ASSESSMENT REQUEST FORM (ENGLISH) NYE METODER

Nye metoder - Request for assessment of medicinal product

To request an assessment of a new medicinal product or a new indication for an existing medicinal product through
Nye metoder, health technology developers should complete this form. By submitting a request for assessment, the
developer signals that it plans to submit documentation for such an assessment.

Please send the completed form to Nye metoder by e-mail: nyemetoder@helse-sorost.no.

A request for assessment may not be submitted prior to day 120 of the European Medicines Agency (EMA) market-
ing authorisation assessment process for new medicinal products under regular approval procedure, or prior to day
1 for variation/extension assessments and for medicinal products under accelerated assessment.

This form must be completed in its entirety. Nye metoder will plan the assessment process based on the informa-
tion provided in the request form.

At the time of request for assessment, the health technology developer must have a plan for when it intends to
submit documentation for assessment.

Information about Nye metoder can be found online (nyemetoder.no). Please contact Sekretariatet for Nye metod-
er if you have any questions.

Please note: The form will be published in its entirety.

The submitter is aware that the form will be published in its entirety (tick): /

1 Contact information

Date 2 October 2024

Health technology developer || Blueprint Medicines

Name Hedwig Silies

Position Senior Director of Pricing & Market Access DACH, Nordic Countries Lead
Telephone +49 172 575 2505

E-mail HSilies@blueprintmedicines.com

External representation N/A

Name/Organization

Phone/E-mail

PLEASE NOTE: For external
representation, please attach
an authorisation/power of
attorney
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2 Medicinal product overview

Does the request concern a new No

active substance?

Trade name AYVAKYT®
Generic name Avapritinib

Marketing authorisation in Norway

Blueprint Medicines (Netherlands) B.V.

ATC code

LO1EX18

Mode of administration

Oral film-coated tablets

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Avapritinib is a Type 1 tyrosine kinase inhibitor (TKI) that binds to the active conformation and inhibits
a broad range of platelet-derived growth factor receptor alpha (PDGFRA)- and v-Kit Hardy-Zuckerman
4 feline sarcoma viral oncogene homolog (KIT)-mutant kinases at clinically relevant concentrations.
Avapritinib has demonstrated biochemical in vitro activity on the PDGFRA D842V and KIT D816V
mutants.

Evans EK, Hodous BL, Gardino AK, Davis A, Zhu J, Shutes A, et al. Abstract 791: BLU-285, the first
selective inhibitor of PDGFRa D842V and KIT Exon 17 mutants. Cancer Research. 2015;75
(15_Supplement):791-.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Avapritinib is indicated as monotherapy for the treatment of adult patients with aggressive
systemic mastocytosis (ASM), systemic mastocytosis with an associated haematological
neoplasm (SM-AHN) or mast cell leukaemia (MCL), after at least one systemic therapy.

European Medicines Agency. Summary of product characteristics for Ayvakyt. April 17 2024.
" monoterapi til behandling av voksne pasienter med aggressiv systemisk mastocytose
(ASM), systemisk mastocytose med en tilknyttet hematologisk neoplasme (SM-AHN) eller
mastcelleleukemi (MCL), etter minst én tidligere systemisk behandling."

3 Assessment history

Has the medicinal product previously
been assessed by Nye metoder for
other indications?

If yes, enter the Nye metoder ID
number

No.

There are information for AYVAKYT availalbe from Horizon Scanning
Procedure with the numbers:

ID2020_02

ID2021_119

ID2023 043

Are you aware of other medicinal
products assessed by Nye metoder
for the same indication?

If yes, enter the Nye metoder ID
number

Midostaurin (ID2017_053)
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4 Expected timeline

Procedure number for the marketing || EMEA/H/C/005208
authorisation assessment in EMA

Expected date (month/year) of CHMP
positive opinion

Expected date (month/year) of 24/03/2022
marketing authorisation in Norway

Expected date (quarter/year) for December 2024 / January 2025

submission of documentation to
Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

N/A
Will the new method require
diagnostic testing for biomarker
analysis?

N/A
Which biomarker(s) are relevant and
which publications describe this?
Please refer to publications

N/A

Do you know whether diagnostics
can be performed by the public
health service or whether it must be
performed by an external supplier?

Will introduction of the new method N/A
require establishment of other/new
infrastructure?

For example, custom analysis
machine, digital pathology/
Al-based analysis, proteomics,
functional tests etc.?

Pre-analytical requirements N/A

For example, biopsies, other
sampling, sample processing etc.
are required.
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Test execution: is there a need to
establish one specific test or is a
biomarker already established in the
health service (e.g. in gene panels)?

N/A

Description of reading of results
including data analysis program if
necessary.

N/A

Which patient groups need to be
tested, and what is the expected
proportion of findings that provide
treatment options?

N/A

6 Description of the disease and current treatments

Description of the disease

Brief description of the
pathophysiology and clinical
presentation/symptoms, possibly
including references

AdvSM is a debilitating and life-threatening disease that imparts a heavy burden on patients due to the numerous symptoms that can affect multiple different organs (). AdvsM encompasses the most
severe forms of systemic mastocytosis (SM), which is a are, byan of neoplastic mast cells i the bone marrow in addition to other organs and tissues (2).
AdvSM makes up only 5%- 10% of SM cases (3), but it represents the most aggressive and life-threatening forms and is divided into aggressive SM (ASM), SM with associated haematologic neoplasm

(SM-AHN), and mast cell leukaemia (MCL). Both non-advanced SM and AdvSM are driven by the proliferation of morphologically distinct mast cells (1). Unlike normal mast cells, mast cells in patients with
non-advanced SM and AdvSM are variable in appearance and have altered immune function (1).

The vast majority of AdvSM patients harbour the D816V mutation of the KIT proto-oncogene (4) leading toa* switch on”  status resulting in continuous proliferation of (injcomplete differentiated mast
cells and accumulation in skin, bone marrow, blood and organs (5)

(1) Pardanani A. Systemic mastocytosis in adults: 2017 update on diagnosis, risk stratification and management. Am J Hematol. 2016;91(11):1146-59.
(2) Ustun C, Arock M, Kluin-Nelemans HC, Reiter A, Sperr WR, George T, et al. Advanced systemic mastocytosis: from molecular and genetic progress to clinical practice. Haematologica. 2016;101(10);
1133-43.

(3) Blueprint Medicines. Summary of clinical efficacy in advanced systemic mastocytosis: avapritinib (EXPLORER and PATHFINDER). 2020.

