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Avapritinib for treating inadequately controlled moderate to severe indolent systemic mastocytosis [ID6578]

Response to stakeholder organisation comments on the draft remit and draft scope

Please note: Comments received in the course of consultations carried out by NICE are published in the interests of openness and
transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of the
submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees.

Comment 1: the draft remit and proposed process

evaluation route

moderate-to-severe disease face symptoms which are not adequately
controlled with best supportive care (BSC) and off-label treatments used in
current NHS practice.

Clinical guidance for SM (including ISM) is based on an individualised
treatment approach for ISM due to its heterogeneity and the significant
burden of symptoms stemming from skin involvement (e.g. pruritus, flushing),
gastrointestinal (Gl) issues, osteoporosis and/or anaphylaxis.'

While no specific UK clinical guidance is available for ISM, clinicians refer to
European and US guidelines.* European ECNM-AIM guidelines recommend
first-line BSC therapeutic options for the previously mentioned major
symptom areas.>® Meanwhile, National Comprehensive Cancer Network
(NCCN) SM guidelines recommend administration of anti-mediator drug
therapy for symptomatic ISM with mast cell activation symptoms.”

Section Stakeholder Comments [sic] Action
Appropriateness | Blueprint With no targeted, disease-modifying therapy approved for indolent systemic Thank you for your
of an evaluation | Medicines mastocytosis (ISM) in NHS clinical practice, there is a therapeutic unmet comments. No action
and proposed (company) need in patients due to the substantial symptom burden. Patients with needed.
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Stakeholder

Comments [sic]

Action

Further, avapritinib (if platelet counts are 250 x 109/L) is listed as a preferred
option (as per Food and Drug Administration approval), while cladribine or
peginterferon alfa-2a may be useful in certain circumstances for select
patients with severe, refractory mediator symptoms or bone disease not
responsive to anti-mediator therapy or bisphosphonates.’

This heterogeneous disease exhibits a broad symptom profile with varying
degrees of severity (mild, moderate or severe) and types (skin,
gastrointestinal, osteoporosis, and anaphylaxis). Currently, BSC is based on
symptomatic relief and does not address the underlying pathophysiology
which increases the likelihood of symptom persistence or escalation.®®
Progression from ISM to more advanced forms (including advanced systemic
mastocytosis [AdvSM])) is linked to elevated tryptase, levels of KIT D816V
mutation in peripheral blood, and high symptom burden.'®'? A US study
(n=2,706) (Mukherjee et al., 2023) found 4.4% of high-burden patients
progressed, and 15% with mild symptoms worsened within two years. Poor
symptom control increases progression risk and ultimately risk of death.'®

With no disease-modifying therapies for ISM approved by NICE up until now,
patients inadequately controlled with BSC symptomatic therapies may
progress to more advanced forms of mastocytosis representing a substantial
unmet need.

With approval and reimbursement of avapritinib for AdvSM (since 2024)",
Blueprint Medicines believe that standard technology assessment (STA) of
this novel tyrosine kinase inhibitor (TKI) in ISM is warranted especially as this
population constitutes a majority of SM patients with substantial symptom
burden.

This coupled with the potential of progression to more advanced forms of SM
(such as AdvSM), in the absence of a targeted therapy, necessitates patient
access and justify this evaluation.'31°
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Section

Stakeholder

Comments [sic]

Action

British
Association of
Dermatologists

We agree that a Single Technology Appraisal (STA) is appropriate for
evaluating avapritinib for moderate to severe indolent systemic mastocytosis.
This condition represents a significant unmet need for novel treatments in
adult indolent systemic mastocytosis, as current standard of care treatments
offer limited effectiveness and do not improve the appearance of the skin
lesions. This is an underrated cause of psychological distress.

Indolent systemic mastocytosis may also cause severe systemic effects on
bone density (osteopenia or osteoporosis), neurocognitive symptoms,
allergies (anaphylaxis) and risk of progression to smouldering and advanced
disease.

The evaluation of avapritinib is, therefore, an important milestone in
advancing the management of this multisystem clonal mast cell disorder that
often presents initially to dermatologists with skin lesions.

Thank you for your
comments. No action
needed.

The UK
Mastocytosis
Support Group
and Leukaemia
Care

We view this evaluation as entirely appropriate because avapritinib has been
shown in trials and in use in other countries where it has already received
regulatory approval to improve the quality of life of people with moderate to
severe indolent systemic mastocytosis (ISM). It is the first treatment for ISM
that is disease modifying. Avaprintinib reduces the burden of mast cells in
the bone marrow, decreases tryptase (a key marker used to measure mast
cell burden), and improves quality of life using a reasonable assessment tool.
These benefits are evident in the Pioneer trial and the drug has been in use
outside of trials in the US since May 2023 and in Europe since December
2023.

In addition, though we can’t know yet whether avapritinib prevents
progression to more advanced forms of systemic mastocytosis, there is a
plausible mechanism by which it could.

While we agree that avapritinib should be assessed through the STA process
given the current criteria for assigning the assessment route, we note that

Thank you for your
comments. No action
needed.
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Section Stakeholder Comments [sic] Action
STA is ill-suited to rare disease medications where the trial cohorts are
relatively small.
British Society The evaluation is appropriate Thank you for your
for Immunology comment. No action
Clinical needed.
Immunology
Professional
Network (BSI-
CIPN)
Wording Blueprint Thg \_Nording of the_ draft remi_t sh_ould be correct and aligne_d_with the We have updated the
Medicines anticipated marketing authorisation (as per European Medicines Agency remit to refer to
(company) [EMA] reference): inadequately controlled
moderate to severe
indolent systemic
16 mastocytosis
British Yes [the wording of the remit reflects the issue(s) of clinical and cost Thank you for your

Association of
Dermatologists

effectiveness about this technology or technologies that NICE should
consider]

comment. No action
needed.

The UK
Mastocytosis
Support Group
and Leukaemia
Care

Yes, this looks correct.

Thank you for your
comment. No action
needed.

British Society
for Immunology
Clinical

Yes [the wording of the remit reflects the issue(s) of clinical and cost
effectiveness about this technology or technologies that NICE should
consider]

Thank you for your
comment. No action
needed.
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Association of
Dermatologists

condition, as such this appraisal is welcome.

