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 2024-04-25

Health technology developer || Deciphera Pharmaceuticals

Name Ulrike Beckert

Position Director, Market Access International
Telephone +49 162 60 51 556

E-mail ulrike.beckert@deciphera.com

External representation
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 Yes
active substance?

Trade name Qinlock
Generic name Ripretinib

Marketing authorisation in Norway

Deciphera Pharmaceuticals (Netherlands) B.V.

ATC code

LO1EX19

Mode of administration

Oral

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Ripretinib is an tyrosine kinase inhibitor with a dual mechanism of action that
regulates both the kinase switch pocket and the kinase activation loop. Through
binding to the kinase, signalling is prevented, and cell multiplication is halted.
Given its dual mechanism of action, ripretinib has a wide range of inhibition and
appears to be effective for both the most common primary and secondary
mutations (KIT and PDGFRA mutated kinases).

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

QINLOCK is indicated for the treatment of adult patients with advanced
gastrointestinal stromal tumours (GIST) who have been previously treated
with three or more kinase inhibitors, including imatinib.

QINLOCK er indisert for behandling av voksne pasienter med avansert
gastrointestinal stromal tumor (GIST) som har fatt tidligere behandling med
tre eller flere kinasehemmere, inkludert imatinib.

3 Assessment history

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

If yes, enter the Nye metoder ID
number

No
Has the medicinal product previously
been assessed by Nye metoder for
other indications?
If yes, enter the Nye metoder ID
number

No
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4 Expected timeline

Procedure number for the marketing || EMEA/H/C/005614
authorisation assessment in EMA

Expected date (month/year) of CHMP|| Positive opinion issued 09/2021
positive opinion

Expected date (month/year) of EMA marketing authorsation issued 11/2021
marketing authorisation in Norway

Expected date (quarter/year) for Q32024
submission of documentation to
Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

No
Will the new method require
diagnostic testing for biomarker
analysis?

None

Which biomarker(s) are relevant and
which publications describe this?

Please refer to publications

Diagnostics can be performed by the public health service.
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 || NO
require establishment of other/new
infrastructure?

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

Diagnosis of GIST is based on the histological appearance of the tumour and the
o expression of the tyrosine kinase receptor KIT on the tumour cells. Diagnosis
For example, biopsies, other methods include imaging, biopsy, genotyping, and assessment for possible
samplmg_, sample processing etc. surgical resection. As a fourth-line (4L) treatment, only imaging will be required
are required. ) N,

to confirm the indication for the present drug.

Pre-analytical requirements
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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)?

No

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

Not applicable.

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

Not applicable.

6 Description of the disease and current treatments

Description of the disease

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

Gastrointestinal stromal tumour (GIST) is a very rare and heterogenous subtype of soft tissue sarcomas and are the most common tumours in th inal tract with a reported
incidence of 0.4-2 cases per 100 000 per year (Casali et al. 2021, Blay et al. 2010, Internetmedicin 2022). The symptoms of GIST can vary widely, with larger tumours causing nausea, abdominal pain,
bloating, anaemia, diarrhoea, weight loss, decreased appetite, fever, and blood in the stool (van L 2023a, Sarcomen 2023, 2022). Aggressive forms can
spread quickly, produce symptoms early, and metastasize within 1 to 2 years, even if the tumour is initially surgically removed (Miettinen and Lasota 2006, National Comprehensive Cancer Network 2024,

2023). Given the within GISTS, prognosis varies widely. Surgery, often in combination with tyrosine kinase inhibitors (TKIS) is the primary treatment for localsed GIST
(Intemetmedlcm 2022). Advanced GIST refers to ble GISTs in 2022)

