ensuring they are acceptably zate You can read more about Medafe from its website Howewver, even though
Medsafe have assessed Logem as being bloequivalent to Lamictal, we are aware from the clinlcal advice that our
experts provided us that people with epilepsy need support through any brand change. Given your specific
clreumstances, |r|{“||.|-:'!-r|,;.1__ medication hypersensitivities and the regquirement far perladie dose ¢ P.ir:E.E %, wie would
also emcourage you to have a discussion with your prescriber

ﬁ&'_.'. Wil v

lan Carey

PHARMAL




On Tue, 28 May 2019 at 13:22, Web Enguiry <enguiryi@ipharmad.govi.nz= wrote:

ia ora [

Thanks for getting in touch with us

The advice we got from our expert clinical adwvisors is that you shouldn't notice any difference when using different,
and syt |'|rr|_ﬂ_ E:u--l:-.-.-r'-;.-&-r:I brapnds of |..?||'r||:_:|1‘r||.-:|r:|-_'.

I wou have any concerns, we do recommend that you speak to your doctor or pharmacist. We'd also be more than
happy to speak with vou about this over the phone — we havé frained pharmacists on the ling who can help explain

what this brand change means

Mga mihi nui

e - - —— =
T
0]
=






PHARMAC

T FATAEAS WHAIGAANGA

Level @, 40 Mercer Street, Wellington

FO B 10552 'NPiIIngT:‘.‘-I'l 6145 Mew Jealana
P +54 4 460 4330 | F +64 4 460 4295
vioww. pharmac.govinez

25 July 2019

Cc: Hon. David.Clark@parliament.govt.nz; askmedsafe@health.govt.nz

Dear I

Lamotrigine brand change

Thank you for your latest email of 9 July, about the lamotrigine brand change. | am sorry that
you are not satisfied with my response to your earlier letter on the lamotrigine brand change

The Neurological Subcommittee specifically considered the issue of brand and dosage
mixing that you are concerned about. The Subcommittee could see no problem with having
different suppliers for the adult strength and the paediatric strength preparations of
lamotrigine tablets.

While | am happy to continue to answer your questions by writing, would you like to talk
through your concerns with one of our medical directors? If you would, please let me know a

few dates that would suit you, and whether you would like to do this in person in Wellington,
or as a phone call

Yours sincerely

Sarah Fitt
Chief Executive

A1294977



PHARMAC

T FATAEA WHAIGRANDA

Level @, 40 Mercer Street, Wellington
PLJED#1U25¢.?¥HHHQTGHHIH£ Mew Jealand
P +54 4 460 49390 | F +64 4 460 4295
viww. pharmac.govinez

9 July 2019

Dear I

Re: Lamotrigine brand switch

Thank you for your letter of 21 June expressing your concerns about the change in your
daughter’'s medication and in particular concerns around mixing two brands of lamotrigine,
Logem and Lamictal.

When we considered this brand change, we realised some patients may need to use two
brands at the same time to get the required dose. Because of this, we sought clinical advice
from our Neurology Subcommittee. The Neurological Subcommittee is made up of specialists
including Neurologists and General Practitioners, who work with New Zealand adult and
paediatric patients every day.

The Subcommittee discussed the issue of brand mixing and advised us they had no
concerns. I'm sorry that the minutes from the Neurological Subcommittee meetings do not
cite any particular published evidence to address your concerns, but | can assure you that
mixing two brands was considered.

We would be happy to speak with your pharmacist and/or your daughter’s neurologist about
the issue and any concerns they may have about mixing brands.

As you are aware, we have created a specific Named Patient Pharmaceutical Assessment
process for this change. This gives prescribers a way to apply for funding of an alternative
brand, should their patient have clinical circumstances that we haven'’t considered. We have
told prescribers and pharmacists about this process.

A copy of the application form they can use for this is available here
https://www.pharmac.govt.nz/assets/lamotrigine-exceptional-circumstances-form.doc.

Your daughter’s doctors will be able to assess whether it would be appropriate in her case to
use this process. Given the concerns you have raised we would encourage you to discuss
this with your daughter’s doctor.

We are continuing to work with health professionals and organisations, including Epilepsy
New Zealand, about this change. We are keeping health professionals fully informed about it
and they will, in turn, talk to their patients about the change and what it means for them. We
have allowed five months for this change to ensure people have plenty of time to discuss any
issues with their doctor or pharmacist.

A1282010



We take brand changes very seriously, and expert clinical advice is key to our decision
making. | hope this information goes some way to addressing your concerns.

Yours sincerely

Sarah Fitt
Chief Executive

A1282010



Deirdre M:Eullnu&h

From: Web Enguiry

Sent: Thursday, 17 July 2079 2:54 PM

To: I

Subject: RE: Lamotrigine brand change guestion

IHclm_

Thank you for your email

You can apply to PHARMAC under the exceptional circumstances framewaork for continued funded access to
Lamictal for your patient.

This is for people who, due to exceptional clinical difficulties, are unable to manage a change to the Logem brand, or
who have not tolerated the change during the transition period, There is a specific form for clinicians to complete.
The link |s hare

https:/fwww pharmac govt nz/tools resources/forms/

| hope this information is helpful.

Kind regards

Jam Caray
PHARMALC

From: I 0= [

Sent: Thursday, 11 July 2019 11:55 AM

To: Web Enguiry <enguiry@Pharmac.govt.nz=

Subject: Lamotrigineg brand change question

Dear Pharmac

A patient of mine has experienced loss of seizure control resulting in brief daily seizures on transitioning to the new
brand

She is on a maximal dose already of lamoatrigine

How do we obtain funding for her to go back on to her previous brand Lamictal

Thank inu



PHARMAC

TE PATAKA WHAIORANGA

MEMORANDUM FOR BOARD MEETING 29 MARCH 2019

To: PHARMAC Directors
From: Chief Executive
Date: March 2019

Proposal to move to one funded brand of lamotrigine (Logem)

Recommendations

It is recommended that having regard to the decision-making framework set outin PHARMAC's
Operating Policies and Procedures you:

resolve to approve the changes to the Pharmaceutical Schedule outlined in Appendix
One;

resolve to approve the 29 August 2018 provisional agreement with Mylan New Zealand
Limited, as subsequently amended on 7 March 2019;

note the summary of consultation feedback and full copies of consultation responses
(Appendix Four);

resolve that the consultation on this proposal was appropriate, and no further
consultation is required; and

note the proposed implementation activities should the proposal be approved
(Appendix Two)

A1244700



SUMMARY OF PHARMACEUTICAL

Brand nams Logem Chemical name Lamotrigine

Therapsutic Group Menous Sysiem - Presentation Tab 25 mqg.
Antiepllepsy Drugs 50 mg and
Conlred of Epilepsy 1013 g

Supplier Mhydan Pharmaceutical type  Genaric

MoH Restriction Prescription medicine Application date [T

Seclion F (e Driginal pack (B 5]