(4)Gilreath JA, Tchertanov L, Deininger MW. Novel approaches to treating advanced systemic mastocytosis. Clin Pharmacol. 2019;11:77-92

(5) MedlinePlus: National Library of Medicine. KIT gene 2021 [Available from: https: pdf.

Therapeutic area

Specify which field best describes
the method

Blodsykdommer

Endokrine sykdommer
Gynekologiske sykdommer og fadsel
Hierte- og karsykdommer

Cancer

If the method applies to the
medical field of cancer, specify
which type of cancer is relevant

* Ingen Kreftsykdom
Bein- og blgtvevskreft
Brystkreft

Mage- og tarmkreft

Current treatment

Current standard treatment in
Norway, including references

There is currently no curative treatment of systemic mastocytosis. The standard-of-care in Norway consists of reducing symptoms and improving quality of life. The main symptoms that are treated are
ithcing and other allergic reactions, pain relief, stomach problems, and respiratory problems. Possible treatments are antihistamines, cortison-containing creams, or light therapy. H2 receptor antagonists
and sodium chromium glycate can be used to stabilize mast cells and help stomach issues. For resipratory problems, leukotriene receptor antagonists can be used.

Most patients with advanced systemic mastocytosis requiring treatment are treated with midostaurin as a first-line therapy. However, many experience such severe nausea and vomiting that it becomes
necessary to significantly reduce the dose. Currently, there are no other good second-line treatment alternatives.

Systermisk mastocytose, Oslo Universitetssykehus (2024) htps://www.os
Y of Nordic Expert Group Consensus
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Prognosis

Describe the prognosis with current
treatment options, including
references

AdvSM is associated with shortened OS, with median survival ranging from 2 months to 6.2 years (1,2,3). Patients with AdvSM suffer from severe and unpredictable symptoms, deeply affecting quality of
life (4).

Median OS reported:

- ASM = Median of 5.7 years and 6.2 years (5,6.3)

- SM-AHN = Median of 2.9 years and 2.8 years (2.1 years) (5,6.3)

- MCL = Median of 1.9 years and 1.6 years (5,6,3)

(1) Sperr WR, Kundi M, Alvarez-Twose |, et al. International prognostic scoring system for mastocytosis (IPSM): a retrospective cohort study. Lancet Haematol. 2019;6(12):e638-649,

(2) Lim KH, Tefferi A, Lasho TL, et al. Systemic mastocytosis in 342 consecutive adults: survival studies and prognostic factors. Blood. 2009;113(23):5727-5736,

(3): Kennedy VE, Perkins C, Reiter A, Jawhar M, Liibke J, Kiuin-Nelemans HC, m.fl. Mast cell leukemia: clinical and molecular features and survival outcomes of patients in the ECNM Registry. Blood Adv. 9,
maj 2023;7(9):1713- 24

(4). Jennings SV, Slee VM, Zack RM, et al. Patient Perceptions in mast cell disorders. Immunol Allergy Clin North Am. 2018;38(3):505-525.

(5): Pardanani A. Systemic mastocytosis in adults: 2019 update on diagnosis, risk stratification and management. Am J Hematol. 2. marts 2019;94(3):363— 77.

(6): Pardanani A. Systemic mastocytosis in adults: 2021 Update on diagnosis, risk stratification and management. Am J Hematol. 21. april 2021;96(4):508— 25.

The new medicinal product’s
placement in the treatment algorithm

Avapritinib offers a targeted therapy option for AdvSM patients
who have already undergone previous systemic therapy.

Patient population

Description, incidence and
prevalence of the patient
population covered by the relevant
indication* in Norway, including
references.

Number of Norwegian patients
assumed to be relevant for new
method

* The entire patient group covered
by the indication in question is to
be described

There is limited data available on the specific incidence and
prevalence of AdvSM in Norway specifically.

According to a Danish epidemiological study on AdvSM patients by
Cohen et al. (2014) (1) (who reported an estimated incidence of
0.06), an estimated incidence of 2 cases per year has been
assumed. Based on market research done by the applicant, there
the current prevalence of AdvSM in Norway is estimated to be 13
patients with prior systemic therapy.

(1): Cohen SS, Skovbo S, Vestergaard H, Kristensen T, Moller M,
Bindslev-Jensen C, et al. Epidemiology of systemic mastocytosis in
Denmark. Br J Haematol. 2014;166(4):521-8.

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

No.

Are there other medicinal products
with a similar mechanism of action
and/or similar effect (for the same
indication)?

No.

Does the supplier consider the
medicinal product to be comparable

to other medicinal products?

No.
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8 Relevant clinical trials
(pivotal trial(s) and clinical studies relevant for establishing relative efficacy)

Study 1

Study 2

Study 3

Study ID

Study name, NCT
number, hyperlink

EXPLORER (NCT02561988)
https://clinicaltrials.gov/study/
NCT02561988

PATHFINDER (NCT03580655)
https://clinicaltrials.gov/study/
NCT03580655

BLU-285-2405
NCT04695431

Study type and design

A Phase 1 study of BLU-285 in patients
with advanced systemic mastocytosis
(AdvSM) and relapsed or refractory
myeloid malignancies

An open-label, single arm, Phase 2 study to
evaluate efficacy and safety of avapritinib
(BLU-285), a selective KIT mutation-targeted
tyrosine kinase inhibitor, in patients with advanced
systemic mastocytosis.

Retrospective,
multicentre study

Objective

This is a Phase 1, open-label, dose-escalation study designed to evaluate the
safety, tolerability, pharmacokinetics (PK), pharmacodynamics (PD) and
antineoplastic activity of avapritinib (also known as BLU-285), administered
orally (PO), in adult patients with advanced systemic mastocytosis and other
relapsed or refractory myeloid malignancies. The study consists of 2 parts:
dose-escalation (Part 1) and expansion (Part 2).

This is an open-label, single arm, Phase 2 study
evaluating the efficacy and safety of avapritinib
(BLU-285) in patients with advanced systemic
mastocytosis (AdvSM), including patients with
aggressive SM (ASM), SM with associated
hematologic neoplasm (SM-AHN), and mast cell
leukaemia (MCL).

To compare the efficacy of avapritinib
to a real-world cohort of similar
patients receiving best available
therapy (BAT) for advanced systemic
mastocytosis (AdvSM).

Population

Important inclusion
and exclusion criteria

Key inclusion criteria:

For Part 1: Patients must have one of the following diagnoses based on World
Health Organization (WHO) diagnostic criteria:

- Aggressive systemic mastocytosis (ASM).