Sources: Casali, P. G. et al., 2021. Gastrointestinal stromal tumours: ESMO-EURACAN-GENTURIS Clinical Practice Guidelines for diagnosis, treatment and follow-up. Annals of Oncology, 33, 20-33; Blay. J. .,
on Mefren, M. & Blacksten, M. E. 2010. Prspective on updated treatment quidelines for patient withgastrintestinal stromal tumors. Cancer, 116, 512637 Internetmedici. 2022. Gstrointestinal
stromacellstumar (GIST) [Online]. Available: https://www.i gt [Accessed ]; van L A.2023a. i
stromaceltumor (GIST) [Online]. Available: https://www.avl. [Accessed 01/02/2023];

sarcomen. 2023. bij GIST [Online]. Available: https:// bij-gist/# [Accessed 1 february 2023]; Miettinen, M. & Lasota, J. 2006
Gastrointestinal stromal tumors: pathology and prognosis at different sites. Semin Diagn Pathol, 23, 70-83; National Comprehensive Cancer Network 2024. NCCN Guidelines Version 1.2024 -
Gastrointestnal Stromal Tumors (GIST). NCCN Guidelnes; . 2023, GIST ) [Online]. Available:
https://www. [Accessed

Therapeutic area

Specify which field best describes
the method

Immunologi

Infeksjonssykdommer

Kreftsykdommer (velg kreftomrade i neste kolonne)*
Lunge- og luftveissykdommer

Mage- og tarmsykdommer

Cancer

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

* Ingen Kreftsykdom

Bein- og blgtvevskreft

Blod- beinmargs- og lymfekreft
Brystkreft

Mage- og tarmkreft

Current treatment

Current standard treatment in
Norway, including references

Norwegian guidelines are in line with ESMO's GIST treatment algorithm up to 4L (Helsedirektoratet 2022). This includes resection where possible.
First-line treatment for metastatic or localised, non-resectable GIST is the TKI imatinib as monotherapy (Helsedirektoratet 2022, Norsk
legemiddelh&ndbok 2022). Second- and third-line treatment consist of the TKIs sunitinib and regorafenib, respectively. There is no currently approved 4L
treatment in the Norwegian treatment guidelines and patients are usually referred to best supportive care (BSC) (Helsedirektoratet 2022).

Sources: Helsedirektoratet. 2022. Nasjonal faglig retningslinje: Sarkomer — handlingsprogram [Online]. Available:
https://www.helsedirektoratet.no/retningslinjer/sarkomer-handlingsprogram/behandling-av-metastatisk-sykdom-livsforlengende-og-palliativ-behandlin
g/medikamentell-behandling [Accessed 27/02/2024]; Norsk legemiddelhandbok. 2022. T2.2.9 Sarkomer [Online]. Available:
https://www.legemiddelhandboka.no/T2.2.9/Sarkomer [Accessed 27/02/2024].
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Prognosis

Describe the prognosis with current
treatment options, including
references

Given the heterogeneity within GISTs, the prognosis also varies widely. Prognosis depends on the following factors: tumour size and relation to
surrounding organs, mutations, metastases mitotic index, location, and treatment (Ma et al. 2015, Cancerfonden 2023). The recent estimate of
five-year relative survival for all GIST patients (n=1219) in Norway 2013-2022 of 90.5% (95% confidence intervals (Cl): 87.7 to 93.5) (Kreftregisteret
2023), best indicates survival for all GIST patients, including resectable with low risk of recurrence, with today's treatment and standard of care. In
patients with advanced GIST, the overall survival rate is only 41% (Ma et al. 2015).

Sources: Ma, G. L., Murphy, J. D., Martinez, M. E. & Sicklick, J. K. 2015. Epidemiology of gastrointestinal stromal tumors in the era of histology codes:
results of a population-based study. Cancer Epidemiol Biomarkers Prev, 24, 298-302; Cancerfonden. 2023. GIST (Gastrointestinal stromacellstumér)
[Online]. Available: https://www.cancerfonden.se/om-cancer/cancersjukdomar/gist [Accessed 29/02/2024]; Kreftregisteret 2023. Resultater og
forbedringstiltak fra Kvalitetsregister for sarkom - Arsrapport 2022.

The new medicinal product’s
placement in the treatment algorithm

Ripretinib is indicated as 4L treatment after failed treatment with
three or more kinase inhibitors, including imatinib.