Proposed restriction M

“Brand - Formulation - Packsize Current subsidy Propozed Proposed Price
subsidy

Legem — Tab 26 mg — 56 fablels 518.38 5276 &2.768

Lagem — Tab 50 g — 56 Tablels 32,87 53,21 3.1

Logerm — Tab 100 mg — 56 fablels 56,81 54,40 %440

Market data Year ending 30 Jun 2018 30 Jun 2020 30 Jun 2021

Cammunity Sulbsidy (gross) 5‘:]_:13::‘.I_I.'IEII.'I --E-E‘_HH'I_'.'.P:}II -§H1I.'!_I'.IF.II'.I

Iobas

1 Subsidy [grass) = forecas of spandng on lamolrigne al the propased subsidy

2 Met commurnety pharmaceutical cosl = foracest of change n bolal spending on funded phameceubcals claimed wa CPBR
CofmpEned wih afalus guo

3 HMet hospilal phammaceutical cost = forecas! of chamge m oapital expandilure on Tunded phamaoauncals

q et disirifusion oosls = faecasd coals mlaled to makug and disrbuton and ollsar non-pharmaEcedlicsd casls. (CeEmmunty

arvd hosaital]

& Oither DHB cosis = fonecast costs redated b the chanps bo st dspansing

E. Tetal mel cast o DHBS = farecast of change in spending far communily ard hospRal pharmacelicats companed wilh Stetus
ue, Including dishiibutans ooslg

7 All pharmaceutical Casls are ex-manufachunr

B Al costs are nied and ge-GST

& MPY = nes presant valiza and &5 calcumsisd owar & yaars usng an annual Siscount rate of 8%

10, Cabcuibalions &ne in A 12q61 0L
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Executive Summary

Lamotrigine is an anticonvulsant and is predominantly used for the treatment of epilepsy
and some mental health conditions, e.g. bipolar disorder, behavioural disorders and
schizoaffective disorder

PHARMAC currently funds three brands of lamotrigine: Lamictal (supplied by GSK), Logem
(supplied by Mylan) and Arrow-Lamotrigine (supplied by Teva), at a total annual net cost
of

There are approximately 12,500 people taking lamotrigine and around 42% of patients are
taking it for epilepsy with the other 58% taking it for a mental health condition or other
indication.

The proposal is to award sole supply in the community and DHB hospitals to Mylan’s brand
of lamotrigine 25 mg, 50 mg and 100 mg dispersible tablets (Logem). This is a result of a
2018 Request for Proposals (RFP) process. Implementation would be over a 5-month
period beginning 1 May 2019

The effect of the proposal would mean that all people taking any other funded brand of
lamotrigine 25 mg, 50 mg and 100 mg dispersible tablets (Lamictal and Arrow-Lamotrigine)
would have 5 months to transition to the Logem brand. This would result in approximately
11,000 people (89% of all lamotrigine patients) changing brands.

Consultation responses from healthcare professionals were generally supportive of the
proposal. However, concerns regarding the potential for loss of seizure control or mood
destabilisation were raised by consumers, consumer groups, pharmaceutical suppliers and
Medsafe.

Due to these concerns we sought further advice from both the Neurological Subcommittee
and Mental Health Subcommittee, in particular around the feedback from Medsafe. Both
Subcommittees, having considered the consultation feedback and other material
presented to them, remained supportive of the proposal to move to one funded brand of
lamotrigine (Logem), with appropriate implementation support.

We note that we would be implementing a brand change without Medsafe’s support
Through meeting with Medsafe and exchanges of information, Medsafe’s position has
somewhat evolved; however, some of their concerns remain. PHARMAC staff note the
differing views of Medsafe and our specialist Subcommittees We consider that we have
taken sufficient clinical advice from our Subcommittees (which comprehensively reviewed
the information provided by Medsafe) on the clinical risks associated with a brand change
of lamotrigine and, based on the Subcommittees’ advice, we are supportive of the proposal
to change to one funded brand of lamotrigine (Logem), and have developed a
comprehensive implementation plan to support the brand change and manage potential
and perceived clinical risks (refer to Appendix Two)

Should the proposal be approved it would mean significant savings, of approximately -
over 5 years to DHBs

A1244700



Why Proposal Not Decided Under Delegated Authority

The propasal outlined in this Board paper has not been deall with by the Chiefl Executive under
delegated authority because:

« the estimated Financial Impact (NPV) of this proposal is more than $10,000,000 of the
Pharmaceutical Budget, and

« the proposal is considered contentious due to perceived and potential clinical risks of
a brand change in this population

The Financial Impact is calculated on thie basis of the net present value (NPV) of the proposed
subsidy (ex manufacturer exclusive of GST) over 5 years al a discount rate of 8% to be paid
by the funder for the product{s) and the forecast demand, taking into account any effect of the
changefdecision on that demand, versus the stalus quo.

The Proposal

This proposal 15 to award sole supply of lamotrigine 25 mg, 50 mg and 100 mg dispersible
tablets to Mylan for its brand of lamaolrigine lablets (Logem) This proposal arose from a RFP
dated 14 June 2018. If approved, this proposal would mean that —11,000 people with epilepsy
and mental health conditions weuld need to change brands of lamatrigine

Key delails of the proposed changes are as lollows:

« The price and subsidy of Mylan's brand of lamofrigine (Logem) would be reduced on 1
May 2019

= All other currently funded brands (Lamictal and Arrow) would remain listed and fully
funded for a S-month transition penod baginning on 1 May 2019 and would be delisted
on 1 October 2019 This transition period differs from the one set out in the original
provisional agraament with Mylan and in the consultation letter, which included a period
of referance pricing We have made these changes, with suppor of the supplier, as a
result of consultation feedback to support patients through the fransition

« Following the transition period Logem would have sole subsidised supply until 20 June
2022

-
PHARMAC would consider

applications for those patients who are not able to change brands through our
exceptional circumstancas framework, via a specially designed application form for
lamolrigine

+ Mo changes are proposed for the paediatric presentations (2 mg and 5 mg dispersible
lablets). These would remain listed and fully fTunded.

+ The dispensing frequency of all presentations of lamofrigine would be changed from
‘may be dispensed three manthly if endorsed accordingly” to three-maonthly dispensing
(stat) from 1 Oclober 2019, This Is in response to consultation feedback we have
received that this may help with adherence for pecple with epilepsy

A copy of the provisional agreement with Mylan subsequentially amended on 7 March 2019
can be provided to any Board member on request

ANZ244T00



Background to Proposal

Lamaofrigine Is indicated for the treatment of epllepsy and for the prevention of mood episodes
in patients with bipolar disorder, predominantly by preventing depressive episodes In addition,
the clinical advice we have received indicates thal patients are likely o also be prescribed
lamaotrigine for behavioural disorders, schizoaffective disorder and a small number of patients
could also be taking it for frigeminal neuralgia

PHARMAC currently funds three brands of lamotriging: Lamictal (GSK), Logem (Mylan) and
Arraw-Lamotrigine (Teva) at a tolal annual net cost of

There are approximately 12.500 patients taking lamofrigine, §2% of whom are on Lamictal
brand, 26% on the Amow-Lamolrigine brand and 12% on the Logem brand. Based on our
analysis approximately £2% of patients are taking lamaotrigine for epilepsy and approximataly
28% are taking lamotrigine for a mental health or other indications such as trigeminal neuralgia.
Because there are multiple brands currently listed, changing brands can and does currently
occur at a pharmmacy kevel

