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Thank you for the opportunity to provide feedback on Pharmac’s Proposal to decline inactive

funding applications, issued 18 December 2023, which includes a funding application for the

migraine-specific treatment zolmitriptan. Zolmitriptan is currently on the ‘cost saving or cost

neutral’ priority list for funding applications.

Migraine Foundation Aotearoa New Zealand was established in 2022 and is the only charity in New

Zealand with the mission to raise awareness of the impact of migraine disease and support people

living with migraine in Aotearoa New Zealand (NZ).

We strongly oppose the proposal to decline the funding application for zolmitriptan.

Background to the zolmitriptan application
This application was made in September 2007 for zolmitriptan nasal spray and was recommended to

be declined by PTAC in 2007, primarily because of cost, as at this time zolmitriptan was more

expensive than sumatriptan, the only triptan then available in NZ. From the meeting notes:

Members considered that it was possible that listing zolmitriptan nasal spray could further

grow the market for antimigraine drugs.

Given that the Committee recommended declining the application, we can infer that the Committee

disapproved of any measure to ‘grow the market for antimigraine drugs’. This displays a complete

and callous disregard for the disability and impact of migraine on people’s lives, implying that

migraine is not worth treating and people with migraine should not be provided evidence-based

medication options to treat migraine attacks. This demonstrates an inadequate consideration of

‘Need’ and ‘Benefit’, from Pharmac’s Factors for Consideration.
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Migraine disease is estimated to globally affect one in seven people (Stovner et al., 2022) and

642,000 people in NZ (Global Burden of Disease Collaborative Network, 2020). From the 2016 and

2019 Global Burden of Disease studies, migraine is the second highest cause of “years of life lived

with disability” (YLD) worldwide but the top cause of YLD among people aged 15-49 years

old.(Steiner et al., 2020) Prevalence of migraine is similar for Māori, Pacific people and NZ European

(15.7%, 16.0% and 14.4% respectively).(Migraine Foundation Aotearoa New Zealand, 2022)

PTAC re-considered the application for zolmitriptan nasal spray and tablets in 2008, after additional

information from the applicant (AstraZeneca) had been supplied to address some of PTAC’s

concerns. The Committee recommended that zolmitriptan 2.5mg and 5mg tablets be listed without

restrictions if cost-neutral and the nasal spray be listed if cost neutral compared to sumatriptan

injection, with the possibility of a Special Authority restricting access e.g. to patients with severe

vomiting or non-response to other triptans. At this meeting, the Committee also noted that around

30% of patients do not respond to the first triptan that they try, but they may respond to a different

triptan, as each of the seven triptans have slightly different properties. It follows that patients

should have more than the current two options, to accommodate differing clinical and patient

characteristics. For example, if sumatriptan doesn’t work, then the option of zolmitriptan may be

preferable for patients with severe nausea or vomiting or for people who find the taste of rizatriptan

intolerable.

In 2013, the zolmitriptan application went through the ‘Options Compared’ process and is currently

on the cost-neutral or cost-saving priority list. The patent for zolmitriptan expired in 2012. In

December 2023, Pharmac proposed to decline the application. The justification for this decline was

because an application for the listing of triptans was declined in March 2022. Note that no migraine

consumer group was consulted on the decision to decline this application. Migraine Foundation

Aotearoa New Zealand was only established in April 2022.

Concerning the application for the listing of additional triptans, this was reviewed by the

Neurological Subcommittee in 2013. This was a comparison of triptans undertaken by Pharmac staff,

comparing rate of onset of action, to help the Committee decide whether a third triptan should be

funded. At that time, zolmitriptan was available in NZ (as a pharmacy-only medicine) but not

funded. The Committee did not recommend listing another triptan but did consider that there may

be benefit from funding a nasally-administered triptan (such as zolmitriptan). The reasons for not

recommending another funded triptan are not explicit but appear to be:

1. there were relatively few studies comparing the triptans head to head; although they also

noted that the most effective triptans (including zolmitriptan) were similar in effectiveness

to sumatriptan so it is unclear what additional research was required or why

2. the triptans with the most rapid onset of action, sumatriptan and rizatriptan, were already

funded

3. the addition of further triptans may exacerbate the problem of ‘triptan overuse’.
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MFANZ feedback on the zolmitriptan application
We note that since the 2013 Neurological Committee meeting, further evidence has been published

regarding the effectiveness and tolerability of zolmitriptan, for example (Cameron et al., 2015;

Chiang et al., 2023; Li et al., 2023; Ruscheweyh, Dresler, et al., 2023; Ruscheweyh, Gossrau, et al.,

2023; Vanderpluym et al., 2021). We also note that the overview from Pharmac of all the triptans

focused on the pharmacokinetic properties of the triptans, particularly the rate of onset of action. A

recent publication that reviewed randomised controlled trials of acute migraine medication found

that only subcutaneous sumatriptan and nasal zolmitriptan had real-world evidence for an onset of

action within 30 minutes (Tfelt-Hansen & Diener, 2021) (and note randomised controlled trial from

(Dodick, 2005) which found responses to zolmitriptan nasal spray as early as 15 minutes after

administration and in addition to the very fast onset of action, produced significantly higher

sustained headache response and pain-free rates at 24 hours post-dose compared with placebo.)