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

The global annual incidence of GIST is estimated at 10-15 patients per million (Sereide et al. 2016), while a Norweigan study
estimated 7.4 cases per million (Sandvik et al. 2011). This translates to roughly 70 cases annually in Norway (Kalveland J. 2022). The
median age at diagnosis is 60-70 years (Kalveland J. 2022) and 56.5% of those diagnosed are male (NoMA, 2010). A Norwegian
prevalence estimate landed at 92.1 GIST patients per million using data from 2000 to 2004 (Sandvik et al. 2011). However, with the
advancement of treatment for GIST since the introduction of imatinib, estimates suggest that the prevalence of GIST patients is
over 10-times that of the incidence for all GIST (Sereide et al. 2016). Previously, the NoMA assumed a patient population for
advanced GIST of 30 patients eligible for 3L therapy (NoMA 2016). We estimate that approximately 72% of these patients continue
onto a further line of therapy. This results in approximately 22 patients per year as the relevant patient population for 4L
treatment with ripretinib. This falls into the upper end of a previous estimate giving 2-3 patients per million of the general
population requiring 4L treatment (Statistics Norway 2024, Deciphera 2023a).

Sources: Sgreide, K. Et al., 2016. Global epidemiology of gastrointestinal stromal tumours (GIST): A systematic review of
population-based cohort studies. Cancer Epidemiol, 40, 39-46; Sandvik, O. M. et al., J. A. 2015. Surgery for gastrointestinal stromal
tumors (GISTs) of the stomach and small bowel: short- and long-term outcomes over three decades. World J Surg, 39, 446-52;
Kalveland J. 2022. Langvarig behandling av GIST: Fem av tolv var fortsatt kreftfrie etter medisin-stopp [Online]. Available:
https://www.dagensmedisin.no/asco-asco-2022-forskning/langvarig-behandling-av-gist-fem-av-tolv-var-fortsatt-kreftfrie-etter-me
disin-stopp/115466 [Accessed]; NoMA 2010. Refusjonsrapport — Imatinib (Glivec) preparat til behandling av kronisk myelogen
leukemi (KML) og gastrointestinale stromale tumorer (GIST) 09/03012-18. (Data on File); Sandvik, O. M. et al., J. A. 2011.
Epidemiology of gastrointestinal stromal tumours: single-institution experience and clinical presentation over three decades.
Cancer Epidemiol, 35, 515-20; NoMA. 2016. Hurtig metodevurdering: Stivarga (regorafenib) til behandling av ikke operable eller
metastaserende gastrointestinale stromale tumorer (GIST) [Online]. Available:
https://www.dmp.no/globalassets/documents/Offentlig-finansiering-og-pris/Metodevurderinger/S/Stivarga_GIST_2016.pdf
[Accessed 27/02/2024]; Statistics Norway. 2024. Population [Online]. Available:
https://www.ssh.no/en/befolkning/folketall/statistikk/befolkning [Accessed 19/04/2024]; Deciphera 2023a. ADDENDUM TO
CLINICAL STUDY REPORT Study Number DCC-2618-03-001 A Phase 3, Interventional, Double-blind, Placebo-controlled Study to
Assess the Safety and Efficacy of DCC-2618 in Patients With Advanced Gastrointestinal Stromal Tumors Who Have Received
Treatment With Prior Anticancer Therapies (INVICTUS). Data on File.

7 Comparability to other medicinal

products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

No. The existing alternative 4L treatment for advanced GIST is best
supportive care.

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

INVICTUS

NCT03353753
https://www.clinicaltrials.gov/stud
y/NCT03353753

Study type and design

Phase 3 clinical trial.

2-arm, randomized, placebo-
controlled, double-blind,
international, multicenter study.

Objective

To compare the efficacy of ripretinib
(DCC-2618) to placebo in patients who
have received treatment with prior
anticancer therapies.

Population

Important inclusion
and exclusion criteria

Individuals aged 18 years and older of all sexes with
a histologic diagnosis of GIST, progression on (or
intolerance of) imatinib, sunitinib, and regorafenib,
without recent (as defined) exposure with other
anticancer therapies or prior treatment with
ripretinib.

Intervention (n)

Dosage, dosing
interval, duration of
treatment

150 mg ripretinib orally,
once daily until disease
progression.

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Placebo orally, once
daily, until disease
progression (cross-over
allowed).

Endpoints

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

PRIMARY

Progression-free survival PFS (time interval between the date of
randomization and the earliest documented evidence of the first disease
progression based on the independent radiologic review or death due to any
cause on initially assigned study treatment, whichever comes earlier,
assessed at 26, 39, and 52 weeks.).