- Systemic mastocytosis with an associated hematologic neoplasm (SM-AHN)
and at least 1 C-finding attributable to systemic mastocytosis (SM). The AHN
must be myeloid, with the following exceptions that are excluded: Acute
myeloid leukaemia (AML), Myelodysplastic syndrome (MDS) that is very high-
or high-risk as defined by the International prognostic scoring system for
myelodysplastic syndromes (IPSS-R) and Philadelphia chromosome positive

Key inclusion criteria:

- Patient must have a diagnosis of aggressive systemic mastocytosis (ASM),
systemic with an associated jic neoplasm (SM-AHN) or
mast cell leukaemia (MCL) based on World Health Organization diagnostic
criteria. Before enrolment, the Study Steering Committee must confirm the
diagnosis of AdvSM (based on Central Pathology Laboratory assessment of
bone marrow).

- Patient must have a serum tryptase 20 ng/mL.

- Patient must have Eastern Cooperative Oncology Group (ECOG) performance
status (PS) of 0to 3.

Adult patients with a diagnosis of AdvSM and
documented subtype in their chart (ASM, SMAHN,
or MCL), and who had received 1 line of systemic
therapy

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Avapritinib tablets for
oral administration.
Avapritinib will be dosed
daily for 28-day cycles.

Avapritinib will be
administered as an immediate
release tablet, orally,
continuously, in 28-day cycles

Avapritinib The starting dose of

avapritinib escalated from 30 to

400?mg daily (in EXPLORER,) and
200 mg daily (in PATHFINDER)

Comparator (n)

Dosage, dosing
interval, duration of
treatment

No comparator as
EXPLORER is a single arm
trial.

No comparator as
PATHFINDER is a single
arm trial.

BAT (Midostaurin/

Ripretinib/ Ibrutinib/ Dasatinib/ Imatinib/
Cladribine/ Hydroxyurea/

Azacitidine/ Interferonalfa/ Pegylated interferon/
Brentuximab vedotin/

Gemtuzumab ozogamicin)

Endpoints

Primary, secondary
and exploratory
endpoints,
including definition,
measurement
method and, if
applicable, time of

Primary outcome measures:

1) Maximum tolerated dose (MTD) of avapritinib

2) Number of patients with adverse and serious adverse events and changes
in physical findings, vital signs, clinical laboratory results and ECG findings

3) Recommended Phase 2 dose (RP2D) of avapritinib

Secondary outcome measures:

1) Maximum plasma concentration of avapritinib - Blood samples may be
taken at pre-dose, and 0.5, 1, 2, 4, 8 and 24 hrs post dose (plus 10 and 48 hrs
post dose in Part 2) on Cycle 1 Day 1 and Cycle 1 Day 15, Pre-dose of Cycle 2
t04,Day 1

2) Time to maximum plasma concentration of avapritinib - Blood samples
may be taken at pre-dose, and 0.5, 1, 2, 4, 8 and 24 hrs post dose (plus 10 and
48 hrs post dose in Part 2) on Cycle 1 Day 1 and Cycle 1 Day 15, Pre-dose of
Cycle 2to 4, Day 1

3) Overall Response Rate - Including complete remission (CR), CR with partial
recovery of peripheral blood (CRh), partial remission (PR) and clinical
improvement (CI) using modified International Working Group
Myeloproliferative Neoplasms Research and Treatment (IWG-MRT) and
European competence network on mastocytosis (ECNM) criteria; and
duration of response (DOR)

4) Morphologic response - Including morphologic complete remission (mCR),

Primary endpoint:

- Objective response rate (ORR) based on modified International Working
Group-Myeloproliferative Neoplasms Research and Treatment and European
Competence Network on Mastocytosis (IWG-MRT-ECNM) response criteia
[Time Frame: 10 Months]

Secondary endpoints:

- Mean Change from Baseline in Advanced Systemic Mastocytosis-Symptom
Assessment Form (AQvSM-SAF) Total Symptom Score [Time Frame: 10
Months]: 0 - 80 points (higher value represents worse symptom outcomes)
- Objective response rate [Time Frame: Approximately 4 years after the first
subjected enrolled]: Including morphologic complete remission (MCR),
morphologic CR with partial recovery of peripheral blood (mCRh), and
morphologic partial remission (MPR) based on Pure Pathologic Response

- Time-to-response (TTR) [Time Frame: 10 Months]

- Duration of Response (DOR) [Time Frame: 10 Months]

- Progression-free Survival (PFS) [Time Frame: 10 Months]

- Overall Survival (0S) [Time Frame: 10 Months]

- Changes in bone marrow mast cells [Time Frame: 10 Months] percentage
- Change in serum tryptase [Time Frame: 10 Months] (ng/mL)

- Change in V-kit Hardy-Zuckerman 4 feline sarcoma viral oncogene homolog

Overall survival.

Duration of therapy, change in
serum tryptase levels from
baseline to 2 months, maximum
reduction in serum

tryptase levels from baseline,
adverse events that resulted in
treatment modification or
discontinuation, hospitalization,
or death.

aspartate 816 valine (KIT D816V) mutation burden [Time Frame: 10 Months]
m ea S u re m e n t morphologic CR with partial recovery of peripheral blood (mCRh), and percentage
morphologic partial remission (mPR) based on Pure Pathologic Response - Change in liver volume by imaging [Time Frame: 10 Months] (mL)
5) Chanaes in levels of serum trvotase and levels of V-kit Hardv-Zuckerman 4 - Chanae in soleen volume bv imagina [Time Frame: 10 Months] (mL)
Relevant subgroup
analyses
Description of any
relevant subgroup
analyses
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Study 1

Study 2

Study 3

Follow up time

If the study is
ongoing, indicate the
follow-up time for
the data expected

to be available for
assessment by the
Norwegian Medicines
Agency as well as the
expected/planned
total follow-up time
for the study

N/A as study is
completed.

N/A

N/A

Time perspective
results

Ongoing or
completed study?
Available and future
data cut-offs

Study completed 19th of
January 2023.

Study completion in
November 2024.

N/A

Publications

Title, author, journal,
year. Expected date
of publication

(1) Reiter A, Gotlib J, Alvarez-Twose |, Radia DH, Lubke J, Bobbili P), Wang A,
Norregaard C, Dimitrijevic S, Sullivan E, Louie-Gao M, Schwaab J, Galinsky 1A,
Perkins C, Sperr WR, Sriskandarajah P, Chin A, Sendhil SR, Duh MS, Valent P,
DeAngelo DJ. Efficacy of avapritinib versus best available therapy in the
treatment of advanced systemic mastocytosis. Leukemia. 2022 Aug;36(8):
2108-2120. doi: 10.1038/541375-022-01615-2. Epub 2022 Jul 5.