We acknowledge that epilepsy has a significant impact on patients’ quality of life, in that
activities such as employment, driving and soclal interaction are dependent on control of the
condition Conseguences of unconirofled seizures can be severe (death, severe injury,
drowning, loss of driver's licence for up to 12 months). In addition, a patient having a seizure
while driving could cause harm to themselves or other people. We have engaged and
consulted with the Mew Zealand Transport Agency (MZTA) on this particular aspect, in the
context of a person’s fitness to drive, and in summary they were not concerned as they
consider the proposal would resull in a change of brand, as opposed 1o a change in treatment

The chronic nature of the disease means that people with epilepsy, even on treatment, can
have recurrent and spontaneous seizures, We are aware that a brand change thal coincides
with a patient being deslabilised or having a spontansous seizure could be perceived to be
due to the change in brand. Due fo this, historically, there has been considerable resistance
expressad by clinicians to changes in this markel. In response PHARMAC has, up to this point,
laken a more conservative approach o manage expenditure for the majority of antiepileptic
medicines. Howewear, mone recent clinical studies and international recommendations for brand

changes in this market have provided further evidence to support these commercial activities.

PTAC and relevant Subcommittees have provided clinical advice muliiple times around brand
changes for anti-epileptic drugs (AEDs). Both the Meurolegical Subcommittee and the Mental
Health Subcommittes advised us that it would be clinically acceptable to progress with a
competitive process for lamofrigine that could involve a brand change for some or all patients

The cpportunity for significant savings led us o run a RFP for sole supply of lamoftrigine. This
was informed by advice/support from both Neurological and Mental Health Subcommiltees
The RFP was run in June 2018 and a preferred proposal, estimated to provide savings nf-
- NPV owver 5 years to DHBs, was selected for sole supply of Logem.

of lamofrigine {Logem) following a transition starting on 1 December 2018 Healthcare
professionals ware generally supportive of the proposal. However, concems regarding the
potential for loss of seizure control or mood destabilisation were raised by consumers,
consumer groups, pharmaceutical suppliers and Medsafe

ANZ44T00



Funding history and current funding arrangemenis

_ there are currently multiple funded brands of lamofrigine listed without

restrictions, The currently Tunded brands and strengths of lamotrigine are shown in the lable
below

LAMOTRIGINE Brand
 Tab disparsible 2 mg Lamictal

Tab disparsible 5 mg Arrow-Lamolrigine
Lamictal

Tab disparsible 25 mg Arrow-Lamolrigine
Lamictal
Logem

Tab dispersible 50 mg Arrow Lamoltrigine
Lamictal
Logem

Tab dispersible 100 mg Arrow-Lamolrigine
Lamictal
Logem

Current market overview
In the 2018 financial year, the annual net CPB expendilure on lamotrigine was approximately

Overall usage of lamofrigine has increased over the last 10 financial vears. Lamictal's (GSK),
the innovator product, market share has remained stable over the last five years al
approximately (60% ) with the two generic brands competing for the remaining market.

Patient dispensing history

As there are multiple brands listed (Lamictal, Arrow-Lamotrigine and Logem), changing brands
can and does occur at a pharmacy level unless the prescription has been annotated with the
brand and it iz specified on the prescription that no brand substitution is allowed.

Our dispensing data shows that of all patients (12,500 patients in total) who received a
prescription for lamofrigine in 2018:;

o around 50% (6,250) changed brands at least once;
« around 4,000 patienis changed brands two or more times; and
« spome patients (365) changed brands at least 10 fimes

The dispensing data is available in further detail in Appendix Six

RFP process

PHARMAC developed an RFP based on advice from the Neurological and Mental Health
Subcommittees of PTAC (November 2015, Movember 2016 respectively) (full minutes are
provided in Appendix Three) The summary of this advice was:

ANZ244T00



= The Neurclogical Subcommittee considered It would be appropriate o run a
competitive process which would result in only one brand of lamotrigine being listed in
the Pharmaceutical Schedule; and

= The Mental Health Subcommitiee congsidered that it would not be clinically problematic
to switch patients from one brand to another, although it would require additional work
by prescribers and pharmacists 10 reassure patlents who swilched brands

Taking this advice and our previous experience inlo account we considered that it would be
possinle and chinlcally reasonabie 1o implament a changs n lundad brands

PHARMAC released a Reguest for Proposals (RFP) for the supply of lamofrigine
chewable/dispersible tablets on 14 June 2018, The purpose of the RFP was 1o oblain the besi
possible pricing from suppliers to manage costs and to create savings that could be used to
fund new investments.

PHARMAL received - praposals from - suppliers, An Evaluation Committee made up of
PHARMAC staff met on 26 July 2018 and considered all proposals (minutes are avallable
should any Board member wish fo review them). Mo conflicts of inferest were declared from
any parlicipants in the Committee

Table 1 summarises the budget impact analysis of the different proposals ranked by estimated

a carafully consdered the benaiits and risks of each propasal and noled
that, whatever sole supply arangement was decided on, it would involve at least 40% of the
penple recaning lamalrigime swilching brands,

| 2019 2020 | 2021 2022
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Consultation feedback

A consultation letter was circulated on 29 August 2018 to all suppliers and other parties that,
in the view of PHARMAC, may be affected by the recommendations contained in this paper
This included: PTAC and its relevant Subcommittees, clinicians and pharmacies involved in
the treatment of epilepsy and mental health conditions, Ministry of Health, DHBs, software
vendors, Suppliers, interested parties

PHARMAC received 32 responses to the consultation Eight of the responses were from
healthcare professionals (HCPs), 17 from consumers, three from suppliers and four from
others.

In summary, healthcare professionals were generally supportive of the proposal. Concerns
regarding the potential for loss of seizure control or mood destabilisation were raised by
consumers, consumer groups and pharmaceutical suppliers

Destabilisation of disease is a commonly raised issue at consultation on brand changes in
other disease groups However, due to the nature of the disease groups affected by this
proposal (epilepsy and mental health) we have sought extensive clinical advice from our
Subcommittees on all of the concerns raised and on implementation activities to support
patients through the change
The most substantive response we received was from Medsafe and relates to clinical advice
provided by the Neurological Subcommittee For this reason, a summary of the concerns
raised by Medsafe is provided separately in the section below the table.
Feedback centred around 4 key themes:

1. Support for the proposal.

2 Continuity of supply

e Important for paediatric and adult formulations of lamotrigine.

3 Implementation activities to support a brand change

¢ Health care professionals and patients need to be supported with information
and education throughout a transition

e There needs to be an alternative funding pathway for consideration of those
with epilepsy or other conditions who need to change back to their old brand,
or who are not able to change brands

4. Risk of a brand change.
e Loss of seizure control or mood destabilisation could potentially result in a
significant impact on a patient’s quality of life.