SECONDARY

Obijective Response Rate ORR (percentage of patients with a confirmed
complete response based on the independent radiologic review and during
the initially assigned study treatment and confirmed by repeat CT or MRI
assessments that must be performed at least 4 weeks after the criteria for
response are first met).

Time to Tumor Progression TTP (interval between the date of randomization
and the earliest documented evidence of disease progression based on the
independent radiologic review).

Overall Survival OS (interval between the date of randomization until the date
of death or the date of last follow-up).

Quality of Life QoL (1. changes from baseline in European Organisation for
Research and Treatment of Cancer Quality of Life Questionnaire for Cancer
30-item - Role Functioning. 2. Changes from baseline in European
Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire for Cancer 30-Item - Physical Functioning. 3. Change from
baseline in EuroQol Visual Analogue Scale).

Relevant subgroup
analyses

Description of any
relevant subgroup
analyses

None.
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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

Study start: February
2018

Primary endpoint: 27
months (2018-02-27 to
2019-05-31)

Ripretinib: 6.3 months
(IQR 3.2-8.2)

Placebo: 1.6 months (IQR
1.1-2.7)

End of study: May 2022

Time perspective
results

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

Study completed

Publications

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

1) BLAY, J. Y., et al. 2020. Ripretinib in patients with advanced gastrointestinal
stromal tumours (INVICTUS): a double-blind, randomised, placebo-controlled,
o, 21, al. 2021. Clinical

T stinal Stromal Tumor

in the Phase IIl INVICTUS
al. 2

jastrointestinal

setting: analysis from
CCancer 22 1302 4)VON MEHREN, M., etal.
patients with advanced gastrointestinal
stromal tumour: Long-term update from the phase Ill |vac7u551 udy. Annals
of Oncology, 32, $1120- 51121 5) VON MEHREN M., t al. 2019. INVICTUS: A
phase Ill, i trolled study to assess the
safety and effcacy of ri p retinib as 4L me apy pate nts with advanced GIST
who have ved treatment with prio er therapies (NCT03353753).

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

Yes, as follows:
- NCT04148092: Expanded Access Program of Ripretinib for the
Treatment of Patients With Advanced GIST

indications?

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

NCT05734105: A Study of Ripretinib vs Sunitinib in Patients With
Advanced GIST With Specific KIT Exon Mutations Who Were
Previously Treated With Imatinib (INSIGHT)
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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)

Cost-per-QALY analysis.

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.

Same as indication: adult patients with advanced GIST who have
received prior treatment with three or more kinase inhibitors,
including imatinib.

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

(Direct or indirect evidence)

Direct evidence: head to head study of ripretinib vs placebo,
where placebo is a proxy for no active treatment.

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

HRQoL data is collected through the INVICTUS study using the
EuroQol 5-dimensional questionnaire.

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

Budget impact is assumed to be limited due to low number of
eligible patients. Complete budget analysis will be provided
together with submission.

11 Suitable for FINOSE?

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

If no, why not?

No: ripretinib is not a hospital-administered product and
therefore cannot be evaluated by Fimea.

Assessment Request Form (English) Version 1.1 (23.06.2023)
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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/ Kietil B
indication? Yes/no Je_tl qye )
University Hospital Oslo

If so, who have you been in pbk@ous-hf.no

contact with and what have been

their contribution?

(Relevant information in F)r. .Boye was part of c_llnleal studies conducted by Deciphera in the
connection with the recruitment indication GIST and clincial consultant to the company regarding
of experts in the field at Nye GIST.

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/

Qinlock was designated an ‘orphan medicine’ (a medicine used in
rare diseases) on 12 October 2017 by the COMP.

Any other relevant information?
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	Date: 2024-04-25
	Health technology developer: Deciphera Pharmaceuticals
	name: Ulrike Beckert
	Position: Director, Market Access International
	Telephone: +49 162 60 51 556
	Email: ulrike.beckert@deciphera.com
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: Yes
	Trade name: Qinlock
	Generic name: Ripretinib
	Marketing authorisation in norway: Deciphera Pharmaceuticals (Netherlands) B.V.
	ATC-code: L01EX19
	Mode of administration: Oral
	Pharmacotherapeutic group: Ripretinib is an tyrosine kinase inhibitor with a dual mechanism of action that regulates both the kinase switch pocket and the kinase activation loop. Through binding to the kinase, signalling is prevented, and cell multiplication is halted. Given its dual mechanism of action, ripretinib has a wide range of inhibition and appears to be effective for both the most common primary and secondary mutations (KIT and PDGFRA mutated kinases).
	expected indication: QINLOCK is indicated for the treatment of adult patients with advanced gastrointestinal stromal tumours (GIST) who have been previously treated with three or more kinase inhibitors, including imatinib.