(2) Reiter A, Schwaab J, DeAngelo DJ, Gotlib J, Deininger MW, Pettit kKM,

Alvarez-Twose I, Vannucchi AM, Panse J, Platzbecker U, Hermine O, Dybedal I,

Lin HM, Rylova SN, Ehlert K, Dimitrijevic S, Radia DH. Efficacy and safety of
avapritinib in previously treated patients with advanced systemic
mastocytosis. Blood Adv. 2022 Nov 8;6(21):5750-5762. doi:
10.1182/bloodadvances. 2022007539,

(3) DeAngelo D), Radia DH, George T, Robinson WA, Quiery AT, Drummond
MW, Bose P, Hexner EO, Winton EF, Horny HP, Tugnait M, Schmidt-Kittler O,

(1) Reiter A, Gotlib J, Alvarez-Twose |, Radia DH, Lubke J, Bobbili PJ, Wang A,
Norregaard C, Dimitrijevic S, Sullivan E, Louie-Gao M, Schwaab ), Galinsky IA,
Perkins C, Sperr WR, Sriskandarajah P, Chin A, Sendhil SR, Duh MS, Valent P,
DeAngelo D Efficacy of avapritinib versus best available therapy in the
treatment of advanced systemic mastocytosis. Leukemia. 2022 Aug;36(8):
2108-2120. doi: 10.1038/541375-022-01615-2. Epub 2022 Jul 5.

(2) Reiter A, Schwaab J, DeAngelo DJ, Gotlib J, Deininger MW, Pettit kKM,
Alvarez-Twose I, Vannucchi AM, Panse J, Platzbecker U, Hermine O, Dybedal
1, Lin HM, Rylova SN, Ehlert K, Dimitrijevic S, Radia DH. Efficacy and safety of
avapritinib in previously treated patients with advanced systemic
mastocytosis. Blood Adv. 2022 Nov 8;6(21):5750-5762. doi:
10.1182/bloodadvances. 2022007539,

(3) Gotlib J, Reiter A, Radia DH, Deininger MW, George I, Panse J, Vannucchi

Evans EK, Lin HM, Mar BG, Verstovsek S, Deininger MW, Gotlib J. Safety and

AM, U, AN T\ 1, Mital A, Hermine O, Dybedal I, Hexner
EO, Hicks LK, Span L, Mesa R, Bose P, Pettit KM, Heaney ML, Oh ST, Sen J, Lin

Reiter A, Gotlib J, Alvarez-Twose |, Radia DH, Lubke
J, Bobbili PJ, et al. Efficacy of

avapritinib versus best available therapy in the
treatment of advanced systemic

mastocytosis. Leukemia. 2022;36(8):2108-20.

9 Ongoing and planned studies

Are there ongoing or planned studies
for the medicinal product within the
same indication that may provide
further information in the future?

If yes, state the expected time
perspective for data availability

No.

Are there ongoing or planned studies
for the medicinal product for other

indications?

Open label extension study in GIST (NCT04825574)

Phase 1/2 study in pedatric patients with solid tumors with KIT or PDGFRA signaling (NCT04773782)

Phase 2 study in CKIT or PDGFRA-altered locally advanced or metastatic malignant solid tumors (NCT04771520)
Phase 2 study in CBF-AML with KIT mutations (NCT05821738)

Phase 2 study in indolent systematic mastocytosis (NCT03731260)

Phase 1 study of avapritinib in combination with decitabine in systematic mastacytosis with associated hematologic neoplasm (NCT06327685)
Observational study in Chinese patients with GIST (NCT05381753)

Observational study in France with longitudinal follow-up of PDGFRA D842V-GIST patients (NCT04927260)
Phase 2 study evualationg anti-cancer treatments targeting tumor molecular alterations in advanced and metastatic tumors (NCT04116541)
Phase 2 study in pediatric patients with relapsed or refractory CBF-AML with KIT mutation (NCT06316960)
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10 Expected health economic documentation
Enter information about the expected health economic analysis

Type of health economic analysis

E.g. cost-per-QALY analysis or cost
minimisation analysis

(Justify the proposal)

As there are both incremental benefits and incremental costs
incurred by treating with avapritinib compared to the
standard-of-care, a cost-per-QALY analysis is most appropriate to
support with the decision problem.

The patient population on which the
health economic analysis is based,
including any subgroups.

The main analysis (base case)
shall include the entire patient
population covered by the
indication sought.

Adults patients with AdvSM.

What type of documentation will
form the basis for estimating relative
efficacy?

(Direct or indirect evidence)

As both clinical trials were single arm, this submission will be
supported with indirect evidence.

What type of documentation will
form the basis for health-related
quality of life data?

The PATHFINDER trial collected QLQ scores and mapped scores
into EQ-5D utilities. Beyond PATHFINDER data, literature derived
utilities were also used.

Expected pharmaceutical budget
impact per year, in the 5-year period
following a potential approval

Not yet feasible to provide. Will be reported in final submission.

11 Suitable for FINOSE?

Can the method be appropriate for
assessment through FINOSE (yes/no)

If no, why not?

No, as treatment practices vary in the Nordics and DMC in
Denmark provided a positive recommendation in May 2024.
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12 Other relevant information
Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with Yes.

clinicians at Norwegian health
trusts about this medicinal product/ || |ngunn Dybedal (Norway; Rikshospitalet): providing information /

indication? Yes/no validation regarding the treatment pathway in AdvSM.

If so, who have you been in
contact with and what have been
their contribution?

(Relevant information in
connection with the recruitment
of experts in the field at Nye
metoder)

Are there specific circumstances No.

related to the medicinal product
implying that a plain discount may
not be appropriate for fulfilment of
the priority criteria (yes/no)?

If yes, a separate form must

be completed and sent
nyelegemidler@sykehusinnkjop.
no at the same time as
documentation is sent to the
Norwegian Medicines Agency for
a health technology assessment.

Information and form:
https://www.sykehusinnkjop.

no/om-oss/informasjon-og-

opplering/

No.

Any other relevant information?
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	Other indications: No.

There are information for AYVAKYT availalbe from Horizon Scanning Procedure with the numbers:

ID2020_02

ID2021_119

ID2023_043
	Same indications: Midostaurin (ID2017_053)
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/005208
	Expected date (month/year) of CHMP positive option: 
	Expected date (month/year) marketing authorisation in norway: 24/03/2022
	Expected date (quarter/year) submission of documentation: December 2024 / January 2025
	testing for biomaker analysis?: N/A
	Which biomaker: N/A
	Diagnostics preformance: N/A
	Establishment of other/new infrastructure: N/A
	Pre-analytical requirements: N/A
	Tst extecution: N/A
	Description of reading of results: N/A
	Which patient groups: N/A
	Therapeutic area: [Anestesi, smertebehandling og intensivmedisin]
	Description of the disease: AdvSM is a debilitating and life-threatening disease that imparts a heavy burden on patients due to the numerous symptoms that can affect multiple different organs (1). AdvSM encompasses the most severe forms of systemic mastocytosis (SM), which is a rare, heterogeneous disease characterised by an accumulation of neoplastic mast cells in the bone marrow in addition to other organs and tissues (2).