Themes raised in the responses are summarised in the table below. The individual consultation
responses are attached in Appendix Four
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Support for the proposal
Ganerally supportive Cliniclans, Moted
Healthcare
Professionals, New
Zoaland  League
Against  Epilepsy
(MZLAE), Foyal
Australian and Mew
Zealand College of
Psychiatrists
[RAMZCP),
Acadamic (D
Charan  Lessing),
Mew Zealand
Transport  Agency
(MZTA)
Bioequivalence is likely fo ba closa | Clinician Notad, this is in line with the clinical advica we
betwean the different have received from the joint Meurclogical and
manufacturars. Any differences in Mental Health Subcommities.
bioequivalence will be less than
the rather large sleps (usually
2omg) that dose adjustmenis ane
made by clinicians Savings can
be applied elsewheare in the healih
sy slarm.
Referance provided in support of | Clinician The joint Meurcdogical and Menlal Haalth
AED brand switching {Holtkama & Subcommittee considerad this reference as part
Theodorz Epllepsia of its review of tha literature at its 7 February 2019
2018:59:1.273-81.) mesating.
Change i brand amd nol a | Mew Zealand | Noted
treatment change. While there are | Transport  Agency
some minor  differences in | (MZTA)
pharmacokinetics betwean
brands, thesa parlicular onas are
not mainsiream medications  for
apilepsy, and any nsk from
changing woukld be extremealy low.
There is clear evidence thal | Academic W The Neurclogical Subcommittes considered this
changing brands does not lead o _ raferance as part of s review of the literature at
adverse health oulcomes, ciling a its Movember 2015 meeting and again at the joint
publication  {of  which  the Meurologicall  Mental Health  Subcommittes
responder is a co-author) Lessing February 2012 mesating
el al Appl Health Econ Heallh
Palicy 2014:12:537-48,
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Continuity of supply

Highlighted the imporance of
mairntaining supply of the 2 mg and
5 my tablets

Climicians, NZLAE

This proposal would not affect the tab 2 mg and &
mg presentations of lamoligine tablels which
wiould remain listed and fully funded,

Teva (Arow-lamolrigine supplier)
indicated that should the proposal
be approved, it intends to withdraw
supply af its brand of 5 mg tablel
Armow-lamoiregine).

Teva (Supplier of
Arro-

Lamotriging).

There is cumrently one brand of 2 myg lablet lkEted
iLamictal) and btwo brands of the 5 myg tablet
iLamictal and Teva) listed. These are both
suppiied In accordance with agreements with
3K and Teva. Given that the GSK brand Is also
listed we consider the risk of infermuption to suppéy
as a result of this proposal to be low.

Highkighted importance af
continuity of supply if There is a
ol supply amangement for

lamedrigine,

Clinlcians, NZLAE

For many essential medicines in New Zealand,
cnly one brand is funded, often following a
compelitive process. Drawing from the experience
of supply securify for these other medicines,
PHARMALC stafi consider that having mulliple
brands of a product in a market does nof improve
securily of supply  When there 5 one suppléer,
forecasting is mare accurate which helps prevent
put-of-stock situations.

Further, in exchange for markel exclusivity, the
supply  confracis we have in place reguire
supplisrs o agree o rigorous conditions o
prevent and manage potential out of stocks, This
includes significant stock-halding, frequant stock
reparting o PHARMAC amnd a commitment to
sourca a suifable alter native to prevent a polantial
out-of stock oocuming.

Implementation activities to support a brand change

Change needs to be managed wall
al a pharmacy level,

Patients need to be supported
during the transition

Cliniclans,
RANZCP, MNZLAE,
Consumer  groups

(Epilepsy NZ +
Epllepsy Waikatla),

PHARMAC  staff  have  developed a
comprehensive implementation plan thaf includes
activibes to  help ensure  thal adequale
information, education, and reassurance would be
provided 1o healthcare professionals and patients

Consumers
All epilepsy patients should be | NZLAE We have adjusted our proposal based on this
given 3-months supply of their feedback The dispensing frequency of
medication al once. lamotriging would be adjusted to thres-monthiy
from 1 Cectober 2019
Thare neads to be an altermnative | RANZCP, As part of our implementation plan we would

pathway for those who need o
switch back to their ofd brand, or
who are not able b change brands

Consumer  groups
[Epilepsy HNEZ +
Epllepsy Walkato),
Consumers

develop a specific form for cliniclans to use to
apply via our exceplional circumsiances process
for any patients who experence exceplional
difficulties with the lamotrigine brand change o
remain on their current brand
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Risks of a brand change

Pecple with epiepsy and bipolar
dizorder are generally averse 1o
change and thai previous brand
changes for these groups have
been challenging.

Pharmacy  Guild,
Suppliers (G2K
Lamicial  supplier
amd Teva, Arrow-
lamodrigine
suppler),
Consumer  groups
(Epibepsy HNZ +
Epilepsy Waikata),
Consumers

Cwr implementation plan includes activities to help
ensure thal adequale Information and educalion
would be provided to healthcare professionals
and patienis

Research shows thal brand
changes can have flow on effects
resulling in increased healthcare
costs from hospitalisations and ED
admissions _ (Kjoenniksen et al
Pharm Ward Scl. 2006;28:284-9.)

Pharmacy Guild

The joint Meurclogical and Mental Health
Subcommittes considered this reference as part
of ite review of the literature al its T February 2019
meeding.

The clinkcal advice of relevance thal we received
from this meeting was, in summary, thal there was
a significant body of published svidenca ragarding
changing between lamefriging brands and that the
majority of evidence provided by high guality
studies reported that there was unlikely fo be
important clinical risks as a result of changing
betwesn brand and generic lamolrigine for the
majority of patients.

Considar that thesa is a risk of loss

of seizure control when switching
brands of AEDs

Supplars [(GSK —
Lamicial  supplier
and Teva, (Arrow-
lamairigine
supphiar),
Consumer  groups
[Epllepsy HNZ +
Epilepsy Waikato),
Consumers

Tha clirical advics, in summary, we received from
the joint MNewddogical and Mental Health
Subcommittes at its T February 2019 meating s
that, based on the available evidence, there is no
pharmacological reason o suggest there would
be a dinical problem with changing brands of
lamolrigine, and that patients experience adverse
events, e.. breakthrough seizures, even when
there = no brand change The joint Meurological
and Mental Health Subcommittee considered that
in the event of a brand change thera would be
patients wha experience adverse evenis that
would atirbute these to the change, and that
faciors likely to contribute fo this perception could
include reduced adherence, nocebo, or other

paychodogical factors,

FHARMAC staff have sought extensive clinical
advice and have developed a comprabensive
implementation plan fo support the brand change
and manage potential and perceived clnical risk

Moted fthe impacts that loss of
sedzura contred can have: loss of
llcence, loss of  amployment,
mental health lssues, burden on
heaith system {Dr visits, hospital
admissdons,  Injury), loss  of
independence, effects an
aducation and learming, effects on
familyirelationships and death

Consumer groups
(Eplbepsy HNZ +
Epllepsy Wailkata),
Consumers

¥We acknowledge that epilepsy has a significant
impact on quality of life in that aclivities such as
employment, driving and social interaction are
dependent on confrol of the disease; and, that
consequences of uncontrolled seizures can be
sevare (death, severs injury, drowning, drowning
inability ic drive) The chronic nature of the
disease maans thal people with epilepsy, even on
treatment, can have recurrent and sponlaneous
selzures.
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Concemad about the potential for
re-occurmence of currently  well
managed bipolar symptoms,
and the potential for increased
heaith care needs as a result

Concems for people who lake bolh
vanlafazine and lamolrigine as
they have jusl been through a
brand change for venlafaxine and
some  experienced anxiety and
depression as a resull.