QINLOCK er indisert for behandling av voksne pasienter med avansert gastrointestinal stromal tumor (GIST) som har fått tidligere behandling med tre eller flere kinasehemmere, inkludert imatinib.
	Other indications: No
	Same indications: No
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/005614
	Expected date (month/year) of CHMP positive option: Positive opinion issued 09/2021
	Expected date (month/year) marketing authorisation in norway: EMA marketing authorsation issued 11/2021 
	Expected date (quarter/year) submission of documentation: Q3 2024
	testing for biomaker analysis?: No
	Which biomaker: None
	Diagnostics preformance: Diagnostics can be performed by the public health service.
	Establishment of other/new infrastructure: No
	Pre-analytical requirements: Diagnosis of GIST is based on the histological appearance of the tumour and the expression of the tyrosine kinase receptor KIT on the tumour cells. Diagnosis methods include imaging, biopsy, genotyping, and assessment for possible surgical resection. As a fourth-line (4L) treatment, only imaging will be required to confirm the indication for the present drug. 
	Tst extecution: No
	Description of reading of results: Not applicable.
	Which patient groups: Not applicable.
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: Gastrointestinal stromal tumour (GIST) is a very rare and heterogenous subtype of soft tissue sarcomas and are the most common mesenchymal tumours in the gastrointestinal tract with a reported incidence of 0.4–2 cases per 100 000 per year (Casali et al. 2021, Blay et al. 2010, Internetmedicin 2022). The symptoms of GIST can vary widely, with larger tumours causing nausea, abdominal pain, bloating, anaemia, diarrhoea, weight loss, decreased appetite, fever, and blood in the stool (van Leeuwenhoeck 2023a, Patiëntenplatform Sarcomen 2023, Internetmedicin 2022). Aggressive forms can spread quickly, produce symptoms early, and metastasize within 1 to 2 years, even if the tumour is initially surgically removed (Miettinen and Lasota 2006, National Comprehensive Cancer Network 2024, Cancerfonden 2023). Given the heterogeneity within GISTs, prognosis varies widely. Surgery, often in combination with tyrosine kinase inhibitors (TKIs), is the primary treatment for localised GIST (Internetmedicin 2022). Advanced GIST refers to metastatic or non-resectable GISTs (Internetmedicin 2022).

Sources: Casali, P. G. et al., 2021. Gastrointestinal stromal tumours: ESMO-EURACAN-GENTURIS Clinical Practice Guidelines for diagnosis, treatment and follow-up. Annals of Oncology, 33, 20-33; Blay, J. Y., von Mehren, M. & Blackstein, M. E. 2010. Perspective on updated treatment guidelines for patients with gastrointestinal stromal tumors. Cancer, 116, 5126-37; Internetmedicin. 2022. Gastrointestinal stromacellstumör (GIST) [Online]. Available: https://www.internetmedicin.se/onkologi/gastrointestinal-stromacellstumor-gist [Accessed 29/02/2024]; van Leeuwenhoeck, A. 2023a. Gastro-intestinale stromaceltumor (GIST) [Online]. Available: https://www.avl.nl/alles-over-kanker/kankersoorten/gastro-intestinale-stromaceltumor-gist/#oorzaken-en-symptomen [Accessed 01/02/2023]; Patiëntenplatform Sarcomen. 2023. Symptomen bij GIST [Online]. Available: https://www.contactgroepgist.nl/symptomen-bij-gist/# [Accessed 1 february 2023]; Miettinen, M. & Lasota, J. 2006. Gastrointestinal stromal tumors: pathology and prognosis at different sites. Semin Diagn Pathol, 23, 70-83; National Comprehensive Cancer Network 2024. NCCN Guidelines Version 1.2024 - Gastrointestinal Stromal Tumors (GISTs). NCCN Guidelines; Cancerfonden. 2023. GIST (Gastrointestinal stromacellstumör) [Online]. Available: https://www.cancerfonden.se/om-cancer/cancersjukdomar/gist [Accessed 29/02/2024].
	Cancer treatment: Norwegian guidelines are in line with ESMO's GIST treatment algorithm up to 4L (Helsedirektoratet 2022). This includes resection where possible. First-line treatment for metastatic or localised, non-resectable GIST is the TKI imatinib as monotherapy  (Helsedirektoratet 2022, Norsk legemiddelhåndbok 2022). Second- and third-line treatment consist of the TKIs sunitinib and regorafenib, respectively. There is no currently approved 4L treatment in the Norwegian treatment guidelines and patients are usually referred to best supportive care (BSC) (Helsedirektoratet 2022).