Section Stakeholder Comments [sic] Action
Immunology
Professional
Network
Timing issues Blueprint As mentioned previously, current NHS clinical practice of BSC and off-label Thank you for your
Medicines treatments do not address the underlying pathophysiology of ISM."” comments. This topic
(company) Avapritinib represents a step-change in the treatment of patients with ISM, has been scheduled
with its disease-modifying action as a highly selective and potent TKI into the work
targeting the KIT D816V mutation, the underlying driver of ISM in ~95% of programme and NICE
patients.21819 aims to provide timely
With avapritinib treatment, symptom and mast cell burden are reduced (as guidance fo the NHS.
shown by the pivotal PIONEER clinical trial NCT03731260) compared to
placebo over 6 months and sustained in the ongoing open-label extension
(OLE).2%2" Additionally, health-related quality of life (HRQoL), which is
markedly impacted in patients with ISM, is improved with avapritinib reflecting
the potential for this agent to achieve not only symptom control but also alter
patients’ daily lives.
With approval and reimbursement in other mastocytosis indications, this
appraisal will address substantial unmet need in moderate-to-severe patients
with ISM by targeting the underlying pathophysiology thus curtailing
progression to more advanced forms of disease.
British There is a clear unmet need for novel and effective targeted treatment for this | Thank you for your

comment. This topic
has been scheduled
into the work
programme and NICE
aims to provide timely
guidance to the NHS.
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Action

British Society
for Immunology
Clinical

Urgent (see below)

There are no current treatments to moderate disease burden in indolent macrocytosis,
merely treatments that directed at symptom control. This should be considered when

Thank you for your
comments. This topic
has been scheduled

KIT D816V mutation is typically present in approximately 95% of ISM cases
and this leads to greater disease activity. This is coupled with uncontrolled
proliferation and activation of mast cells.’®8°

Symptom burden impact on health-related quality of life (HRQoL)

Blueprint Medicines noted the omission of HRQoL in the introductory
background section. This is a major part of the disease impact on patients
and is also included as a secondary outcome in the pivotal clinical trial. The
company suggests addition of the following text to capture this important
aspect of ISM:

The constellation of symptoms exhibited by people living with ISM,
particularly in the moderate-to-severe spectrum, leads to a significant
reduction in HRQoL according to studies in Europe and US.???® A substantial

Immunology looking at ‘comparators’ into the work
Professional ' programme and NICE
Network aims to provide timely
guidance to the NHS.
Comment 2: the draft scope
Section Consultee/ Comments [sic] Action
Commentator

Background Blueprint Pathophysiology We have added the

information Medicines Information is sparse around further detail suggested on the pathophysiology | prevalence of the KIT
(company) of ISM in patients, include the following wording: D816V mutation.

The background section
of the scope is intended
to give a brief overview
of the condition and
treatment pathway.
Health-related quality of
life effects are implicit in
the description of
symptoms. Effects on
health related quality of
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Section

Comments [sic]

Action

proportion of patients reported that they had to reduce their work hours,?%°

that they were impaired in performing activities of daily living,?**” and that the
symptoms of ISM interfered with their social relationships.?”

Prevalence

Additionally, Blueprint Medicines suggests replacement of the prevalence
estimation with one specific for ISM, not just for systemic mastocytosis.
Proposed wording is as follows:

ISM is the most common subtype of SM, accounting for approximately 90% of
adult SM cases in the UK and globally. While detailed data on the prevalence
of ISM in the UK is not available, clinical experts as part of the UK
Mastocytosis Support Group estimate 1 in 10,000 people .?¢ Mirroring the
broader European Perceptions, Realities, and Insights on SM (PRISM)
survey cohort, 67% of UK patients (total n=50) were classified as moderate-
to-severe, the most prevalent subpopulation.?>?°

Other country prevalence estimates of ISM can be used as a reference in lieu
of UK data, for instance, the CEREMAST study conducted in France reported
4,269 patients with ISM (including those with skin mastocytosis).* In terms of
symptom severity, 53% (n=2,257) had moderate-to-severe disease with 36%
not adequately controlled with symptomatic treatment.*

Also, Blueprint Medicines would like to highlight that the NHS reference for
treatment of mastocytosis included in the draft scope is not entirely
appropriate. This NHS information regarding ISM is mixed with other
mastocytosis conditions thus it is unclear which information is specific for ISM
patients.®' The company suggest replacing this source with references

life will be described
and quantified in more
detail during the
appraisal process.

We have updated the
prevalence figure to the
estimate for ISM. We
have not added further
detail as the
background section
aims to be a brief
summary and is not
designed to be
exhaustive.

The background section
has been updated.
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Association of
Dermatologists

for control of itching and flushing in the skin and are used in anaphylaxis.

Section Consultee/ Comments [sic] Action
Commentator
regarding centre of excellence cohort experience including: Oni et al.
(2019)*2 and Veitch et al. (2023)%.
We have updated the

Technology wording to refer to
As before in remit, amend wording around marketing authorisation for inadequately controlled
patients inadequately controlled by symptomatic treatment. moderate to severe
Also, Blueprint Medicines suggests amendment of wording regarding indolent systemic
marketing authorisation in other indications: mastocytosis
Avapritinib’s current marketing authorisation is for unresectable or metastatic . L
gastrointestinal stromal tumour (GIST), or AdvSM including aggressive This section is intended
systemic mastocytosis (ASM), systemic mastocytosis with an associated to describe only current
haematological neoplasm (SM-AHN), or mast cell leukaemia (MCL). marketing authorisation
As a key part of the background section in the draft scope, the nature of status and ongoing or
avapritinib as a disease-modifying treatment for ISM should be clearly completed clinical trials.
communicated. Blueprint Medicines advises the addition of the following
paragraph to reflect this:
Avapritinib in ISM is considered to be disease-modifying as it has a high
affinity for the underlying KIT D816V mutation, a common driver of this rare
mast cell disease.>* Avapritinib’s sustained ability to reduce mast cell burden,
improve symptoms and patient HRQoL in the PIONEER trial is strongly
indicative of a disease-modifying effect, especially with long-term clinical
efficacy reported up to 3 years.?03%37

British Non-sedating second generation antihistamines are the mainstay of treatment | \we have updated the

background section.
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Consultee/
Commentator

Comments [sic]

Action

They may have some additional benefits for gastrointestinal symptoms and
neurocognitive symptoms.