The clinical advice we have received is that it
would be appropeiate to move to one funded brand
of lamatriging, with accompanying implementation
support

PHARMALC staff have sought extensive clinical
advice and have developed a comprahensive
implementation plan 1o support the brand change
and manage potential and perceived clinical risk

Concemns for changing brands
while pregnant

ConsLimeans

The clinical advice we have received 5 thatl
pregnant palients, and some children, with
epllepsy may have difficully with a brand change
depanding an their individual circumstances, but
that these patenls should already be under the
care of a specialist who could help them through
any brand transition

i a pregnant woman was o expenence
exceplional difficulty with a brand change their
cliniclan  could  apply wia our  exceplonal
circumsiances process o remain on their current
brand

Other

A range of procedural concams,
including the fact that PHARMAC
has nod disclosed the price of
Logem al consulation, and
insufficient consullation generalky

Teva,

Arrow-

lamoiriging supplier

PHARMALC considers thal all necessary aspects
of the proposal were included in the consultation
to allow for informed feedback e g a proposed
brand change and all proposed fimaeframes far
Schedule changes While costis a matter of some
interest to a range of parties, ILis primarily a matber
for PHARMAL which has sole responsibility for
managing the pharmaceufical budget,

Pricing detall was nol incleded 1o avoid the
disclosure of commercially sensitive information,
thereby leaving afternative bidder options open
fand profecting the position of the proposed
suppier] in the event that PHARMAC decided not
o progress the proposal

Pricing would be disclosed in the nofificalion
(should the proposal be approved).

FHARMAC siafil consider thal the consultafion
process camed out has been sufficient in all
respaects.
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Medsafe consultation feedback

The Medsafe consultation response (letter dated 19 September 2018) (attached in Appendix
Five) highlighted concerns about switching brands of antiepileptic medicines and about the
evidence that was considered by the Neurological Subcommittee in support of this. Medsafe
cited references, and updated advice from the UK Medicines & Healthcare products
Regulatory Agency (MHRA), not previously considered by the Subcommittee.

PHARMAC staff met with representatives from Medsafe (on 13 November 2018) to better
understand the issues raised in its feedback. In summary, we understood the following from
this meeting (full details are available in the file note, Appendix Five):

¢ Medsafe was not supportive of a proposal to move to one funded brand of lamotrigine
due to concerns about the potential for patients to experience loss of seizure control as
a result of a brand change.

¢ Medsafe had concerns about the advice, and interpretation of the literature, that was
provided by the Neurological Subcommittee at its meeting in November 2015.

¢ Lamotrigine is not a narrow-therapeutic index medicine.

e All generic brands of lamotrigine approved in New Zealand are considered
bioequivalent to the innovator, Lamictal

o Medsafe’'s feedback relates to switching between any brand of lamotrigine. It is not
specific to the innovator brand (Lamictal)

e With the exception of one recent (unpublished) article regarding anti-epileptic brand
switching, and the articles provided in Medsafe’s consultation feedback, Medsafe was
not aware of other important studies of interest that had not been considered by the
Neurological Subcommittee.

Following the meeting we received an additional written response from Medsafe to clarify its
position regarding potential funding changes for lamotrigine. In a letter (dated 21 November
2018) Medsafe highlighted additional concerns with the literature considered by the
Subcommittee and a suggestion that a review of the scientific literature may reveal additional
useful information. It also provided the following suggestions for implementation should the
proposal go ahead:

e All patients should be reviewed by their GP before switching brands, and counselling
should be provided by a GP before the patient gets to their pharmacy (before the patient
has their prescription dispensed).

e GPs should refer the most vulnerable patients (those who are seizure free and those
with labile seizures) for specialist oversight of a brand switch.

o A patient leaflet, to help explain the changes, should be provided by GPs, specialists
and pharmacists.

¢ All patients should be actively followed up to check they are coping with the change

e An alternative funding mechanism should be made more accessible for patients who
need to switch back to their original brand
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We replied to Medsafe (email dated 18 December 2018), to clarify several points that were
raised in its 21 November letter and also to thank it for the feedback and to let it know that we
would be seeking further advice from our clinical advisors (email attached in Appendix Five)

As noted earlier in the paper, given the concerns raised by Medsafe, and others, we then
sought further advice from a joint meeting of both the Neurological and Mental Health
Subcommittees (referred to below as the Subcommittee) in February 2019.

The Subcommittee noted the concerns highlighted by Medsafe regarding the potential and
consequence for loss of seizure control as a result of a brand change for lamotrigine and
considered that the Subcommittee had formed its view (of support for the proposal to change
brands), based on its own assessment of the literature.

The Subcommittee considered all additional information and feedback provided by Medsafe
(and other consultation feedback) and concluded there was no pharmacological reason to
suggest there would be a clinical problem with changing brands of lamotrigine for patients with
epilepsy or mental health conditions The Subcommittee was supportive of the proposal to
move to one funded brand of lamotrigine (Logem), with implementation support as discussed
below.

PHARMAC staff note that the Logem, and the Arrow Lamotrigine, brand have both been
registered by Medsafe to be bioequivalent to the innovator (Lamictal) We note that Medsafe’s
feedback is predominantly related to pharmacovigilance concerns as opposed to quality or
safety concerns with the brand. We note that through meeting with Medsafe, and exchanges
of information, Medsafes position has somewhat evolved; however some of its concerns
remain. We consider that we have taken sufficient clinical advice from our own clinical advisors
on the risks associated with a brand change of lamotrigine; and, based on the Subcommittee’s
advice, are supportive of the proposal to change to one funded brand of lamotrigine (Logem)

We note that Medsafe provided specific suggestions around implementation should the
proposal be approved Our proposed activities are largely in line with these suggestions, with
the exception of ensuring that all patients are seen and counselled by their GP before changing
brands and that all vulnerable patients (those who are seizure free and those with labile
seizures) should be referred for specialist oversight The Subcommittee considered the
suggested activities and advised not all were clinically necessary or practical in terms of health
sector resource capacity. PHARMAC staff note that we have developed our implementation
plan in line with our Subcommittees’ advice

Implementation and transition support

Section 49(b) of the Act requires PHARMAC to take measures to inform the public, groups and
individuals of PHARMAC’s decisions concerning the pharmaceutical schedule. Accordingly, if
the recommendations contained in this paper are adopted, PHARMAC staff will take the
following measures to inform the public, groups and individuals of that decision. We will:

e Develop a notification and communication plan for this proposed brand change,
which will include the sequencing of events around this plan.

e Notify health professionals, suppliers, prescriber and pharmacy IT vendors,
consumer organisations and public through a notification letter. This will be sent,
with a covering email, directly to representative organisations, and those with whom
we consulted It will also be uploaded to the PHARMAC website
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Brand changes are part of PHARMAC’s core business. PHARMAC has recently managed
some difficult brand changes, including the venlafaxine change which drew media attention
We are aware that a lamotrigine brand change would likely cause some concern amongst
some of our sector colleagues and some patients.

