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 07.10.2024

Health technology developer || Bristol Myers Squibb (Norway)

Name Kristine Dahle Bryde-Erichsen

Position Senior Manager, Market Access
Telephone 0047 99 16 95 87

E-mail kristine.dahlebrydeerichsen@bms.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 Augtyro

Generic name

Repotrectinib

Marketing authorisation in Norway

ATC code

LO1EX28

Mode of administration

capsules

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Repotrectinib is an inhibitor of proto-oncogene tyrosine-protein kinase ROS1 and the tropomyosin receptor tyrosine
kinases (TRK) TRKA, TRKB, and TRKC.

Fusion proteins that include ROS1 or TRK domains can drive tumorigenic potential through hyperactivation of
downstream signaling pathways leading to unconstrained cell proliferation.

Repotrectinib has demonstrated a dose-dependent suppression of phosphorylation of the targeted oncogenic fusion
proteins, their downstream signal effectors and inhibition of cell proliferation of several human cancer cell lines
expressing the targeted fusion oncogenes ROS1, TRKA, TRKB, TRKC, and corresponding mutations. Repotrectinib binds
inside the boundary of the ATP-binding pocket and avoids steric interference from both solvent front and gatekeeper
mutations [1].

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Augtyro som monoterapi for behandling av lokalavansert eller
metastatisk ROS1-positiv ikke-smacellet lungekreft, for voksne TKI-
naive pasienter.

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
yes,

Rozlytrek (ID2019_115) and Xalkori (ID2017_091)
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4 Expected timeline

Procedure number for the marketing
authorisation assessment in EMA

Procedure No. EMEA/H/C/6005

Expected date (month/year) of CHMP
positive opinion

The 14th of november 2024

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

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

Dates must be stated

Q12025

5 Diagnostics and resource use
Fill inn where relevant

Will the new method require
diagnostic testing for biomarker
analysis?

Test for detection of ROS1 gene alterations in people with

non-small cell lung cancer (NSCLC) is established in publich health service. In Norwegian
clinical practice, patients are tested with immunohistochemistry for ROS1
rearrangement. Those who test positive in the immunohistological

examination must perform a FISH, NGS or RT-PCR to confirm whether there is or is no
rearrangement of the ROS1 gene.

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

Please refer to publications

ROS1 gene alteration

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

Diagnostics are performed by the public health service.

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

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

Diagnostics are established by the public health service.

Pre-analytical requirements

For example, biopsies, other
sampling, sample processing etc.
are required.

Pre-analytical requirements are established by the publich health
service.
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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)?

Biomarker is already established in the health service.

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

In Norwegian clinical practice, patients are tested with immunohistochemistry
for ROS1 rearrangement. Those who test positive in the immunohistological
examination must perform a FISH, NGS or RT-PCR to confirm whether there is or
is no rearrangement of the ROS1 gene.

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

Patients with ROS1 translocations account for 1-2% of NSCLC
adenocarcinoma patients. This corresponds to about 10 patients
per year.

6 Description of the disease and current treatments

Description of the disease

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

The ROS1 gene, located on chromosome 6, encodes a receptor tyrosine kinase in the
insulin receptor family. The normal function of this receptor is not yet known.
Rearrangement of the gene leads to the expression of an activated fusion protein (several
different ROS1 partners have been described) that stimulates

signalling pathways downstream of the receptor, thus acting as an oncogenic driver.
Patients with ROS1 fusions are somewhat younger and do not have a history of smoking as
often as other patients with NSCLC.