Additional anti-mast cell therapies may include H2 antihistamines and
montelukast. Phototherapy and photochemotherapy (PUVA) may provide
additional control of skin symptoms and a temporary improvement in the
appearance of the lesions which is not sustained on stopping. Phototherapy
cannot be maintained long term because of the risk of promoting skin cancers
and skin ageing. Sodium cromoglicate is primarily used for mast cell related
bowel symptoms because it is poorly absorbed. Oral corticosteroids are not
used for indolent systemic mastocytosis except in very rare instances, such
as highly unstable and hard to control recurrent anaphylaxis. Therefore, they
are not a valid comparator.

British Society
for Allergy and
Clinical

The information given is accurate, although | would amend the last paragraph
to say, “Treatment aims to relieve symptoms and includes antihistamines,
leukotriene inhibitors, and occasionally corticosteroids.”

We have updated the
background section.

Immunology

The UK We have several places where we think the background information could be | \we have updated the
Mastocytosis improved: background section.
Support Group

and Leukaemia
Care

which affects the structure of a receptor on the mast cell’s membrane, causes
mast cells to proliferate in the absence of stem cell factor, the ligand that
normally stimulates production of new mast cells. This means that too many
mast cells are produced. The mutation can also lead to prolonged survival of
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Consultee/
Commentator

Comments [sic]

Action

these mast cells. Together these two effects of the mutation lead to the
accumulation of excess mast cells in the body’s tissues, where they normally
play a role in immune defense.

1. The mast cells release large amounts of histamine and numerous
other mediators into the blood; having too many mast cells in ISM causes
symptoms such as skin rash, itchy skin, hot flushes, blood pressure changes,
fainting, tachycardia, headache, vomiting, diarrhoea, trouble with cognition
and memory, ergan-failure and anaphylaxis. [Organ failure occurs in
advanced forms of SM, not in indolent SM.] Patients can present with some of
all of these symptoms, which may be mild or severe, and the symptoms may
be episodic or chronic, and may arise unpredictably.

2. There are 2 main types of mastocytosis, cutaneous mastocytosis,
which affects the skin (mainly in children), and systemic mastocytosis, which
affects the skin, internal organs and bones (mainly in adults). Systemic
mastocytosis has subtypes defined by level of disease: indolent (the most
common, about 90% of casesError! Reference source not found.) “smqgy|dering, and
advanced systemic mastocytosis. For most people, symptoms of indolent
systemic mastocytosis are mild to moderate, but vary from person to person.
Y o/ : : . .

_Errort Reference source notfound- A recent study using the
largest available data set on indolent systemic mastocytosis, 4.9% of ISM
patients progressed to more advanced types. (Trizuljak J, Sperr WR,
Nekvindova L, et al. Clinical features and survival of patients with indolent
systemic mastocytosis defined by the updated WHO classification. Allergy.
2020 Aug;75(8):1927-1938.)

3. Current treatment aims to relieve symptoms and prevent anaphylaxis
and includes H1 and H2 type antihistamines, anti-leukotriene medications,
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Section Consultee/ Comments [sic] Action
Commentator
sodium cromoglicate, oral corticosteroids and transient treatments to manage
skin symptoms. Treatment also aims to prevent or limit osteoporosis.
4. Indolent systemic mastocytosis typically affects both men and women
equally and the onset is generally during working age, between ages 20 and
40 (in contrast to advanced SM which tends to start later). (Siebenhaar, F.,
Brehler, R., Christen, D. et al. Mastocytosis in the age of precision medicine.
Allergo J Int 34, 57-68 (2025)
British Society | Suggested reworking of Background: We have updated the
for Immunology | Mast cells release large amounts of histamine and other mediators into the background section.
Clinical blood, causing symptoms such as skin rash, itchy skin, hot flushes, blood
Immuno_logy pressure changes, fainting, tachycardia, headache, vomiting, diarrhoea, brain
Professional fog, organ failure and anaphylaxis. In indolent mastocytosis, mast cells are
Network able to release their contents and cause these symptoms without specific
trigger resulting in intermittent but recurrent and often severe symptoms.

Population Blueprint Populgtiop definition should bg aligne.d. with anticipated marketing We have updated the
Medicines authorisation and PIONEER trial participants.?'3* The suggested amendment population to refer to
(company) (below) to the following wording would reflect the target population more inadequately controlled

accurately: moderate to severe
{ indolent systemic
E mastocytosis.
British Yes [the population is defined appropriately] Thank you for your

Association of
Dermatologists

comment. No action

needed.
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symptomatic treatment.

In the PIONEER trial (NCT03731260)?', the randomised avapritinib vs
placebo comparison at 6 months was analysed, in addition to intention-to-
treat (ITT) and per-protocol (PP) populations, according to the following
subgroups:3®

e Age

e Gender

e Region and country

Section Consultee/ Comments [sic] Action
Commentator

British Society Yes [the population is defined appropriately] — patients with ISM defined by Thank you for your
for Allergy and WHO criteria comment. No action
Clinical needed.
Immunology
The UK Yes [the population is defined appropriately] Thank you for your
Mastocytosis comment. No action
Support Group needed.
and Leukaemia
Care
British Society Yes [the population is defined appropriately] Thank you for your
for Immunology comment. No action
Clinical needed.
Immunology
Professional
Network

Subgroups Blueprint Blueprint Medicines would like to clarify that this submission covers the full Thank you for your
Medicines marketing authorisation of avapritinib for the treatment of adult patients with comments. Where
(company) moderate-to-severe symptoms of ISM inadequately controlled by relevant and

appropriate, subgroups
may be considered by
the committee if
evidence allows.

National Institute for Health and Care Excellence

Page 12 of 38

Consultation comments on the draft remit and draft scope for the technology appraisal of avapritinib for treating inadequately controlled moderate to severe
indolent systemic mastocytosis [ID6578]
Issue date: September 2025




Summary form

Section Consultee/ Comments [sic] Action
Commentator

e Baseline ISM status

e Baseline serum tryptase level

e ECOG performance status

e Prior TKI therapy.

This analysis showed that avapritinib led to greater ISM-SAF TSS reduction
than placebo across most subgroups, except in men and patients with
baseline serum tryptase <20 ng/mL. These two subgroups had small sample
sizes and confidence intervals crossed zero, suggesting variability in
response. Even with uncertainty, many patients in these subgroups still
appeared to benefit from avapritinib treatment.3®

The severity of skin involvement and associated symptoms may not be
proportional to the overall systemic mast cell burden, as evidenced by blood
tryptase levels and variant allele fraction of mutated KIT. In other words,
some adults may have extensive skin involvement with low blood tryptase but
other patients with a high systemic mast cell burden may have relatively few
skin lesions. Given this heterogeneity, the subgroups considered should be
based on symptom burden rather than systemic mast cell load alone.