The focus of our implementation approach would include the following key activities:

e maintain open lines of communication and work closely with sector colleagues and
other agencies, including Medsafe, Centre for Adverse Reactions Monitoring
(CARM) and New Zealand Transport Authority (NZTA) particularly during the
transition period of the change;

e provide clear information to health care professionals (in particular prescribers in
primary and secondary care and community pharmacists) about the change and
activities available to help them support patients during the brand change

e provide patient focussed resources, including website and downloadable
information to explain the brand using language that would make the brand change
understandable for consumer organisations and patients.

e pay a brand switch fee to community pharmacy in recognition of the additional
patient counselling that would be required by pharmacists during the brand change.

e provide a mechanism to remunerate general practice appointment fees for those
patients requiring specific counselling and support with their lamotrigine brand
change from their general practitioner; and

e provide a mechanism under the exceptional circumstances framework for
prescribers to apply for their patient to remain on their current brand of lamotrigine.
This would be for those patients they think would not manage this brand change

Our previous experience, pre-engagement with some stakeholders prior to running a RFP,
consultation feedback and advice from the Neurological and Mental Health Subcommittees
have contributed to the development of the implementation approach to support this brand
change. A comprehensive proposed implementation approach can be found in Appendix Two.
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Factors for Consideration

This paper sets out PHARMAC staff's assessment of the proposal using the Factors for
Consideration in the Operating Policies and Procedures Some Factors may be more or less
relevant (or may not be relevant at all) depending on the type and nature of the decision being
made and, therefore, judgement is always required The Board is not bound to accept
PHARMAC staff's assessment of the proposal under the Factors for Consideration and may
attribute different significance to each of the Factors from that attributed by PHARMAC staff.

Does e proposal or decisicn
Puzip FHARMAL to secune for
eligible g m needal
phasmsceuticals the best health

OLIBOD S Thal 36 raaseea by

achi wabile froos pharmesewsticsl
Eeatimier and From within tha

amaint of funding providad |

Footnotes

1 The person receiving the medicine or medical device must be an eligible person, as set out in the
Health and Disability Services Eligibility Direction 2011 under Section 32 of the New Zealand Public
Health and Disability Services Act 2000

2 The current Maori health areas of focus are set out in PHARMAC'’s Te Whaioranga Strategy.

8 Government health priorities are currently communicated to PHARMAC by the Minister of Health’s

Letter of Expectations.
4 Pharmaceutical expenditure includes the impact on the Combined Pharmaceutical Budget (CPB) and

/ or DHB hospital budgets (as appropriate).
5 Please note PHARMAC's Factors for Consideration schematic currently does not explicitly refer to
the health needs of family, whanau and wider society, but this factor should be considered alongside

those depicted in the schematic
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Factors for Consideration

o

Health need

Diseaselillness

Lamotrigine is indicated in the treatment of epilepsy, for partial seizures and generalised
seizures, including tonic-clonic seizures and seizures associated with Lennox Gastaut
Syndrome It is also indicated for the prevention of mood episodes in patients with bipolar
disorder, predominantly by preventing depressive episodes.

In addition, the clinical advice we have received from our Subcommittees indicates that
patients are likely to also be prescribed lamotrigine for behavioural disorders, schizoaffective
disorder and a small number of patients could also be taking it for trigeminal neuralgia

Availability and suitability of existing treatments

PHARMAC currently lists and fully funds a number of Anti Epileptic Drugs (AEDs) including
sodium valproate, carbamazepine, phenytoin, levetiracetam, gabapentin, pregabalin and
topiramate Some of these are also used to treat mental health conditions There is also a large
number of antidepressants (e.g. venlafaxine, citalopram, amitriptyline etc) and antipyschotics
(e.g. lithium carbonate, olanzapine, aripiprazole etc) listed and fully funded for the treatment
of various mental health conditions However, despite the large numbers of other funded
treatments for epilepsy and mental health disorders generally, it is unlikely that any of these
would be a suitable substitute for lamotrigine without significant impact to patients.

As previously noted, there are currently three brands of lamotrigine listed on the
Pharmaceutical Schedule (Lamictal, supplied by GSK; Arrow-Lamotrigine, supplied by Teva;
and Logem, supplied by Mylan)

There is currently one brand of 2 mg tablet listed (Lamictal) and two brands of the 5 mg tablet
(Lamictal and Teva) listed These are both supplied in accordance with agreements with GSK
and Teva. We note that, at consultation, Teva has indicated that should the proposal be
approved, it intends to withdraw supply of its brand of 5 mg tablet (Arrow lamotrigine) Given
that the GSK brand is also listed we consider the risk of interruption to supply as a result of
this proposal to be low. There were 40 patients dispensed the 2 mg lamotrigine tablet and 252
patients dispensed the 5 mg tablet in 2018

Should the proposal be approved, patients living with epilepsy and/or mental health conditions
would continue to have access to a fully funded lamotrigine product with the same range of
dose strengths as those that are currently funded.

Health need of family, whanau, and wider society

The health needs of primary caregivers and family and whanau of individuals currently
receiving treatment with lamotrigine would remain unchanged with this proposal as patients
would continue to have access to a fully funded lamotrigine product for the treatment of
epilepsy and some mental health conditions.
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Impact on the Maori health areas of focus and Maori health outcomes

Mental health is a Maori health area of focus (as outlined in the Te Whaioranga Strategy)
According to BPAC (link) bipolar disorder may be more prevalent among Maori (4 6%)
compared to people of European and other ethnicities (1.8%).

The Neurological Subcommittee considered, at its November 2016 meeting, that there may be
a higher prevalence of epilepsy among Maori compared with the overall population.
PHARMAC staff note that no references were cited by the Subcommittee to confirm this We
note a retrospective review of adult patients presenting to emergency departments in the
Wellington region reported that Maori were overrepresented in the patients presenting with a
seizure to hospital (Joshi et al NZMJ 2015;128:30-35), which may support the Subcommittee’s
considerations.

We consider that this proposal is unlikely to have a significant clinical impact on Maori, as while
there may be a higher disease prevalence, all patients would continue to have access to a fully
funded brand.