Zolmitriptan also comes as orally disintegrating tablets, which many patients prefer over a

conventional tablet (Dowson, 2002).

Other relevant literature includes evidence of the efficacy of zolmitriptan nasal spray for paediatric

patients (McKeage, 2016; Lewis, 2007), as this has been FDA-approved for use in patients aged 12

years and older. In this critical age group, zolmitriptan nasal spray has demonstrated both high

tolerability and rapid, substantial efficacy in alleviating symptoms during acute migraine episodes.

Also, although this is outside the scope of treatment for migraine, zolmitriptan nasal spray is also

effective in treating cluster headache (Hedlund et al., 2009), and funding of zolmitriptan would add

another funded acute treatment for this patient group.

We note that the application for the listing of triptans does not appear to have been a

comprehensive review of triptans that adequately addressed Pharmac’s Four Factors for

Consideration. It is noted in the Subcommittee meeting notes (7.5) that Pharmac staff “provided a

comprehensive overview of the pharmacokinetics (including the rate of action) of the various

triptans.” In its decision to decline this application, the Subcommittee appears to consider rapidity

of onset of action to be the primary criteria for funding a triptan, which disregards the other Factors

of Need, Benefit and Suitability. It is not at all clear why other triptans were declined for funding due

to a less rapid onset of action than sumatriptan or rizatriptan, longer acting and less rapid onset

triptans, such as frovatriptan, have been shown to be preferable for treatment of menstrual

migraine, a more prolonged and severe form of migraine affecting women at the time of

menstruation (Grøtta Vetvik & Anne MacGregor, 2021). A lack of consideration for providing the

most appropriate treatment for menstrual migraine gives the impression that the Committee lacked

understanding of the impact of menstrual migraine and lacked consideration for women’s health

issues.

If Migraine Foundation Aotearoa NZ had had the opportunity to be consulted on this application

before it was declined, we would have raised serious concerns about the lack of transparency and

poor process taken in the review of this application. We note that the efficacy of zolmitriptan is well

established and was accepted by the Committee at this time.
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The availability of zolmitriptan at the time of this meeting may have influenced the Committee’s

decision not to recommend this to be funded, given that it was accessible (although unfunded).

However, zolmitriptan is no longer available in NZ, reportedly preempted by supply issues around

the time of the COVID-19 pandemic. There is now even more need for an additional triptan to be

made available and funded in NZ.

Clinical guidelines recommend that patients should try three different triptans (Olesen et al., 2022)

before being considered refractory to triptans (Sacco et al., 2022), that choice of triptan should be

individualised (Zhao et al., 2023) and non-oral routes of administration should be used for people

with severe nausea or vomiting (Ailani et al., 2021). In NZ, we are unable to classify any migraine

patient as refractory to triptans since there are only two triptans to try, choice is limited compared

to other countries, and sumatriptan injection is the only non-oral formulation available, which

provides limited options for people with severe nausea and vomiting with migraine who are averse

to injections.

Triptan overuse can cause medication overuse headache (MOH), a headache that occurs on 15 days

or more a month for at least three months. Triptans are implicated in causing MOH if taken for 10 or

more days a month for more than three months. Concerning the issue of triptan overuse, the

Committee provided no evidence for the statement that additional triptans may exacerbate this

problem, and we are unaware of any literature that supports this idea, which makes this an

unacceptable reason to decline the application. There is no evidence that triptan overuse or MOH is

either less or more of a problem in NZ compared to countries that have access to more than two

triptans. We would like to see the evidence from the Committee that increasing the number of

triptans available for prescription leads to an increased prevalence of MOH.

Regardless of this, overuse of triptans, as a risk factor for MOH, needs to be addressed through

improved education of clinicians and patients about the recommended limits to triptan use

(Braunstein et al., 2015) and correct prescribing practices (Ashina et al., 2023) , not through

restricting access to different types of triptan. It is inappropriate to propose addressing an issue of

poor adherence to best practice by limiting access to medication that has proven efficacy and may

benefit patients who are unable to tolerate or do not respond to other options. In fact, acute

medication overuse can be seen not only as a failure of prescribing practice but as a failure of

migraine management overall (Green, 2021) and the best response is to improve access to both

effective migraine treatments and to knowledgeable health professionals who are able to provide

holistic, effective and ongoing migraine healthcare.

We do not have prevalence data on triptan overuse or MOH or chronic migraine in NZ. However, we

can estimate the proportion of people with migraine using triptans using administrative data

(PHARMS data from the Ministry of Health). In 2020, nearly 63,000 people were dispensed a triptan

or around 10% of people with migraine in NZ (estimated at 642,000 from the Global Burden of

Disease study). This suggests, at a population level, a significant undertreatment of migraine, given

that around 10% of people with migraine have chronic migraine (headache on 15 days or more per

month), and a similar proportion have high-frequency episodic migraine (migraine on 8-14 days per



month (Lipton et al., 2022), both of which would presumably merit treatment with the only

migraine-specific acute medication currently available in NZ. A cohort study from Denmark up until

2019 found that the prevalence of triptan use was around 1.5% (which is roughly the prevalence of

chronic migraine), corresponding to only 12% of the migraine population (i.e. most people with

migraine in Denmark were not using any migraine-specific acute treatment) (Davidsson et al., 2021).