British
Association of
Dermatologists

Thank you for your
comments. Where
relevant and
appropriate, subgroups
may be considered by
the committee if
evidence allows.

No. [there are no groups within the population that should be considered

The UK ) : o ) Thank you for your
. separately] The “best supportive care” is similar for everyone with moderate :
Mastocytosis . : . . comment. No action
to severe SM and the trials have included patients along this full spectrum so
Support Group data is representative for all of those patients needed.
and Leukaemia :
Care

No [there are no groups within the population that should be considered

British Society separately] Thank you for your

for Immunology comment. No action
Clinical needed.
Immunology
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Section Consultee/ Comments [sic] Action
Commentator
Professional
Network
Comparators Blueprint Blueprint Medicines considers the comparator (BSC) listed to be relevant for | Thank you for your
Medicines this submission as this reflects current NHS practice for the treatment of ISM. | comments. The specific
(company) For this draft scope, Blueprint Medicines has provided specific detail detail of what

regarding BSC in NHS clinical practice as per clinical expert structured
elicitation activities.*

According to current NHS guidance and UK clinical experts, BSC consists of
antihistamines (H1/H2-blockers), proton-pump inhibitor (e.g. omeprazole),
leukotriene inhibitors (e.g. montelukast), corticosteroids (e.g. prednisolone),
mast cell stabilisers (e.g. sodium cromoglicate/cromolyn sodium), and
monoclonal antibodies (such as omalizumab in ~5% of ISM patients).4532:33

Additionally, off-label treatments not indicated for ISM may be used such as
midostaurin, imatinib, nilotinib (or dasatinib) and cladribine if the clinician
believes the benefit outweighs the risk to the patient.*3

Notably, the NHS clinical practice aligns with European and US clinical
guidance for management of ISM, with similar implementation of this tailored
patient-specific BSC regimen as well as off-label therapies.>”'” Notably,
avapritinib for moderate-to-severe symptoms of ISM is approved by the
EMA'6 and for ISM by the FDA (symptomatic patients)®, with corresponding
avapritinib references in the aforementioned clinical guidance.

As per the PIONEER clinical trial, Blueprint Medicines anticipates that
avapritinib will be used to address the underlying pathophysiology of ISM,
alongside BSC symptom-focused therapies.?' While this may result in
reduction of BSC usage (dose/frequency) avapritinib is not planned to replace
BSC.

constitutes best
supportive care in NHS
practice will be
considered during the
appraisal process. No
action needed.
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Section Consultee/ Comments [sic] Action
Commentator
British [Are the comparators listed considered to be the standard treatments Thank you for your

Association of
Dermatologists

currently used in the NHS with which the technology should be compared?
Have all relevant comparators been included?]

No, as there is no direct comparator to avapritinib. This is a novel technology
that selectively reduces mast cell burden with associated symptoms rather
limited to symptom control with anti-mast cell mediator therapies and
phototherapy

comments. When there
is no direct comparator,
it is appropriate to list it
as best supportive care.
No action needed.

British Society
for Allergy and
Clinical
Immunology

“Best supportive care” includes a large range of mediations which aim to
relieve symptoms but there is no currently available comparator for patients
who fail to respond to BSC.

Thank you for your
comment. No action
needed.

The UK
Mastocytosis
Support Group
and Leukaemia
Care

Best supportive care BSC is the appropriate comparator. There are no
medications approved for ISM in the UK, so all medications are used off-
label.

Patients with moderate to severe ISM are typically started, stepwise, on
therapies meant to block the action of mast cell mediators or stabilise the
mast cell so those mediators are less likely to be released. The doses of
these medications may exceed the typical doses for people with, e.g. allergic
conditions, for example, patients may take up to 4x the normal dose of an H1
blocker (akin to the guidelines for some forms of urticaria). This is consistent
with advice from the European Competence Network on Mastocytosis
(ECNM) and American Initiative on Mastocytosis (AIM) consensus guidance
on treatment (Valent P, Hartmann K, Schwaab J, et al. Personalized
Management Strategies in Mast Cell Disorders: ECNM-AIM User's Guide for
Daily Clinical Practice. J Allergy Clin Immunol Pract. 2022 Aug;10(8):1999-
2012.e6). In a survey of patients in Europe (including the UK) the mean
number of medications being taken for ISM was 6. (Triggiani M, Hobart J,
Alvarez-Twose |, Patient-Reported Outcomes and Provider Perceptions of

Thank you for your
comments. No action
needed.
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Consultee/
Commentator

Comments [sic]

Action

Systemic Mastocytosis: Results from the PRISM Study. Clin Exp Allergy.
2025 Jun 27.)

BSC typically includes:

Supportive Self-Management

Doctors and patients work together to identify what might trigger symptoms
and strategies to avoid the triggers. This process can take considerable
clinical input. The most common triggers in a patient study were:
Medications, emotional stress, temperature changes, airborne chemicals,
foods, alcohol and latex. (Triggiani et al). Insect venom and anaesthetics are
also common triggers.

Anti-mediator therapy:

-H1 blockers (sometimes one H1 blocker is sufficient, and sometimes
several types including 1%, 2"¢ and 3™ generation antihistamines)

-H2 blockers (not only to manage hyperacidity that can occur due to high
levels of histamine but also to stabilise blood pressure, manage nausea and
itching. We hear from patient feedback that H2s can help with all of these.)

-Proton-pump inhibitors (in patients where hyperacidity is not managed with
an H2 blocker a PPI is often added, including in the higher of the two doses
available)

-Anti-leukotriene medications (currently only montelukast is available in the
UK. Itis commonly used to manage overall sensitivity to allergens and other
triggers as well as to help manage respiratory symptoms or asthma if
present.)

National Institute for Health and Care Excellence
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Consultee/
Commentator

Comments [sic]

Action

-Ketotifen is an H1 blocker that is thought to have some mast cell stabilising
properties. When it is available in the UK (supply is variable) it is often added
to BSC in patients who are not well-controlled with the above medications.

-Sodium cromoglycate (SC) is a mast cell stabiliser that is often most
effective for managing cramping and diarrhoea, because its large molecule is
not very well absorbed and is most effective locally (where absorbed). Many
patients with moderate to severe ISM take both ketotifen and SC.