AdvSM makes up only 5%–10% of SM cases (3), but it represents the most aggressive and life-threatening forms and is divided into aggressive SM (ASM), SM with associated haematologic neoplasm (SM-AHN), and mast cell leukaemia (MCL). Both non-advanced SM and AdvSM are driven by the proliferation of morphologically distinct mast cells (1). Unlike normal mast cells, mast cells in patients with non-advanced SM and AdvSM are variable in appearance and have altered immune function (1).  

The vast majority of AdvSM patients harbour the D816V mutation of the KIT proto-oncogene (4) leading to a “switch on” status resulting in continuous proliferation of (in)complete differentiated mast cells and accumulation in skin, bone marrow, blood and organs (5). 



(1) Pardanani A. Systemic mastocytosis in adults: 2017 update on diagnosis, risk stratification and management. Am J Hematol. 2016;91(11):1146-59.

(2) Ustun C, Arock M, Kluin-Nelemans HC, Reiter A, Sperr WR, George T, et al. Advanced systemic mastocytosis: from molecular and genetic progress to clinical practice. Haematologica. 2016;101(10):1133-43.

(3) Blueprint Medicines. Summary of clinical efficacy in advanced systemic mastocytosis: avapritinib (EXPLORER and PATHFINDER). 2020.

(4 )Gilreath JA, Tchertanov L, Deininger MW. Novel approaches to treating advanced systemic mastocytosis. Clin Pharmacol. 2019;11:77-92.

(5) MedlinePlus: National Library of Medicine. KIT gene 2021 [Available from: https://medlineplus.gov/download/genetics/gene/kit.pdf.
	Cancer treatment: There is currently no curative treatment of systemic mastocytosis. The standard-of-care in Norway consists of reducing symptoms and improving quality of life. The main symptoms that are treated are ithcing and other allergic reactions, pain relief, stomach problems, and respiratory problems. Possible treatments are antihistamines, cortison-containing creams, or light therapy. H2 receptor antagonists and sodium chromium glycate can be used to stabilize mast cells and help stomach issues. For resipratory problems, leukotriene receptor antagonists can be used. 



Most patients with advanced systemic mastocytosis requiring treatment are treated with midostaurin as a first-line therapy. However, many experience such severe nausea and vomiting that it becomes necessary to significantly reduce the dose. Currently, there are no other good second-line treatment alternatives.



Systemisk mastocytose, Oslo Universitetssykehus (2024) https://www.oslo-universitetssykehus.no/behandlinger/systemisk-mastocytose/

Multidisciplinary Management of Mastocytosis: Nordic Expert Group Consensus
	Cancer: [Blod- beinmargs- og lymfekreft]
	Prognosis: AdvSM is associated with shortened OS, with median survival ranging from 2 months to 6.2 years (1,2,3). Patients with AdvSM suffer from severe and unpredictable symptoms, deeply affecting quality of life (4).

Median OS reported: 

- ASM = Median of 5.7 years and 6.2 years (5,6,3)

- SM-AHN = Median of 2.9 years and 2.8 years (2.1 years) (5,6,3)

- MCL = Median of 1.9 years and 1.6 years (5,6,3)



(1) Sperr WR, Kundi M, Alvarez-Twose I, et al. International prognostic scoring system for mastocytosis (IPSM): a retrospective cohort study. Lancet Haematol. 2019;6(12):e638-e649.

(2) Lim KH, Tefferi A, Lasho TL, et al. Systemic mastocytosis in 342 consecutive adults: survival studies and prognostic factors. Blood. 2009;113(23):5727-5736.

(3): Kennedy VE, Perkins C, Reiter A, Jawhar M, Lübke J, Kluin-Nelemans HC, m.fl. Mast cell leukemia: clinical and molecular features and survival outcomes of pa�tients in the ECNM Registry. Blood Adv. 9. maj 2023;7(9):1713–24 

(4). Jennings SV, Slee VM, Zack RM, et al. Patient Perceptions in mast cell disorders. Immunol Allergy Clin North Am. 2018;38(3):505-525.

(5): Pardanani A. Systemic mastocytosis in adults: 2019 update on diagnosis, risk stratification and management. Am J Hematol. 2. marts 2019;94(3):363–77. 

(6): Pardanani A. Systemic mastocytosis in adults: 2021 Update on diagnosis, risk stratification and management. Am J Hematol. 21. april 2021;96(4):508–25.
	The new medicinal product: Avapritinib offers a targeted therapy option for AdvSM patients who have already undergone previous systemic therapy.
	Patient population: There is limited data available on the specific incidence and prevalence of AdvSM in Norway specifically. 



According to a Danish epidemiological study on AdvSM patients by Cohen et al. (2014) (1) (who reported an estimated incidence of 0.06), an estimated incidence of 2 cases per year has been assumed. Based on market research done by the applicant, there the current prevalence of AdvSM in Norway is estimated to be 13 patients with prior systemic therapy.



(1): Cohen SS, Skovbo S, Vestergaard H, Kristensen T, Moller M, Bindslev-Jensen C, et al. Epidemiology of systemic mastocytosis in Denmark. Br J Haematol. 2014;166(4):521-8.


	Existing procurements in therapeutic area: No.
	Any other medicinal products: No.
	Consider supplier: No.
	1 Study ID: EXPLORER (NCT02561988)

https://clinicaltrials.gov/study/NCT02561988 
	2 Study ID: PATHFINDER (NCT03580655)

https://clinicaltrials.gov/study/NCT03580655
	3 Study ID: BLU-285-2405

NCT04695431
	1 Study type and design: A Phase 1 study of BLU-285 in patients with advanced systemic mastocytosis (AdvSM) and relapsed or refractory myeloid malignancies
	2 Study type and design: An open-label, single arm, Phase 2 study to evaluate efficacy and safety of avapritinib (BLU-285), a selective KIT mutation-targeted tyrosine kinase inhibitor, in patients with advanced systemic mastocytosis. 
	3 Study type and design: Retrospective, multicentre study
	1 Objective: This is a Phase 1, open-label, dose-escalation study designed to evaluate the safety, tolerability, pharmacokinetics (PK), pharmacodynamics (PD) and antineoplastic activity of avapritinib (also known as BLU-285), administered orally (PO), in adult patients with advanced systemic mastocytosis and other relapsed or refractory myeloid malignancies. The study consists of 2 parts: dose-escalation (Part 1) and expansion (Part 2).
	2 Objective: This is an open-label, single arm, Phase 2 study evaluating the efficacy and safety of avapritinib (BLU-285) in patients with advanced systemic mastocytosis (AdvSM), including patients with aggressive SM (ASM), SM with associated hematologic neoplasm (SM-AHN), and mast cell leukaemia (MCL).
	3 Objective: To compare the efficacy of avapritinib to a real-world cohort of similar patients receiving best available therapy (BAT) for advanced systemic mastocytosis (AdvSM).
	1 Population: Key inclusion criteria:

For Part 1: Patients must have one of the following diagnoses based on World Health Organization (WHO) diagnostic criteria:

- Aggressive systemic mastocytosis (ASM).