Therapeutic area

Specify which field best describes
the method

Anestesi, smertebehandling og intensivmedisin
Blodsykdommer

Endokrine sykdommer

Gynekologiske sykdommer og fadsel

Hjerte- og karsykdommer

Hudsykdommer

immunologi

Infeksjonssykdommer

Lunge- og luftveissykdommer

Mage- o tarmsykdommer

Muskel-, skielett- og bindevevssykdommer
Nevrologi

Psykiske lidelser og ruslidelser

Radiologi og nuklezermedisin

Sykdommer i nyrer, urinveier og jgnnsorganer

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
Gynekologisk kreft

Hode- og halskreft

Hudkreft

Kreft i nyrer, urinveier og mannlige kjgnnsorganer
Kreft i sentralnervesystemet
Skjoldbruskkjertelkreft

Current treatment

Current standard treatment in
Norway, including references

Entrectinib and crizotinib have indications for this population; however, based on clinical feedback and latest national guidelines [1]., entrectinib is the
preferred option for TKI naive patients in Norway as efficacy is believed to be better than crizotinib — in particular in patients with CNS involvement.

- TKI therapy with entrecrotinib (600 mg x 1) should be given on the first line until progression.
- Crizotinib (250 mg x2) until progression is an option in case of intolerance to entrektinib.

Therefore, repotrectinib will be compared to entrectinib as it is the standard of care for adult patients with TKI naive ROS1-positive metastatic NSCLC.
The recommended dose for entrectinib is 600 mg once daily until disesase progression or unacceptable toxicity (oral administration).
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For ROS1 TKI-naive patients the median OS for entrectinib was

44.1 months in phase 1-2 clinical trials. Median PFS was 16.8
Describe the prognosis with current|| months [2].

treatment options, including
references

Prognosis

1L metastatic treatment for NSCLC ROS1 TKI-naive patients

The new medicinal product’s
placement in the treatment algorithm

Patients with ROS1 translocations account for 1-2% of NSCLC
adenocarcinoma patients. This corresponds to about 10 patients
per year.

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

7 Comparability to other medicinal products and inclusion in tender

o Yes, the oncology tender.
Are there existing procurements or

tenders in the therapeutic area?

with a similar mechanism of action
and/or similar effect (for the same
indication)?

Does the supplier consider the Yes, Rozlytrek (entrectinib) and Xalkori (crizotinib)

medicinal product to be comparable
to other medicinal products?
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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

TRIDENT-1 (NCT03093116) is a phase 1/2,
open-label, multi-center, first-in-human study of
the safety, tolerability, PK, and anti-tumor activity
of repotrectinib in patients with advanced solid
tumors harboring ALK, ROS1, or NTRK1-3 fusions.

Study type and design

Phase 1/2 patient eligibility
Locally advanced or metastatic solid tumors harboring ROS1 or NTRK1-3 fusion
Asymptomatic CNS metastases allowed

Phase 1 dose escalation cohorts

Phase 2 dose expansion cohorts:

ROS1+ advanced NSCLC

EXP-1: ROS1 TKI-naive (n = 110)

EXP-4: ROS1 TKI-pretreated (n = 60) (1 prior ROS1 TKI AND no prior chemo)
EXP-2: ROS1 TKI-pretreated (n = 60) (1 prior ROS1 TKI AND 1 prior

Objective

Objectives for:

o Phase 1 was the dose-escalation phase to determine first cycle dose-limiting
toxicities, MTD, biologically active dose, and RP2D. The primary endpoints
were to define DLTs and to determine MTD and RP2D

o The primary objective of phase 2 is to determine the confirmed ORR (as
assessed by BICR using RECIST v1.1) of repotrectinib in each patient
population expansion cohort of advanced solid tumors that harbor a ROS1 or
NTRK1-3 gene fusion. Secondary objectives include DOR, TTR, PFS, OS, CBR,
icORR by modified RECIST v1.1 in patients with measurable brain metastases,
PROS, and safety of repotrectinib in each expansion cohort of advanced solid
tumors that harbor a ROS1 or NTRK1-3 gene fusion.

Population

Important inclusion
and exclusion criteria

Trident-1 (EXP-1) included patients who met the following key inclusion
criteria:

- ROS1 TKI-naive ROS1+ NSCLC

- Locally advanced or metastatic solid tumor (Stage IV AJCC vers. 7)
-ECOG PS 0-1

- Age 18 years (12 years in phase Il)

Intervention (n)

Dosage, dosing
interval, duration of
treatment

The recommended dose is 160
mg orally once daily for 14 days,
followed by 160 mg orally twice
daily until disease progression or
unacceptable toxicity.