-Oral corticosteroids (OCs) (used most commonly episodically when a
patient’s symptoms are not controllable—often that’s repeated anaphylaxis,
but sometimes other symptoms such as diarrhoea). Appropriately, their use
is limited because of concerns about side effects including additional negative
effects on bone on top of mastocytosis-induced osteopenia/porosis, adrenal
consequences etc. We have members of our community who now live with
the permanent effects of long-term use of OCs.

-Adrenaline auto-injectors (since about half of adults with ISM will
experience anaphylaxis over a lifetime, Als should be prescribed for all
patients.

Osteoporosis prevention:

Patients receiving BSC will also take calcium and vitamin D (usually
prescribed) for prevention of osteoporosis. Some will also require treatment
with bisphosphonates or a RANK ligand inhibitor, often starting well
before the typical post-menopausal user and carrying on indefinitely.

Anaphylaxis prevention:

Occasionally patients will be given omalizumab if they have refractory
anaphylaxis. Some patients find it helpful and others don’t, which is reflected
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in the research literature, but we do not yet have a mechanism for identifying
who will benefit.

Temporary Management of Skin Symptoms

Dermovate cream under occlusion is used for short periods to decrease
skin spots and therefore itching. The benefits are temporary.

Phototherapy such as PUVA is used to temporarily decrease skin
symptoms. There is some recent evidence of an increase in the risk of
melanoma in SM patients, raising additional concerns about its use,
particularly given that the effects are short-lived. In our community a patient
has had anaphylaxis immediately following phototherapy, likely due to the
heat effects of the treatment.

Immunotherapy

Given the increased risk of severe anaphylaxis, people with ISM and
anaphylaxis to bees and wasps should be offered venom immunotherapy
for a lifetime. (Bonadonna P, Zanotti R, Pagani M, et al. Anaphylactic
Reactions After Discontinuation of Hymenoptera Venom Immunotherapy: A
Clonal Mast Cell Disorder Should Be Suspected. J Allergy Clin Immunol
Pract. 2018 Jul-Aug;6(4):1368-1372)

British Society
for Immunology
Clinical
Immunology

Antihistamines, sodium cromoglicate and oral corticosteroids are mentioned —
could also include other supportive treatments such as H2 receptor
antagonists, leukotriene inhibitors. Adrenalin for severe anaphylaxis
symptoms should be included. +/- specialist haematological medications such

We have updated the
treatment options in the
background section.
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Section Consultee/ Comments [sic] Action
Commentator
Professional as other tyrosine kinases and interferon alpha although these are more for
Network advanced systemic symptoms.
Outcomes Blueprint Blueprin_t Medicines agrees ‘Fhat the outcomes listed in t_he draft scope are Thank you for your
Medicines appropriate and generally aligned with those assessed in the key trials, comments. The order of
(company) except for mortality. outcomes does not
The key outcomes (as per the disease pathogenesis and the PIONEER trial) | reflect their importance.
are symptom severity/burden (and reduction thereof), objective measures of | The committee will
mast cell burden, HRQoL, and safety profile.?%3® Notably, mortality is captured | discuss all relevant
only as an adverse event (AE).?° outcomes, including
In patients with ISM, observational cohort evidence shows that overall input from relevant
survival (OS) remains poorer compared to the general population and in stakeholders on the
individuals with cutaneous mastocytosis (non-SM)."54%41 Considering these outcomes most _
published mortality studies, the PIONEER clinical trial follow-up is relatively | important to people with
short (only ~3 years) thus survival data is immature for robust analysis.?’ indolent sygtemm _
With this in mind, Blueprint Medicines suggests positioning mortality at the Lneaesc’jgcéytoss. No action
lower end of the outcomes hierarchy to reflect its limited relevance in ISM '
relative to symptom burden and HRQoL. As such mortality is included this
submission only in the context of economic modelling for cost-effectiveness
and clinical safety profile.

British Yes [outcomes listed are appropriate] Thank you for your

comments. No action
needed.

British Society
for Allergy and
Clinical
Immunology

The outcome seem sensible.

Thank you for your
comments. No action
needed.
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and Leukaemia
Care

Both of the following outcomes are challenging to quantify and we recognise
that they will be difficult to measure in QALYs, but want to acknowledge that
this is a limitation of the process.

Employment

We may find that we have some data to offer that would allow some
measurement of the benefit of continued employment on the psychological
health of the patient.

We will endeavour to capture this with published and additional data and
stories from our patient community the effect on employment. Given that ISM
predominantly effects people of working age, the effects of ISM on people’s
ability to hold a job is of significance when costs to society are looked at
holistically. The recent PRISM study of patients and provider experiences
with systemic mastocytosis (Triggiani et all, 2025—see the additional data in
online repository) found that half of the ISM UK patients who responded to
the survey question (n=50) had decreased their working. (This study included
patients of any severity.) Sixteen percent had voluntarily quit their jobs
because of their ISM and 6% had been terminated. Eighteen percent had left
work and received disability payments and 8% had taken early retirement.
Forty-seven percent of UK healthcare providers surveyed (n=110) about the
effects of ISM on ability work said that it affected ability to work a great deal
or quite a bit, 38% said it affected patients somewhat, with only 1% saying it
had no effect.

Section Consultee/ Comments [sic] Action
Commentator
The UK All of the outcomes listed are appropriate and will capture the most important | Thank you for your
Mastocytosis health related benefits of the technology that can most easily be quantified. comments. NICE takes
Support Group an NHS and personal

and social services
perspective when
assessing cost
effectiveness.

The evaluation will
consider health effects
for carers when
relevant. When
presenting health
effects for carers,
evidence should be
provided to show that
the condition is
associated with a
substantial effect on
carer's health-related
quality of life and how
the technology affects
carers.

The appraisal
committee will consider
if there is evidence that
introducing the
technology may lead to
identifiable benefits that
are not captured in the
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Effect on Carers

Moderate to severe ISM can also have effects on carers, including on their
own ability to hold full-time employment and manage childcare obligations.
We will share carer stories in the next phase of the evaluation.

Psychological Effects

Living with a chronic and episodic, unpredictable, life-threatening condition
can be extremely challenging. We also note that it is difficult to quantify the
psychological effects on patients of living with ISM. This is in part because it
can be difficult for doctors to elicit an accurate picture of what patients
experience from day to day, in part because patients may want to look stoical
and not complain. We will endeavour to communicate that with our later
submission of evidence.