- Systemic mastocytosis with an associated hematologic neoplasm (SM-AHN) and at least 1 C-finding attributable to systemic mastocytosis (SM). The AHN must be myeloid, with the following exceptions that are excluded: Acute myeloid leukaemia (AML), Myelodysplastic syndrome (MDS) that is very high- or high-risk as defined by the International prognostic scoring system for myelodysplastic syndromes (IPSS-R) and Philadelphia chromosome positive malignancies.

- Mast cell leukaemia (MCL).

- Histologically- or cytologically- confirmed myeloid malignancy that is relapsed or refractory to standard treatments. AML, MDS that is very high- or high-risk as defined by the IPSS-R, and Philadelphia chromosome positive malignancies are excluded.

- Upon discussion with the sponsor, other relapsed or refractory, potentially avapritinib-responsive hematologic neoplasms (e.g., evidence of aberrant KIT or platelet derived growth factor receptor (PDGFR) signalling) may be considered for enrolment.

For Part 2, patients must have one of the following diagnoses, based on WHO diagnostic criteria:

- ASM.

- SM-AHN. The AHN must be myeloid, with the following exceptions that are excluded: AML, MDS that is very high- or high-risk as defined by the IPSS-R, and Philadelphia chromosome positive malignancies.

- MCL.

For Part 2, Cohort 2, patients must have at least 1 measurable C-finding per modified IWG-MRT-ECNM criteria at Baseline, attributed to SM unless diagnosis is MCL, which does not require a C-finding.

- Cytopenia’s: ANC < 1.0 × 10⁹/L or haemoglobin < 10 g/dL or platelet count < 75 × 10⁹/L.

- Symptomatic ascites or pleural effusion requiring medical intervention such as: use of diuretics (Grade 2) or ≥ 2 therapeutic paracenteses or thoracenteses (Grade 3) at least 28 days apart over the 12 weeks before study entry and 1 of the procedures is performed during the 6 weeks before study start (C1D1).

- ≥ Grade 2 abnormalities in direct bilirubin (> 1.5 × upper limit of normal [ULN]), aspartate aminotransferase (AST; > 3.0 × ULN), alanine aminotransferase (ALT; > 3.0 × ULN), or alkaline phosphatase (> 2.5 × ULN) with 1 of the following present: ascites or clinically relevant portal hypertension or liver mast cell infiltration that is biopsy-proven or no other identified cause of abnormal liver function.

- ≥ Grade 2 hypoalbuminemia (< 3.0 g/dL).

- A spleen that is palpable ≥ 5 cm below the left costal margin.

- Transfusion-dependent anaemia defined as: transfusion of ≥ 6 units packed red blood cells (PRBCs) in the 12 weeks before start of treatment (C1D1) and most recent transfusion occurring during the preceding 4 weeks and transfusion administered for haemoglobin ≤ 8.5 g/dL and reason for transfusion is not bleeding, haemolysis, or therapy-related.

Eastern Cooperative Oncology Group (ECOG) performance status of 0-3.



Key exclusion criteria: 

- QT interval corrected using Fridericia's formula (QTcF) >480 milliseconds

- Platelet count <50,000/μL (within 4 weeks of the first dose of study drug) or receiving platelet transfusion(s)

- Absolute neutrophil count <500/μL

- Aspartate aminotransferase (AST) and alanine aminotransferase (ALT) >3 x the upper limit of normal (ULN); >5 × ULN if associated with clinically suspected liver infiltration by mastocytosis or another disease for which the patient enrolled into the study

- Total bilirubin >1.5 × ULN; >3 × ULN if associated with liver infiltration by the disease being treated or in the presence of Gilbert's Disease (In the case of Gilbert's disease, a direct bilirubin > 2.0 ULN would be an exclusion.)

- Estimated (Cockroft-Gault formula) or measured creatinine clearance <40 mL/min

- Brain malignancy or metastases to the brain

- History of a seizure disorder or requirement for anti-seizure medication

- Known risk of intracranial bleeding, such as a brain aneurysm or history of subdural or subarachnoid bleeding

- Eosinophilia and known positivity for the FIP1L1-PGDFRA fusion, unless the patient has demonstrated relapse or progressive disease on prior imatinib therapy
	2 Population: Key inclusion criteria:

- Patient must have a diagnosis of aggressive systemic mastocytosis (ASM), systemic mastocytosis with an associated hematologic neoplasm (SM-AHN) or mast cell leukaemia (MCL) based on World Health Organization diagnostic criteria. Before enrolment, the Study Steering Committee must confirm the diagnosis of AdvSM (based on Central Pathology Laboratory assessment of bone marrow).

- Patient must have a serum tryptase ≥ 20 ng/mL.

- Patient must have Eastern Cooperative Oncology Group (ECOG) performance status (PS) of 0 to 3.



Key exclusion criteria: 

- Patient has received prior treatment with avapritinib.

- Patient has received any cytoreductive therapy (including midostaurin and other TKIs, hydroxyurea, azacitidine) or an investigational agent less than 14 days, and for cladribine, interferon alpha, pegylated interferon and any antibody therapy (e.g., brentuximab vedotin) less than 28 days before obtaining screening BM biopsy for this study.

- Patient has eosinophilia and known positivity for the FIP1L1 PGDFRA fusion unless the patient has demonstrated relapse or PD on prior imatinib therapy. Patients with eosinophilia (> 1.5 × 10^9/L), who do not have a detectable KIT D816 mutation, must be tested for a PDGFRA fusion mutation by fluorescence in situ hybridization (FISH) or polymerase chain reaction (PCR).