The impact on the health outcomes of population groups experiencing health disparities

We are not aware of any population among the various indications for lamotrigine that would
be experiencing health disparities and who might be impacted by this proposal given that this
proposal represents a brand change

Is the diseasel/illness a Government health priority

The Minister of Health’s Letter of Expectations 2018/19 (also in PHARMAC’s Statement of
Intent) outlined that PHARMAC should:

« Manage brand switches and high-profile decisions carefully

. Bear in mind the effect total change management demands on the sector when PHARMAC
plans the implementation of individual changes to the Schedule

PHARMAC staff consider that we have given full consideration of potential issues relating to
the brand changes of these pharmaceuticals considered in this proposal PHARMAC staff have
sought extensive clinical advice and have developed a comprehensive implementation plan to
support the brand change. A description of how PHARMAC would plan to manage this brand
change is provided in the implementation section of this paper

N
Health Benefit

Health benefits to the person

This proposal would not amend access criteria for funded lamotrigine. Lamotrigine is currently
open listed

Both Logem (Mylan) and Arrow Lamotrigine (Teva) brands of lamotrigine are Medsafe
registered and used the innovator brand (one of the currently funded brands), Lamictal, as the
reference product; therefore, it is considered that both brands would have the same clinical
effect and health benefits/risks. We note that approximately 30% of patients are currently
taking the Arrow-Lamotrigine brand and would therefore be switching from one generic
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medicine to another (Logem). Medsafe does not consider lamotrigine to be a narrow
therapeutic index drug and therefore we consider switching between generic brands of
lamotrigine to be no different to any other pharmaceutical brand change

As noted above, we have taken extensive clinical advice on this potential brand change,
summarised as follows:

e There is no pharmacological reason to suggest there would be a clinical problem with
changing brands of lamotrigine for patients with epilepsy or mental health conditions.

o Patients experience adverse events, e.g. breakthrough seizures, even when there is
no brand change In the event of a brand change, it is likely that there would be patients
who experience adverse events, and some of those adverse events may be attributed
to the change; factors likely to contribute to this perception could include reduced
adherence, nocebo effect or other psychological factors

e Based on the literature, there would be seizure recurrence for a proportion of patients
(7-22% of patients, over a 2-year period), who are currently seizure free, and on
treatment, whether or not there was a change of brands (should the proposal go
ahead)

o Pregnant patients, and some children, with epilepsy may have difficulty with a brand
change depending on their individual circumstances, but these patients should already
be under the care of a specialist who could help them through any brand transition.

e There is likely to be a subset of epilepsy and mental health patients for whom a brand
change could be difficult, but that identifying these patients prior to any change would
be challenging

¢ A mechanism would be needed for PHARMAC to consider continued funding of their
existing brand for patients with epilepsy or other conditions for whom any lamotrigine
brand change may not be appropriate or has not been tolerated The Named Patient
Pharmaceutical Assessment (NPPA) pathway could be for this but a specific form for
lamotrigine, as opposed to the NPPA form, would be developed to assist applying
clinicians with providing the relevant information

e Ensuring sufficient information, education and reassurance to healthcare
professionals and patients would be required to support patients with epilepsy or a
mental health condition should there be a brand change for lamotrigine.

Our Subcommittees’ advice has highlighted that patients with epilepsy and mental health
conditions carry a background risk of adverse events, e.g. breakthrough seizures, even when
on stable treatment regimens A risk of this proposal is that people taking lamotrigine for
epilepsy or mental health conditions may attribute any adverse events that they might
experience around the time of the brand change as being caused by the change itself. Any
adverse events attributed to a brand change could generate media attention or impact our
ability to successfully implement future brand changes.

PHARMAC staff have developed a comprehensive implementation plan to support the
lamotrigine brand change (should it be approved) based on the clinical advice we have
received, consultation feedback and our experience with other brand changes A description
of how PHARMAC staff would plan to manage this brand change is provided in the
implementation section of this paper and the full implementation approach in Appendix Two.
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In addition, in response to consultation feedback that 3 monthly (stat) dispensing may improve
adherence, we are proposing to make changes to the lamotrigine dispensing frequency We
note that there is potential for poor adherence regardless of whether or not a pharmaceutical
is dispensed stat. We are not aware of any evidence to support increased adherence from stat
dispensing (or the reverse from its removal) Lamotrigine is currently able to be dispensed stat
if endorsed “certified exemption” by the prescriber We understand from anecdotal reports that
this is not widely known and are therefore supportive of the change in dispensing frequency
from monthly to three monthly If monthly dispensing was, in practice, a barrier to adherence
then the health benefit to the person may be improved.

Health benefit to family and whanau
The health benefit to others would be unchanged as a result of this proposal.

Consequences for the health system

The Neurological and Mental Health Subcommittees advised that there is no reason to
recommend routine checks of lamotrigine serum levels if a brand change was to occur.

Based on the clinical advice we have received the majority of patients, with appropriate
implementation support, should not experience a clinical problem with a brand change of
lamotrigine It is likely that a small number of patients may require additional assistance, for
example an extra visit to their GP, or a referral to a Neurologist if they are experiencing
exceptional difficulty. Our implementation plan outlines the support we plan to provide to
clinicians for any patients experiencing exceptional difficulty

Clinical advice

As noted earlier, there has been considerable historical resistance expressed by physicians to
changes in the antiepileptic medicines market. However, more recent clinical studies and
international recommendations for brand changes in this market have provided further
evidence to support these activities and the clinical advice we have received has evolved as a
result. PHARMAC staff have responded accordingly and continue to seek updated advice. The
clinical advice we have received has informed successful brand changes for two other
antiepileptic medicines in New Zealand: levetiracetam and gabapentin. However, this would
be the first time that PHARMAC has run a sole supply competitive process in a well established
antiepileptic market For this reason, we have sought extensive clinical advice PTAC and
relevant Subcommittees have provided clinical advice at various stages.

Below is a list of relevant clinical advice received after introduction of generic lamotrigine All
relevant minutes are provided in Appendix Three.

e 19 April 2007 Neurological Subcommittee meeting minutes.
e 2 April 2009 Neurological Subcommittee meeting minutes
e 5 August 2010 Neurological Subcommittee meeting minutes.

e 24 July 2012 Neurological Subcommittee meeting minutes
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In summary the Subcommittee considered:

that patients stabilised on one brand of lamotrigine should not switch brands;

the consequences of reduced therapeutic benefit in patients with epilepsy were
substantial compared to other disorders (e g Not allowed to drive for 12 months
following a seizure);

insufficient evidence had been reviewed to establish the safety of brand switching for
patients with epilepsy;

there are potentially greater risks associated with switching between generic products
compared with switching between the innovator brand and a generic; and

2 August 2013 PTAC meeting minutes, review of proposal for generic sole supply for sodium
valproate (web minutes).

Summarised main relevant points:

It was Medsafe’s role to consider and determine issues related to bioequivalence, that
there is a difference between ‘bioequivalence’ and ‘interchangeability’, and that the
highest levels of evidence indicate that there should not be a problem with generic
substitution.

In one study?, lamotrigine or divalproex brand to generic switching was not associated
with increased incidence of events or utilisation changes compared with patients
remaining on the branded product

That recent discussion related to another AED indicates concerns from neurologists
about changing brands of AED due to the risk of breakthrough seizures and that they
would be opposed to compulsory brand switching.

It may be difficult to convince patients of the safety of changing brands Members
considered that the possible anxiety related to switching might cause seizures.

11 November 2015 Neurological Subcommittee meeting minutes (web minutes)

Summarised main relevant points:

In general, evidence from the randomised controlled trials did not appear to suggest
that switching brands of AEDs has an effect on seizure frequency; however, some of
the small non-experimental cohort studies reported high switch back rates and
increase in health resources in patients who switched.