Sources: Helsedirektoratet. 2022. Nasjonal faglig retningslinje: Sarkomer – handlingsprogram [Online]. Available: https://www.helsedirektoratet.no/retningslinjer/sarkomer-handlingsprogram/behandling-av-metastatisk-sykdom-livsforlengende-og-palliativ-behandling/medikamentell-behandling [Accessed 27/02/2024]; Norsk legemiddelhåndbok. 2022. T2.2.9 Sarkomer [Online]. Available: https://www.legemiddelhandboka.no/T2.2.9/Sarkomer [Accessed 27/02/2024].
	Cancer: [Mage- og tarmkreft]
	Prognosis: Given the heterogeneity within GISTs, the prognosis also varies widely. Prognosis depends on the following factors: tumour size and relation to surrounding organs, mutations, metastases mitotic index, location, and treatment (Ma et al. 2015, Cancerfonden 2023). The recent estimate of five-year relative survival for all GIST patients (n=1219) in Norway 2013-2022 of 90.5% (95% confidence intervals (CI): 87.7 to 93.5) (Kreftregisteret 2023), best indicates survival for all GIST patients, including resectable with low risk of recurrence, with today's treatment and standard of care. In patients with advanced GIST, the overall survival rate is only 41% (Ma et al. 2015).
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	Patient population: The global annual incidence of GIST is estimated at 10-15 patients per million (Søreide et al. 2016), while a Norweigan study estimated 7.4 cases per million (Sandvik et al. 2011). This translates to roughly 70 cases annually in Norway (Kalveland J. 2022). The median age at diagnosis is 60-70 years (Kalveland J. 2022) and 56.5% of those diagnosed are male (NoMA, 2010). A Norwegian prevalence estimate landed at 92.1 GIST patients per million using data from 2000 to 2004 (Sandvik et al. 2011). However, with the advancement of treatment for GIST since the introduction of imatinib, estimates suggest that the prevalence of GIST patients is over 10-times that of the incidence for all GIST (Søreide et al. 2016). Previously, the NoMA assumed a patient population for advanced GIST of 30 patients eligible for 3L therapy (NoMA 2016). We estimate that approximately 72% of these patients continue onto a further line of therapy. This results in approximately 22 patients per year as the relevant patient population for ≥4L treatment with ripretinib. This falls into the upper end of a previous estimate giving 2-3 patients per million of the general population requiring 4L treatment (Statistics Norway 2024, Deciphera 2023a).
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	1 Study ID: INVICTUS

NCT03353753

https://www.clinicaltrials.gov/study/NCT03353753
	2 Study ID: 
	3 Study ID: 
	1 Study type and design: Phase 3 clinical trial.

2-arm, randomized, placebo- controlled, double-blind, international, multicenter study.
	2 Study type and design: 
	3 Study type and design: 
	1 Objective: To compare the efficacy of ripretinib (DCC-2618) to placebo in patients who have received treatment with prior anticancer therapies.
	2 Objective: 
	3 Objective: 
	1 Population: Individuals aged 18 years and older of all sexes with a histologic diagnosis of GIST, progression on (or intolerance of) imatinib, sunitinib, and regorafenib, without recent (as defined) exposure with other anticancer therapies or prior treatment with ripretinib.
	2 Population: 
	3 Population: 
	1 Endpoints: PRIMARY

Progression-free survival PFS (time interval between the date of randomization and the earliest documented evidence of the first disease progression based on the independent radiologic review or death due to any cause on initially assigned study treatment, whichever comes earlier, assessed at 26, 39, and 52 weeks.).