- Patient has history of another primary malignancy that has been diagnosed or required therapy within 3 years before the first dose of study drug. The following are exempt from the 3-year limit: completely resected basal cell and squamous cell skin cancer, curatively treated localized prostate cancer, and completely resected carcinoma in situ of any site.

- Patient has a QT interval corrected using Fridericia's formula (QTcF) > 480 msec.

- Patient has a known risk or recent history (12 months before the first dose of study drug) of intracranial bleeding (e.g., brain aneurysm, concomitant vitamin K antagonist use).

- Platelet count < 50,000/μL (within 4 weeks of the first dose of study drug) or receiving platelet transfusion(s).

- Aspartate aminotransferase (AST) or alanine aminotransferase (ALT) >3 x the upper limit of normal (ULN); no restriction if due to suspected liver infiltration by mast cells.

- Bilirubin >1.5 × ULN; no restriction if due to suspected liver infiltration by mast cells or Gilbert's disease. (In the case of Gilbert's disease, a direct bilirubin >2 × ULN would be an exclusion.)

- Estimated glomerular filtration rate (eGFR) < 30 mL/min/1.73m2 or creatinine > 1.5 × ULN.

- Patient has a primary brain malignancy or metastases to the brain.

- Patient has a history of a seizure disorder (e.g., epilepsy) or requirement for antiseizure medication.


	3 Population: Adult patients with a diagnosis of AdvSM and 

documented subtype in their chart (ASM, SM�AHN, or MCL), and who had received ≥1 line of systemic therapy


	1 Endpoints: Primary outcome measures:

1) Maximum tolerated dose (MTD) of avapritinib

2) Number of patients with adverse and serious adverse events and changes in physical findings, vital signs, clinical laboratory results and ECG findings

3) Recommended Phase 2 dose (RP2D) of avapritinib



Secondary outcome measures: 

1) Maximum plasma concentration of avapritinib - Blood samples may be taken at pre-dose, and 0.5, 1, 2, 4, 8 and 24 hrs post dose (plus 10 and 48 hrs post dose in Part 2) on Cycle 1 Day 1 and Cycle 1 Day 15, Pre-dose of Cycle 2 to 4, Day 1

2) Time to maximum plasma concentration of avapritinib - Blood samples may be taken at pre-dose, and 0.5, 1, 2, 4, 8 and 24 hrs post dose (plus 10 and 48 hrs post dose in Part 2) on Cycle 1 Day 1 and Cycle 1 Day 15, Pre-dose of Cycle 2 to 4, Day 1

3) Overall Response Rate - Including complete remission (CR), CR with partial recovery of peripheral blood (CRh), partial remission (PR) and clinical improvement (CI) using modified International Working Group Myeloproliferative Neoplasms Research and Treatment (IWG-MRT) and European competence network on mastocytosis (ECNM) criteria; and duration of response (DOR)

4) Morphologic response - Including morphologic complete remission (mCR), morphologic CR with partial recovery of peripheral blood (mCRh), and morphologic partial remission (mPR) based on Pure Pathologic Response

5) Changes in levels of serum tryptase and levels of V-kit Hardy-Zuckerman 4 feline sarcoma viral oncogene homolog (KIT) D816V allele burden in blood

6) Changes in patient reported symptoms and quality of life using the Patient Global Impression of Symptom Severity (PGIS) scale - Defined as change from Baseline

7) Changes in patient reported quality of life using the European Organization for Research and Treatment of Cancer Core Quality of Life Questionnaire (EORTC QLQ-C-30) - Defined as change from Baseline

8) Changes in patient reported outcomes using the advanced SM symptom assessment form (AdvSM-SAF) - Defined as change from Baseline

9) Change in liver volume by imaging (mL)

10) Change in spleen volume by imaging (mL)


	2  Endpoints: Primary endpoint:

- Objective response rate (ORR) based on modified International Working Group-Myeloproliferative Neoplasms Research and Treatment and European Competence Network on Mastocytosis (IWG-MRT-ECNM) response criteria [Time Frame: 10 Months]



Secondary endpoints:

- Mean Change from Baseline in Advanced Systemic Mastocytosis-Symptom Assessment Form (AdvSM-SAF) Total Symptom Score [Time Frame: 10 Months]: 0 - 80 points (higher value represents worse symptom outcomes)

- Objective response rate [Time Frame: Approximately 4 years after the first subjected enrolled]: Including morphologic complete remission (mCR), morphologic CR with partial recovery of peripheral blood (mCRh), and morphologic partial remission (mPR) based on Pure Pathologic Response

- Time-to-response (TTR) [Time Frame: 10 Months]

- Duration of Response (DOR) [Time Frame: 10 Months]

- Progression-free Survival (PFS) [Time Frame: 10 Months]

- Overall Survival (OS) [Time Frame: 10 Months]

- Changes in bone marrow mast cells [Time Frame: 10 Months] percentage

- Change in serum tryptase [Time Frame: 10 Months] (ng/mL)

- Change in V-kit Hardy-Zuckerman 4 feline sarcoma viral oncogene homolog aspartate 816 valine (KIT D816V) mutation burden [Time Frame: 10 Months]

percentage

- Change in liver volume by imaging [Time Frame: 10 Months] (mL)

- Change in spleen volume by imaging [Time Frame: 10 Months] (mL)

- Clinical benefit based on modified IWG-MRT-ECNM consensus criteria [Time Frame: 10 Months]

- Change in PGIS [Time Frame: 10 Months]: 0 - 10 points (higher value represents worse symptom outcomes)

- Change in EORTC QLQ-C30 [Time Frame: 10 Months]: 0 - 100 points (lower value represents worse quality of life)

- Safety of Avapritinib as assessed by incidence of adverse events [Time Frame: 10 Months] :CTCAE version 4.0

- Area Under Curve (0 to Tau) for Avapritinib [Time Frame: 4 Months] (h.ng/mL)
	3 Endpoints: Overall survival.

Duration of therapy, change in 

serum tryptase levels from 

baseline to 2 months,  maximum reduction in serum 

tryptase levels from baseline, 

adverse events that resulted in treatment modification or discontinuation, hospitalization, 

or death.