ISM adds an additional layer of misery because “trigger-avoidance” is a key
strategy for minimising mast cell activation (and thereby minimising
symptoms) but that avoidance often involves making significant lifestyle
changes that dramatically reduce patient quality of life.

cost effectiveness
analysis.

British Society
for Immunology
Clinical
Immunology
Professional
Network

Symptom severity and health related quality of life more important than
mortality as 99% of individuals have normal lifespan

Thank you for your
comments.

NICE keeps the
outcomes list inclusive.
The most appropriate
outcomes will be
discussed by the
committee. The order of
outcomes does not
reflect their importance.
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The committee will
discuss all relevant
outcomes, including
input from relevant
stakeholders on the
outcomes most
important to people with
indolent systemic
mastocytosis.
Equality Blueprint Blueprint Medicines do not believe that the draft remit or scope will exclude Thank you for your
Medicines people protected by equality legislation. However, it should be noted that, comments. The EIA has
(company) unlike midostaurin, avapritinib does not contain gelatin as an excipient. been updated to
Inclusion of gelatin can be problematic for people with certain religious or address this point.
cultural beliefs, particularly those of the Islamic faith for whom this product
may not be considered to be Halal. Provision of a gelatin-free treatment
option is important to ensure access for all patients regardless of religious or
cultural beliefs.*?
British [are there any equalities issues that mean the draft scope or remit need Thank you for your

Association of
Dermatologists

changing?]

None that we can identify.

comment. No action
needed.

British Society
for Allergy and
Clinical
Immunology

| don’t foresee any issues.

Thank you for your
comment. No action
needed.
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The UK No specific concerns. Thank you for your
Mastocytosis comment. No action
Support Group needed.

and Leukaemia
Care

We do have a concern that patients across the UK should have equal access
to avapritinib when it is approved and not just those who have access to a
reference centre.

British Society
for Immunology
Clinical
Immunology
Professional
Network

No issues

Thank you for your
comment. No action
needed.

Questions for
consultation

Blueprint
Medicines
(company)

Where do you consider avapritinib will fit into the existing care pathway
for indolent systemic mastocytosis?

As per previous structured expert elicitation activities with UK clinical experts

420 Since BSC therapy would not stop,
avapritinib would be used as A

How are symptoms of indolent systemic mastocytosis measured in
clinical practice? How would moderate and severe symptoms be
defined?

For NHS clinical practice, there is a lack of information on the treatment
response criteria specifically for ISM.* Contrary to PIONEER phase 2 clinical
study, clinical efficacy in NHS clinical practice (response to treatment) is
routinely evaluated according to clinician judgement, not via patient-reported

Thank you for your
comments.
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outcome (PRO) measures.* Currently, no PRO tools (such as ISM-SAF) have
been adopted or are widely used in day-to-day clinical practice. Moderate-to-
severe disease is designated based on clinician assessment.*

As part of the PIONEER trial, clinician assessment was used in tandem with
ISM-SAF for patients with a WHO-defined diagnosis of ISM.202":38 Diagnosis
of ISM in clinic and the PIONEER trial is based on set WHO criteria
recommended by clinical guidelings.57:1517:43

From clinical expert engagement, response to treatment and ISM severity is
primarily gauged in terms of most severe symptom(s), quality of life burden,
and impact on activities of daily life.*

Please select from the following, will avapritinib be:

A. Prescribed in primary care with routine follow-up in primary care
B. Prescribed in secondary care with routine follow-up in primary
care

C. Prescribed in secondary care with routine follow-up in secondary
care

D. Other (please give details):

As with other SM conditions, such as AdvSM, avapritinib is expected to be
prescribed in secondary care (within NHS centres of excellence and specialist
clinics) with routine follow-up in secondary care based on a multidisciplinary
team (MDT) approach. Blueprint Medicines advise that follow-up setting is
dependent on severity of the patient, but those with moderate-to-severe
symptoms will be monitored in secondary care as standard practice.

For comparators and subsequent treatments, please detail if the setting
for prescribing and routine follow-up differs from the intervention.
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For avapritinib treatment of patients with ISM, the treatment setting is
anticipated to be the same as for BSC. From clinical data arising from
PIONEER study, Blueprint expect BSC usage (dose/frequency) will decrease
as a result of avapritinib’s clinical efficacy (i.e. reduction of symptom
burden).*** No indication that routine follow-up would be different for
avapritinib compared to BSC.*

Would avapritinib be a candidate for managed access?

Blueprint Medicines does not believe that avapritinib would be suitable for
managed access. While the open-label phase of the PIONEER trial is
ongoing?, there are no further clinical development plans for this indication,
and there are expected to be limited additional evidence that would reduce
any uncertainties in the clinical- or cost-effectiveness case.

Do you consider that the use of avapritinib can result in any potential
substantial health-related benefits that are unlikely to be included in the
QALY calculation?

Most of the primary and secondary outcomes pf the PIONEER trial have been
incorporated into the calculation of quality-adjusted life years (QALY) values.
This includes symptom burden, mast cell burden, HRQoL, and safety
outcomes which are improved with avapritinib (plus BSC) equating to an
improved health state.

Aside from these key outcomes, other data from PIONEER participants was
reported, which while important, was not utilised in the economic modelling.
For instance, the cost of BSC therapies is included in the economic
modelling, but the effect of avapritinib on the specific usage of BSC (i.e. dose
and frequency) is not. Notably, avapritinib plus BSC has demonstrated a 21%
reduction in BSC usage versus a 13% reduction in patients treated with
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placebo plus BSC.* This reduction in polypharmacy and treatment burden is
relevant to this disease with its wide range of symptoms and associated
burden.