SECONDARY

Objective Response Rate ORR (percentage of patients with a confirmed complete response based on the independent radiologic review and during the initially assigned study treatment and confirmed by repeat CT or MRI assessments that must be performed at least 4 weeks after the criteria for response are first met).

Time to Tumor Progression TTP (interval between the date of randomization and the earliest documented evidence of disease progression based on the independent radiologic review).

Overall Survival OS (interval between the date of randomization until the date of death or the date of last follow-up).

Quality of Life QoL (1. changes from baseline in European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire for Cancer 30-item - Role Functioning. 2. Changes from baseline in European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire for Cancer 30-Item - Physical Functioning. 3. Change from baseline in EuroQol Visual Analogue Scale).
	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: None.
	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: 150 mg ripretinib orally, once daily until disease progression.
	2 Intervention: 
	3  Intervention: 
	1 Comparator: Placebo orally, once daily, until disease progression (cross-over allowed).
	2 Comparator: 
	3 Comparator: 
	1 Follow up time: Study start: February 2018

Primary endpoint: 27 months (2018-02-27 to 2019-05-31) 

Ripretinib: 6.3 months (IQR 3.2-8.2)

Placebo: 1.6 months (IQR 1.1-2.7)

End of study: May 2022


	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: Study completed
	2 Time perspective: 
	3 Time perspective: 
	1 Publications: 1) BLAY, J. Y., et al. 2020. Ripretinib in patients with advanced gastrointestinal stromal tumours (INVICTUS): a double-blind, randomised, placebo-controlled, phase 3 trial. Lancet Oncol, 21, 923-934. 2) BAUER, S., et. al. 2021. Clinical Activity of Ripretinib in Patients with Advanced Gastrointestinal Stromal Tumor Harboring Heterogeneous KIT/PDGFRA Mutations in the Phase III INVICTUS Study. Clin Cancer Res, 27, 6333-6342. 3) SCHÖFFSKI, P., et al. 2022. Patient-reported outcomes in individuals with advanced gastrointestinal stromal tumor treated with ripretinib in the fourth-line setting: analysis from the phase 3 INVICTUS trial. BMC Cancer, 22, 1302. 4) VON MEHREN, M., et al. 2021. Ripretinib as ≥4L treatment in patients with advanced gastrointestinal stromal tumour: Long-term update from the phase III INVICTUS study. Annals of Oncology, 32, S1120-S1121. 5) VON MEHREN, M., et al. 2019. INVICTUS: A phase III, interventional, double-blind, placebo-controlled study to assess the safety and efficacy of ripretinib as ≥4L therapy in patients with advanced GIST who have received treatment with prior anticancer therapies (NCT03353753). Annals of Oncology, 30, v925-v926.
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	Ongoing studies - further information: Yes, as follows:
- NCT04148092: Expanded Access Program of Ripretinib for the Treatment of Patients With Advanced GIST
	Ongoing studies indications: NCT05734105: A Study of Ripretinib vs Sunitinib in Patients With Advanced GIST With Specific KIT Exon Mutations Who Were Previously Treated With Imatinib (INSIGHT)
	Type of health economic analysis: Cost-per-QALY analysis.
	Patient population sungroups: Same as indication: adult patients with advanced GIST who have received prior treatment with three or more kinase inhibitors, including imatinib.
	Which documentation estimating relative efficacy: Direct evidence: head to head study of ripretinib vs placebo, where placebo is a proxy for no active treatment.
	Health related quality of life: HRQoL data is collected through the INVICTUS study using the EuroQol 5-dimensional questionnaire.
	Expected pharmaceutical budget: Budget impact is assumed to be limited due to low number of eligible patients. Complete budget analysis will be provided together with submission.
	Suitable for FINOSE: No: ripretinib is not a hospital-administered product and therefore cannot be evaluated by Fimea.
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	Andre relevante opplysninger? 2: Qinlock was designated an 'orphan medicine' (a medicine used in rare diseases) on 12 October 2017 by the COMP.


