Lamotrigine Implementation Project Team
Meeting held 12 August 2019
Attendees:

Adam McRae, Implementation Lead and Project Manager
Adrienne Martin, Therapeutic Group Manager
Andrew Oliver, Therapeutic Group Manager

Neurology
Neurology 2nd

Hannah Tibble-Gotz, Customer Support and Enquiries Management
Laura Baker, Funding Coordinator
Peter Murray, Deputy Medical Director
Vikki Carter, Senior Communications Adviser
MINUTE

Subject
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 3rd 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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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approved, 2 withdrawn, 2 where a trial of Logem was considered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
(member 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
to 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 ArrowLamotrigine) ]

5.

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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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
was 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.
had
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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Action Items
1. Vikki to follow up on mechanism for publishing outcome of
exceptional circumstances applications
2

Laura and Vikki to follow up with

re media query

3

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

4. Adam to follow up with analysts for latest data
5. Adam to distribute bpac article to
dissemination
6. Next meeting Monday 9 September 2019
7. Medsafe meeting Friday 13 September 2019.
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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.
I 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.
I 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 There is 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. I 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 It is almost impossible to convince an individual patient that this is not the case
The solution
I 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, I doubt that there will be, and I think this
would answer those who doubt that the generic version is as good as the branded version. I
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 I 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 antiseizure 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.
•
•
•

•
•

•

•
•

Could placebo copies of the different products be obtained? They would need to be
identical to the active drugs, and packaged similarly.
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?)
Who would be unblinded? I 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?
Could doctors change the dose of the study drug? I 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.
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. I 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 endpoints of the study.
Could doctors change the study drug itself? Could another drug be added to the
regimen? Again, I 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.
Should serum levels of the drugs be measured? If so, at what intervals? Would the
information be made available to the treating doctors?
What would the end-points of the study be? I would propose that the primary endpoint would be a comparison between the number of seizures experienced by the
patients during each phase of the study. Secondary end points would include:
o The time to the first seizure

o
o
o
o

The frequency of side effects
The severity of side effects
The number of changes in drug doses
Whether patients remained on the study drug

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 I 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, I 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
I think the approach I 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.) I 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 I think recruitment would
therefore be difficult.

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
questions.
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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?
•

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.

•

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.

•

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.

•

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
•

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.

•

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:
•

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

•

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

•

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

•

Respond appropriately to any adverse events to ensure patient safety.

•

Manage any adverse publicity which may arise from any of the scenarios

•

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

•

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

NEUROLOGICAL AND MENTAL HEALTH SUBCOMMITTEE
MEMORANDUM
From:

Therapeutic Group Manager

Date:

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?

2. What is the Subcommittees’ view on the updated literature review provided by
PHARMAC staff?
3. What is the Subcommittees’ view on the consultation responses?
4. What is the Subcommittees’ view on the implementation activities suggested by
Medsafe?
5. 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?

6. Should GPs refer the ‘most vulnerable patients’ for specialist oversight of a brand
switch?
a. If yes to above, how many patients would this likely be?
b. What would be the specialist oversight that would be provided?
c

How many clinic visits would these patients require?

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

8

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

Is the 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 ArrowLamotrigine, at a total annual net cost of
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

3
A1315892

In August 2018, PHARMAC issued a consultation on a proposal to move to one funded brand
of lamotrigine (Logem)
•

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:
•

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:
•

•

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
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,
phenobarbital (phenobarbitone) and primidone (category one of the MHRA guidance)
listed in the Pharmaceutical Schedule.
4
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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
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
Develop a video, hosted on our website to explain the brand change to consumers.
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.
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.
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, standalone series
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.
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.
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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 PHARMACs 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.
•

•

•

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.
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 particularly useful when it is difficult to set firm access criteria often the case
in areas where accurate diagnosis or evaluation of benefit 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
12
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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:
•
•
•

the number of patients we have estimated to be taking lamotrigine for either epilepsy
or other indications (likely mood disorders); and
the proportion patients on each brand of lamotrigine; and
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
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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.
I 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.
I 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
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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
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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
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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 fundi

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.
It is 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
l
. Lamotrigine 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:
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2019-04-04
conversation with Pa

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.
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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 I 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 I wish GSK well in the work you
are doing to improve health in New Zealand.

Yours sincerely

Hon Dr David Clark
Minister of Health



If whānau 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

Ngā mihi nui
Karen
Karen Jacobs Grant | Senior Advisor Māori Responsiveness
Ngāti Whātua, Ngāpuhi, Ngāti Torehina
Te Pātaka Whaioranga - PHARMAC | PO Box 10-254 | The Terrace, Wellington 6143
Level 9, 40 Mercer Street, Wellington 6011
www pharmac health nz
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Kia ora
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
Ngā mihi nui
Katie
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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.
I hope this information is helpful and goes some way to providing reassurance to you
Take care.
Kind regards
Jan Carey
PHARMAC
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25 July 2019

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

Dear
Lamotrigine brand change
Thank you for your latest email of 9 July, about the lamotrigine brand change. I 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 I 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
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9 July 2019

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

Yours sincerely

Sarah Fitt
Chief Executive

A1282010
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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 out in 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)
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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
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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
•

3

Important for paediatric and adult formulations of lamotrigine.

Implementation activities to support a brand change
•

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

•

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.
• 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

A1244700

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.

•

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

•

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

•

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:
•

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).

•

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

•

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

•

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:
•

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

•

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:
•

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;

•

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

•

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.

•

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.

•

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

•

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.

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 Māori health areas of focus are set out in PHARMAC’s Te Whaioranga Strategy.
3 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, whānau and wider society, but this factor should be considered alongside
those depicted in the schematic
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Factors for Consideration
Health need
Disease/illness
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, whānau, and wider society
The health needs of primary caregivers and family and whānau 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 Māori health areas of focus and Māori health outcomes
Mental health is a Māori health area of focus (as outlined in the Te Whaioranga Strategy)
According to BPAC (link) bipolar disorder may be more prevalent among Māori (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 Māori 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 Māori 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 Māori, 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 disease/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

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:
•

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.

•

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

•

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)

•

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.

•

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

•

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 whānau
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.
•

19 April 2007 Neurological Subcommittee meeting minutes.

•

2 April 2009 Neurological Subcommittee meeting minutes

•

5 August 2010 Neurological Subcommittee meeting minutes.

•

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 study1, 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 study1 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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•

Another study2 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

•

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

•

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:
•

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:
•

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:
•

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

•

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 second scenario assumes a likely more realistic
under which estimated savings would be around

discount on
(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
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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