Despite the heterogeneity of ISM, anaphylaxis is commonly reported in
patients with ISM (frequency ranging from 20% to 49%), and episodes have
the potential to be life-threatening necessitating epinephrine auto-injectors
availability at all times.*® Within the PIONEER trial, anaphylactic episodes,
based on epinephrine usage, were included as an exploratory endpoint. Of
patients who received avapritinib (25 mg) with baseline anaphylaxis (N=8), six
of these patients had no events in the randomised Part 2 of the PIONEER
study. Overall, avapritinib-treated patients had fewer anaphylaxis episodes
compared to those who had received placebo over a 6-month period.
Notably, the short study duration and limited number of reported cases make
interpretation difficult and only partially reflects the true burden of
anaphylaxis.*®

Impaired bone health routinely presents as musculoskeletal complications
(including osteoporosis, osteopenia, and fragility fractures) in patients with
ISM.*647 This was reflected by the PIONEER trial which reported 48 (19%)
patients with osteopenia and 56 (22%) patient with osteoporosis.*® Following
two years of avapritinib treatment (plus BSC), patients (n=13-14)
demonstrated an increase in bone mineral density (BMD) ranging from 2.21%
to 4.79% depending on the measurement site. These magnitudes of BMD
improvement equate to a reduced risk of fracture in patients with
osteoporosis. While a small sample size, this data alludes to additional
benefit conferred by avapritinib, warranting longitudinal, follow-up studies in
larger cohorts of patients with ISM.*®

From 3 years of follow-up in the PIONEER OLE phase, avapritinib is shown
to be an effective therapeutic option for patients with ISM due to its
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favourable, long-term benefit-risk profile.®® In terms of long-term efficacy and
safety of avapritinib (incorporated into the economic modelling of ISM), the
PIONEER trial (NCT03731260)?' demonstrates sustained disease control and
reduction in disease burden markers with avapritinib (plus BSC) alluding to a
disease-modifying effect that could plausibly reduce the risk of progression to
more advanced forms of disease (such as AdvSM).354°

Please identify the nature of the data which you understand to be
available to enable the committee to take account of these benefits.

The primary data source for demonstrating clinical efficacy and safety is the
PIONEER Phase 2 study (NCT03731260) with a 3-part study design
including randomised part evaluating avapritinib vs placebo at 24 weeks and
an OLE phase (up to 3 years).20:2!

The multinational, PRISM patient survey was undertaken to facilitate
understanding of the experiences of patients with SM (including ISM).252°
This multinational, comprehensive study assessed symptoms (ISM-SAF),
QoL (SF-12), global health assessment (EQ-5D), and work/activity
impairment (WPAI).5° Elements of the PRISM were utilised to inform the
economic model and the description of disease burden in this dossier.

Please indicate if any of the treatments in the scope are used in NHS
practice differently than advised in their Summary of Product
Characteristics. For example, if the dose or dosing schedule for a
treatment is different in clinical practice. If so, please indicate the
reasons for different usage of the treatment(s) in NHS practice. If
stakeholders consider this a relevant issue, please provide references
for data on the efficacy of any treatments in the pathway used
differently than advised in the Summary of Product Characteristics.
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In addition to BSC, other TKIls such as midostaurin, imatinib, and dasatinib
may be administered to patients with ISM despite their off-label status. This
aligns with current EU and NCCN clinical guidance, as well as available NHS
information on mastocytosis.>”*! Contrary to these suboptimal TKI options,
avapritinib represents a step-change in ISM management by high affinity
targeting of KIT D816V mutation in mast cells.'6:3¢

Avapritinib is not approved for use in NHS clinical practice for ISM, aside from
the ongoing PIONEER clinical trial.?" If recommended by NICE, avapritinib will
be used in line with its marketing authorisation for 25 mg dosage per day in
patients with moderate-to-severe ISM inadequately controlled on BSC.6:34:39
This aligns with the pivotal PIONEER phase 2 trial in which avapritinib was
administered daily (25 mg) plus BSC.?" It should be noted that a proportion of
patients with greater disease burden at baseline required dose escalation
(upon entry into an open-label phase rather discontinuing the study), to a 50
mg dose.* This has been accounted for in this submission’s economic
modelling and clinical effectiveness findings.

British
Association of
Dermatologists

Where do you consider avapritinib will fit into the existing care pathway
for indolent systemic mastocytosis?

Patients with active symptoms not controlled with conventional treatment. It
would be helpful to include all patients with moderate or severe symptoms
irrespective of their tryptase levels.

What treatments are included in best supportive care for indolent
systemic mastocytosis?

H1 and Hz-antihistamines, , montelukast, sodium cromoglycate, proton pump
inhibitors, vitamin D and calcium supplements (for associated osteopenia)
adrenaline autoinjectors, narrowband UVB, PUVA and occasional off-label
use of omalizumab for uncontrolled anaphylaxis

Thank you for your
comments.
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Is avapritinib expected to be used instead of or in addition to currently
available treatments?

In addition to currently available treatments.

How are symptoms of indolent systemic mastocytosis measured in
clinical practice?

Patient evaluation of itch, rash, skin flushing, Gl symptoms, headaches, brain
fog, and urinary symptoms can be measured with QoL scores including the
Dermatology Life Quality Index (DLQI). Other PROMS that can be used to
assess symptom activity include the disease-specific Mastocytosis Quality of
Life (MC-QoL) and Short Form Health Survey (SF-12). Total symptom scores
may be used, such as the ISM-SAF score reported in the reported phase 2
trial of avapritinib (NEJM Evid 2023; 2 (6) Episodes of anaphylaxis recorded.
Objective testing for disease severity and progression includes regular blood
monitoring for blood count, liver profile, tryptase levels, blood KIT Variant
Allele Fraction (when available) and DEXA scans.

How would moderate and severe symptoms be defined?

Total symptom score of = 28 using the ISM symptom assessment form (ISM-
SAF) described in the phase 2 study of avapritinib. The Dermatology Life
Quality Index of >10 could be used as a simple clinic screening PROM for
patients presenting to dermatologists who might be suitable for further
assessment with the ISM-SAF.

Please select from the following, will avapritinib be:

A Prao hed-in-briman e \\Ith ro Nna-toHow allallial
158 y W/ A
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D Other {p! v detals

For comparators and subsequent treatments, please detail if the setting
for prescribing and routine follow-up differs from the intervention.

N/A.

Would avapritinib be a candidate for managed access?
Yes.

Do you consider that the use of avapritinib can result in any potential
substantial health-related benefits that are unlikely to be included in the
QALY calculation?

If the EQ-5D is used as the primary tool for assessing the QALY calculation, it
would not take account of the highly deleterious impact that the appearance
of cutaneous lesions of mastocytosis (syn. urticaria pigmentosa) may have on
the self-confidence and lifestyle opportunities for patients with extensive skin
involvement.

British Society
for Allergy and
Clinical
Immunology

| see avapritinib as being an additional treatment for patients with ISM who
have persistent symptoms despite an optimised regimen of BSC. There is
currently no additional treatment that can be offered to these very
symptomatic patients unless they progress to advanced SM.