The prevalence of triptan overuse, defined as purchase of at least 20 daily doses of triptans per

month for 3 consecutive months, was 56 of every 1000 triptan users (Davidsson et al., 2021). (For

comparison, a French study found a triptan overuse prevalence of 2.3% (Braunstein et al., 2015);

5.9% from an Austrian study (Zebenholzer et al., 2018)). Note that in Denmark all seven triptans are

available for use, compared with NZ where only sumatriptan and rizatriptan are available. This

study, and many others, highlight that the major issue with triptans is not overuse but underuse,

and there remains a significant unmet need for effective acute treatment of migraine (Baratta et al.,

2023; Ezzati et al., 2022; Hirata et al., 2023; Lipton et al., 2022; Ruscheweyh, Gossrau, et al., 2023)

(Baratta et al., 2023; Ezzati et al., 2022; Hirata et al., 2023; Lipton et al., 2022; Ruscheweyh, Gossrau,

et al., 2023).

We have a snapshot of triptan use from a small online survey (n=530) from 2022, which collected

data from a non-representative and self-selected sample of people with migraine in NZ.1 This was a

sample skewed to people with more severe and disabling migraine, with 20% of the sample having

chronic migraine (headache on 15 days or more a month). From this survey, around a third of

respondents were currently taking a triptan (33% for sumatriptan, 32% for rizatriptan), higher than

the estimated use of triptans in the whole NZ migraine population. Over a third had never used a

triptan (39% for sumatriptan, 36% for rizatriptan); although 25% would like to try sumatriptan and

19% would like to try rizatriptan, suggesting a significant level of under-treatment. Just under a third

had previously used a triptan and stopped (27% for sumatriptan and 32% for rizatriptan), indicating

a failure of existing migraine-specific acute treatment options. The reasons for stopping were

because of side effects (9% for sumatriptan and 7% for rizatriptan), because they didn’t work (11%

for sumatriptan and 13% for rizatriptan) or another reason, not specified (10% for sumatriptan, 11%

for rizatriptan). For people currently taking a triptan, 71% of those with chronic migraine reported

taking a triptan on 10 days or more in the last month, and 15% of those with episodic migraine

(note that a diagnosis of MOH requires 10 days or more use for three consecutive months, so this is

not an estimate of MOH but indicates a risk of developing MOH). This is consistent with the findings

internationally that the prevalence of MOH is high in people with chronic headache (Fischer & Jan,

2023) and that 40-50% of all patients with chronic headache overuse medications (Diener et al.,

2022), noting again that this sample was not representative of the whole migraine population but

represented a group with a high level of migraine disability.

1 For more information about the survey and results see here
https://www.migrainefoundation.org.nz/migraine-in-new-zealand-survey-2022-insights/
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Pharmac’s reasons for declining an application
Pharmac states that inactive applications may be declined when:

● our expert clinical advisors have recommended that the funding application be declined

● other medicines for the same condition are now funded making the funding application no

longer relevant

● our expert clinical advisors have recommended that the medicine would provide no

additional benefits over other treatments we already fund, or it may be harmful

● no company is willing to supply the medicine in New Zealand

None of these are a satisfactory reason to decline the zolmitriptan application. The application has

not been recommended for decline – in 2008, PTAC made a cost-neutral recommendation. The

decline of the other triptan application does not justify declining this one, for reasons noted above

and also because this application has not been reviewed by the Neurological Advisory Committee.

There would be benefit from having a third triptan funded in NZ, as previously outlined. PTAC

actually recommended funding a triptan with a nasal spray formulation, so this is in direct conflict

with the proposal to decline. There are pharmaceutical companies able to supply the medicine in

NZ, as evidenced by zolmitriptan previously being available (although not currently).

Our recommendations
● We strongly oppose the proposal to decline the zolmitriptan application. Pharmac has not

provided sufficient justification to do this.

● Pharmac should revisit the evidence for comparative efficacy of zolmitriptan, including

real-world data. There is a large amount of relevant new literature that needs to be

considered before declining this application. This should include a review of zolmitriptan

nasal spray for paediatric patients aged 12 to 17 years, a demographic notably underserved

in terms of rigorously evaluated migraine abortive treatments.

● Pharmac should revisit the cost-benefit analysis and reassess whether zolmitriptan is now

cost-saving rather than cost-neutral compared to the other triptans.

● Pharmac should re-engage with pharmaceutical companies around the cost and supply of

zolmitriptan, particularly the nasal spray formulation.

● Pharmac should consider seeking advice on this application from the Neurological Advisory

Committee. An additional triptan, especially one with a nasal spray formulation, would

address a significant need for more migraine treatment options.
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