	1 Relevant subgroup: N/A
	2 Relevant subgroup: N/A
	3 Relevant subgroup: N/A
	1 Intervention: Avapritinib tablets for oral administration. Avapritinib will be dosed daily for 28-day cycles.
	2 Intervention: Avapritinib will be administered as an immediate release tablet, orally, continuously, in 28-day cycles
	3  Intervention: Avapritinib The starting dose of avapritinib escalated from 30 to 400 mg daily (in EXPLORER,) and ≤200 mg daily (in PATHFINDER)


	1 Comparator: No comparator as EXPLORER is a single arm trial.
	2 Comparator: No comparator as PATHFINDER is a single arm trial.
	3 Comparator: BAT (Midostaurin/ 

Ripretinib/ Ibrutinib/ Dasatinib/ Imatinib/ 

Cladribine/ Hydroxyurea/ 

Azacitidine/ Interferon�alfa/ Pegylated interferon/ 

Brentuximab vedotin/ 

Gemtuzumab ozogamicin)
	1 Follow up time: N/A as study is completed.
	2 Follow up time: N/A
	3 Follow up time: N/A
	1 Time perspective: Study completed 19th of January 2023.
	2 Time perspective: Study completion in November 2024.
	3 Time perspective: N/A
	1 Publications: (1) Reiter A, Gotlib J, Alvarez-Twose I, Radia DH, Lubke J, Bobbili PJ, Wang A, Norregaard C, Dimitrijevic S, Sullivan E, Louie-Gao M, Schwaab J, Galinsky IA, Perkins C, Sperr WR, Sriskandarajah P, Chin A, Sendhil SR, Duh MS, Valent P, DeAngelo DJ. Efficacy of avapritinib versus best available therapy in the treatment of advanced systemic mastocytosis. Leukemia. 2022 Aug;36(8):2108-2120. doi: 10.1038/s41375-022-01615-z. Epub 2022 Jul 5.

(2) Reiter A, Schwaab J, DeAngelo DJ, Gotlib J, Deininger MW, Pettit KM, Alvarez-Twose I, Vannucchi AM, Panse J, Platzbecker U, Hermine O, Dybedal I, Lin HM, Rylova SN, Ehlert K, Dimitrijevic S, Radia DH. Efficacy and safety of avapritinib in previously treated patients with advanced systemic mastocytosis. Blood Adv. 2022 Nov 8;6(21):5750-5762. doi: 10.1182/bloodadvances.2022007539.

(3) DeAngelo DJ, Radia DH, George TI, Robinson WA, Quiery AT, Drummond MW, Bose P, Hexner EO, Winton EF, Horny HP, Tugnait M, Schmidt-Kittler O, Evans EK, Lin HM, Mar BG, Verstovsek S, Deininger MW, Gotlib J. Safety and efficacy of avapritinib in advanced systemic mastocytosis: the phase 1 EXPLORER trial. Nat Med. 2021 Dec;27(12):2183-2191. doi: 10.1038/s41591-021-01538-9. Epub 2021 Dec 6.
	2 Publications: (1) Reiter A, Gotlib J, Alvarez-Twose I, Radia DH, Lubke J, Bobbili PJ, Wang A, Norregaard C, Dimitrijevic S, Sullivan E, Louie-Gao M, Schwaab J, Galinsky IA, Perkins C, Sperr WR, Sriskandarajah P, Chin A, Sendhil SR, Duh MS, Valent P, DeAngelo DJ. Efficacy of avapritinib versus best available therapy in the treatment of advanced systemic mastocytosis. Leukemia. 2022 Aug;36(8):2108-2120. doi: 10.1038/s41375-022-01615-z. Epub 2022 Jul 5.

(2) Reiter A, Schwaab J, DeAngelo DJ, Gotlib J, Deininger MW, Pettit KM, Alvarez-Twose I, Vannucchi AM, Panse J, Platzbecker U, Hermine O, Dybedal I, Lin HM, Rylova SN, Ehlert K, Dimitrijevic S, Radia DH. Efficacy and safety of avapritinib in previously treated patients with advanced systemic mastocytosis. Blood Adv. 2022 Nov 8;6(21):5750-5762. doi: 10.1182/bloodadvances.2022007539.

(3) Gotlib J, Reiter A, Radia DH, Deininger MW, George TI, Panse J, Vannucchi AM, Platzbecker U, Alvarez-Twose I, Mital A, Hermine O, Dybedal I, Hexner EO, Hicks LK, Span L, Mesa R, Bose P, Pettit KM, Heaney ML, Oh ST, Sen J, Lin HM, Mar BG, DeAngelo DJ. Efficacy and safety of avapritinib in advanced systemic mastocytosis: interim analysis of the phase 2 PATHFINDER trial. Nat Med. 2021 Dec;27(12):2192-2199. doi: 10.1038/s41591-021-01539-8. Epub 2021 Dec 6.
	3 Publications: Reiter A, Gotlib J, Alvarez-Twose I, Radia DH, Lubke J, Bobbili PJ, et al. Efficacy of 

avapritinib versus best available therapy in the treatment of advanced systemic 

mastocytosis. Leukemia. 2022;36(8):2108-20.


	Ongoing studies - further information: No.
	Ongoing studies indications: Open label extension study in GIST (NCT04825574)

Phase 1/2 study in pediatric patients with solid tumors with KIT or PDGFRA signaling (NCT04773782)

Phase 2 study in CKIT or PDGFRA-altered locally advanced or metastatic malignant solid tumors (NCT04771520)

Phase 2 study in CBF-AML with KIT mutations (NCT05821738)

Phase 2 study in indolent systematic mastocytosis (NCT03731260)

Phase 1 study of avapritinib in combination with decitabine in systematic mastacytosis with associated hematologic neoplasm (NCT06327685)

Observational study in Chinese patients with GIST (NCT05381753)

Observational study in France with longitudinal follow-up of PDGFRA D842V-GIST patients (NCT04927260)

Phase 2 study evualationg anti-cancer treatments targeting tumor molecular alterations in advanced and metastatic tumors (NCT04116541)

Phase 2 study in pediatric patients with relapsed or refractory CBF-AML with KIT mutation (NCT06316960)






	Type of health economic analysis: As there are both incremental benefits and incremental costs incurred by treating with avapritinib compared to the standard-of-care, a cost-per-QALY analysis is most appropriate to support with the decision problem.
	Patient population sungroups: Adults patients with AdvSM.
	Which documentation estimating relative efficacy: As both clinical trials were single arm, this submission will be supported with indirect evidence.
	Health related quality of life: The PATHFINDER trial collected QLQ scores and mapped scores into EQ-5D utilities. Beyond PATHFINDER data, literature derived utilities were also used.
	Expected pharmaceutical budget: Not yet feasible to provide. Will be reported in final submission.
	Suitable for FINOSE: No, as treatment practices vary in the Nordics and DMC in Denmark provided a positive recommendation in May 2024.
	Contact with clinicians at norwegian health trusts: Yes. 



Ingunn Dybedal (Norway; Rikshospitalet): providing information / validation regarding the treatment pathway in AdvSM. 
	Spesific circumstances: No.
	Andre relevante opplysninger? 2: No.