BSC includes H1 and H2 antihistamines, leukotriene antagonists, sodium
cromoglycate (Nalcrom), proton pump inhibitors, occasionally omalizumab,
topical corticosteroids, topical calcineurin inhibitors, UV therapy,
loperamide/anti-diarrhoeal medicines.

Thank you for your
comments.
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Importantly some of these like Nalcrom, ketotifen, and omalizumab, are used
off-licence; UV was previously a widely-used treatment but is no longer
popular due to the increased risk of skin cancers.

Avapritinib would be an additional treatment to these, although its use may
result in changes to doses/medications depending on how the avapritinib
helps/affects the symptom profile.

Symptoms of ISM are measured with physician global assessment, and
patient description of individual symptoms and their worst symptoms. There is
no universal symptom scoring system although some are available and may
be used in different centres.

Avapritinib would be prescribed and followed-up in secondary care only

It would be suitable for managed access although | think there is sufficient
evidence to make a recommendation.

The UK
Mastocytosis
Support Group
and Leukaemia
Care

Where do you consider avapritinib will fit into the existing care pathway for
indolent systemic mastocytosis?

Our expectation is that avapritinib will be used in patients who are not getting
good control of symptoms from BSC. We expect that consultants will initiate
anti-mediator therapy as outlined above under Comparators, using the
therapies that are appropriate for the patient’s particular symptoms. Because
of the nature of ISM, with its diverse presentation and often hypersensitive
patients, patients may not tolerate (or benefit from) all of the medications
listed as possible BSC and these lists should not be considered as a
necessary checklist before avapritinib would be considered. The consensus
guidelines from the ECNM and AIM are a reasonable description of how that
stepwise treatment might be tried, and the team who developed them
included UK doctors. (Valent et al, 2022)

What treatments are included in best supportive care for indolent systemic
mastocytosis?

Thank you for your
comments.
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See above under Comparators.

Is avapritinib expected to be used instead of or in addition to currently
available treatments?

In our observations of how avapritinib is being used in other countries we see
that some patients are able to decrease the number of treatments they are
using from the list of BSC, but we do not expect all patients to be able to drop
all BSC. This real world experience is consistent with what was found in the
trial.

We would expect a decrease in the number of visits required to manage
exacerbations of symptoms, including A&E and visits to mastocytosis
consultants.

How are symptoms of indolent systemic mastocytosis measured in clinical
practice? How would moderate and severe symptoms be defined?

This is an important question. Some clinics use tools to assess the
symptoms and quality of life of their patients, but there is no single tool that is
available in the public domain that has been adopted in the UK or in any other
country for this purpose. In our view the ISM-SAF, used in the ftrial, is
measuring the appropriate domains. Patients usually will have symptoms in
more than one domain such that even if their biggest uncontrolled problem is
in one area (e.g. multiple episodes of cramping and (explosive and
unpredictable) diarrhoea every day) they will likely also have fatigue that is a
serious issue and would thereby qualify. We do think there is room for clinical
judgement and that inexperience with measuring tools might slow introduction
of the drug outside of the most experienced centres.

A 2023 study of 76 patients with ISM attending a UK centre of excellence
found that 36% of them would be considered moderate to severe by using the
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ISM-SAF. (Scott Veitch, Susan Asirvatham, Priya Sriskandarajah, et al. A
Snapshot Audit of Symptom Burden in Patients with Indolent Systemic
Mastocytosis Utilising the ISM-SAF within a UK Centre of Excellence: Guy's
and St Thomas' NHS Foundation Trust, Blood, Volume 142, Supplement 1,
2023, Page 4579.)

Please select from the following, will avapritinib be:

A. Prescribed in primary care with routine follow-up in primary care
B. Prescribed in secondary care with routine follow-up in primary care
C. Prescribed in secondary care with routine follow-up in secondary care

D. Other (please give details):
For comparators and subsequent treatments, please detail if the setting for
prescribing and routine follow-up differs from the intervention.

As with the current treatments, we would expect avapritinib to be prescribed
and routinely followed up in secondary care. Treatment with BSC is currently
generally initiated in secondary care (unless a patient has been given some
anti-mediator therapy by a sharp-eyed GP who has then referred them to a
consultant for diagnosis) and GPs then continue the prescriptions as guided
by the consultant. At present ISM patients would be seen at least annually by
the consultant and those with moderate to severe symptoms are usually seen
twice a year for monitoring and assessment of symptoms and tweaking of
BSC medications, and more frequently if there is a flare of symptoms,
significant change in well-being, or concern about possible progression.
Because of the risk of progression from indolent to more advanced forms of
SM, ISM patients ought never to be discharged from secondary care.

Would avapritinib be a candidate for managed access?
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We understand that there is sufficient compelling data available to show
safety and efficacy, including a body of real-world evidence from its use in
Europe and the US.

Do you consider that the use of avapritinib can result in any potential
substantial health-related benefits that are unlikely to be included in the QALY
calculation? Please identify the nature of the data which you understand to be
available to enable the committee to take account of these benefits.

See discussion above about employment, carers and psychological concerns
and the data available.

Please indicate if any of the treatments in the scope are used in NHS practice
differently than advised in their Summary of Product Characteristics. For
example, if the dose or dosing schedule for a treatment is different in clinical
practice. If so, please indicate the reasons for different usage of the
treatment(s) in NHS practice. If stakeholders consider this a relevant issue,
please provide references for data on the efficacy of any treatments in the
pathway used differently than advised in the Summary of Product
Characteristics.

Doses for anti-mediator therapies are often higher than those listed in the
BNF. In particular, H1 blockers are often used in higher doses than they
would be for allergies consistent with use in other conditions where histamine
levels are high such as some types of urticaria.

None of the anti-mediator therapies are specifically approved for ISM.
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Summary form

Section

Consultee/ Comments [sic] Action
Commentator
Additional British Any additional comments on the draft scope Thank you for your
comments on the | Association of | Avapritinib is the first, highly selective tyrosine kinase inhibitor (TKi) to be comments. No action
draft scope Dermatology needed.

trialled for improving the lives of adult patients with indolent systemic
mastocytosis who may be managed by dermatologists or haematologists.
The clinical trials indicate that it is safe and effective as an add-on treatment
to best supportive care. It is already li.censed for patients with advanced
sytemic mastocytosis who are cared for by haematologists. Extension of its
use to moderately to severely affected adult patients with ISM not responding
to best supportive care would represent a step change in the management of
options for this small but important cohort of patients.

The following stakeholders indicated that they had no comments on the draft remit and/or the draft scope

n/a
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