A retrospective cohort study! involving 616 patients, reported there was no statistically
significant increase in emergency department visits, hospitalisations or condition
specific encounters for patients with epilepsy, bipolar or migraine who switched brands
of lamotrigine
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e Another study? in the New Zealand context also reported no differences in health
outcomes measures (hospital admissions, use of specialist service, death, use of other
AEDs, adverse reports) were associated with switching from originator lamotrigine to
a generic equivalent compared with those who did not switch brands

e The Subcommittee considered that a managed switch to one brand of lamotrigine
would be preferable to having multiple brands listed.

e The Subcommittee considered a competitive process for one brand (sole supply) of
lamotrigine would be appropriate, provided that a suitable transition period was
available

7 November 2016 Neurological Subcommittee meeting minutes (web minutes)
Summarised main points:

e The Subcommittee considered that it could not perceive a problem with having
different suppliers for the adult strength [25, 500 and 100 mg] and the paediatric
strength [2 and 5 mg] preparations of lamotrigine tablets.

¢ Commercial process for lamotrigine may enable supplier perceptions to change about
AED markets, incentivising competition for other AED markets.

23 November 2016 Mental Health Subcommittee meeting minutes.
Summarised main points:

e The Subcommittee considered that it would not be clinically problematic from a to
switch patients from one brand of lamotrigine to another if necessary (ie no more or
less problematic than any other mood stabiliser brand change).

7 February 2019 the Mental Health and Neurological subcommittees jointly considered a
paper from PHARMAC staff seeking advice regarding a proposal to move to one funded brand
of lamotrigine (Logem) in light of concerns raised during the consultation, in August 2018, on
the proposal to move to one funded brand of lamotrigine (Logem) (full minutes are provided in
Appendix Three). Note that for convenience the joint meeting of the two Subcommittees are
referred to below and, in the minutes, as “the Subcommittee”

Summarised main points:

o The Subcommittee considered all of the consultation feedback, including the concerns
raised by Medsafe with regards to the possibility of an increase in breakthrough
seizures attributable to a brand change, and considered that based on a full review of
the available evidence, there was no pharmacological reason to suggest there would
be a clinical problem with changing brands of lamotrigine for patients with epilepsy or
mental health conditions

o The Subcommittee noted the concerns highlighted by Medsafe regarding the potential
and consequence for loss of seizure control as a result of a brand change for
lamotrigine and considered that the Subcommittee had formed its view (of support for
the proposal to change brands), based on its own assessment of the literature.
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= The Subcommittes considered that there would be patients who experience adverse
events, e g breakthrough seizures, even when there i= no brand change The
Subcommittee considered that, in the event of a brand change, there would be patients
who experience adverse events whao would atiribute these 1o a brand change, and thal
factors likely to contribube to this perceplion could include reduced adherence, nocebo,
or other psychological factors,

= The Subcommittee considered that ensuring adequate information, education, and
reassurance to healthcare professionals and patients would be required to support
patients with epilepsy or a mental health condition should there be a brand change for
lamotrigine

=  The Subcommiftee considered that it was supportive of the proposal to move 1o one
funded brand of lamotrigine (Logem), with implementation support as discussed above

Advisor Conflicts of Interest

The recommendalions in this paper relay on advice from the Mental Health and Meurology
Subcommittees of PTAC PHARMAC staff note that no conflicts of interest were identified by
members of the subcommitiees in relation to lamotrigine.
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This proposal would not impact the availability of current treatments with the full range of
presentations continuing o be funded via the Pharmaceutical Schedule Although there would
be zome changes o the status of parlicular brands, two currently funded brands would be
delisted, PHARMAC stafl do nol consider these changes would impact the avallability or
sultability of existing treatments for patients

Logem is a similar shape, size and colour to the market leading product and also has the same
flavour, There would be no change to the range of strengths or formulations

7 Costs and Savings

Health related costs and savings to the person; and to the family, whinau and wider
community.

The costs to patients currently receiving lamofrigine would be largely unchanged if they change
to the funded brand, Logem. A small proportion of patients may experience an increased cost
if they require additional visits to their clinician in order 1o be supponed through the proposed
switch As part of our implementation activities PHARMAC would cover primary care
appointment co-payment fees for those patients requiring exfra specific support with their
lamatrigine brand change,

The proposed change in dispensing frequency from monthly to three-monthly may result in
increased convenience and decreased travel cosls for some patients

Cost and savings to Pharmaceutical expenditure

The proposal would result in significant savings to the Combined Pharmaceutical Budget of
approximately || NG over 5 vears (NPV, 8% discount).,

It is estimated that the proposal would provide a small amount of savings in the 201818
financial year of from the reduced cost of the Logem brand for existing patienis We
estimate the following level of savings over the next 5 Years:

FYR 2019 2020 | 2021 | 2022 | 2023 | 5-year NPV
savngstothe CPE N I N T N N
m m m m

PHARMAC staff considered a counterfactual 1o this sole supply proposal, namely allowing
patients to stay on their current brand of lamotrigine (‘grand-parent’) and requiring any new
patients (from a particular date} o use one specific brand of lamotrigine. This would require
FPHARMAC to re-run a commercial process as we would be offering a significantly smaller
market to any potential ‘sole” supplier for new patients The savings from this counterfactual
option would be significantly lower than the savings that would be generated from having one
suppiier in the market,

PHARMALC staff have analysed two scenarios using this counterfactual, the firsi is a "best
case scenano” in that it is assumed that, following a new commercial procass, GSK is the
successiul bidder offering a on s current list price. Under this scenario
estimated savings would be around (5 vear MPY)
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The second scenario assumes a likely more realistic ] discount on | NG

under which estimated savings would be around | N (5-year NPV)

If the above approach was taken

On balance, given the supportive clinical advice we have received, the opportunity for large
savings in this market and possibility for other AED markets in the future, we consider the
proposal for sole supply of lamotrigine to be the preferred option

Costs and savings to the rest of the health system

We would be paying a Brand Switch Fee to pharmacists to reimburse them for their time
supporting this brand change, including time spent providing education and information to
patients.

As noted above and as part of our implementation activities PHARMAC plans to cover extra
general practitioner appointment co-payment fees for those patients identified as requiring
specific support with their lamotrigine brand change We anticipate, based on the clinical
advice received, that this would be for a small number of patients.

If this proposal is approved there would also be an overall savings to DHBs of || Gz
annum as a result of changing the frequency of dispensing for lamotrigine from monthly (non
stat) to three-monthly (stat)

There would also be a reduction in pharmacy mark-up. The mark up is calculated as a

percentage of the list price, so when list prices fall, so does the mark up We forecast this
would save DHBs around || per year.

= Cost Effectiveness

The cost effectiveness of lamotrigine would be improved by the proposal as it would provide
the same funded access at a lower cost

Legal Advice
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Legal Advisors’ View
Confidential and Privileged Advice from PHARMAC’s General Counsel

Appendices

Appendix One: Pharmaceutical Schedule resolutions.

Appendix Two: Implementation plan

Appendix Three: Relevant Neurological and Mental Health Subcommittee minutes.
Appendix Four: Consultation letter and Consultation Responses.

Appendix Five: Medsafe correspondence

Appendix Six: Lamotrigine dispensing data.
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