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Ongoing phase 3 study with
Crizotinib as comparator.
Current phase 1/2 data
from a single arm trial.

Endpoints

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

o Phase 1 was the dose-escalation phase to
determine first cycle dose-limiting toxicities, MTD,
biologically active dose, and RP2D. The primary
endpoints were to define DLTs and to determine
MTD and RP2D

o The primary objective of phase 2 is to determine
the confirmed ORR (as assessed by BICR using
RECIST v1.1) of repotrectinib in each patient
population expansion cohort of advanced solid
tumors that harbor a ROS1 or NTRK1-3 gene fusion.
Secondary objectives include DOR, TTR, PFS, OS,
CBR, icORR by modified RECIST v1.1 in patients
with measurable brain metastases, PROs, and
safety of repotrectinib in each expansion cohort of

advanced solid tumors that harbor a ROS1 or
measurement NTRK1-3 gene fusion.
Relevant subgroup NA
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

Median values for PFS and
DOR from the ROS1 cohorts in
the TRIDENT-1 study have
been reported with a median
follow-up of 33.9 month in the
TKl-naive cohort and 21.5
months in the 1 prior ROS1 TKI
and no prior chemo cohort
(data cutoff date of October
15, 2023 for TKl-naive cohort;
December 19, 2022 for the 3
TKl-pretreated cohorts).

Time perspective
results

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

Study Start (Actual)

2017-03-07

Primary Completion (Estimated)
2028-02-29

Study Completion (Estimated)
2028-02-29

https://clinicaltrials.gov/study/NCT03093116?
intr=Trident-1&rank=1#study-overview

Publications

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

Data from Trident-1 has
recently been published [3]

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

The following is a list of key ongoing company-sponsored trials evaluating repotrectinib:

"TRIDENT-1: A phase 1/2 study of repotrectinib in patients with advanced solid tumors
harboring ALK, ROS1, or NTRK1-3 rearrangements (NCT03093116)

"TRIDENT-3: A Study of Repotrectinib Versus Crizotinib in Participants With Locally
Advanced or Metastatic TKI-naive ROS1-positive NSCLC (NCT06140836)

"CARE: A phase 1/2 study of repotrectinib in pediatric and young adult patients
harboring ALK, ROS1, or NTRK1-3 alterations (NCT04094610)

indications?

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

BMS sees no need for a CUA due to established tender, minimal budget
consequences, and overlapping indications with relevant competitors.
Repotrectinib are showing promising results and appears to have longer
duration of response and progression-free survival than Entrectinib. We
therefore recommend the case goes straight to the procurement agency. O

If considered otherwise BM S can alternatively submit a cost minin Q1 2024.

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.

Adult patients with ROS1-positive locally advanced or metastatic
non-small cell lung cancer (NSCLC)

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

(Direct or indirect evidence)

The relevant study for this indication is Trident-1 (Phase I/1):

A Study of Repotrectinib (TPX-0005) in Patients With Advanced Solid Tumors Harboring ALK, ROS1, or NTRK1-3 Rearrangements
(TRIDENT-1) (NCT03093116).

Data from the study Trident-3 (Phase Ill) will not be available by the time of submission of the dossier.

A Study of Repotrectinib Versus Crizotinib in Participants With Locally Advanced or Metastatic Tyrosine Kinase Inhibitor (TKI)-
naive ROS1-positive Non-Small Cell Lung Cancer (NSCLC) (TRIDENT-3) (NCT06140836).

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

EORTC QLQ-C30 scores.

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

Not possible to calculate. Not yet received list price.

11 Suitable for FINOSE?

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

If no, why not?

No, it is not a FIMEA product.

Assessment Request Form (English) Version 1.1 (23.06.2023)




ASSESSMENT REQUEST FORM (ENGLISH) NYE METODER

12 Other relevant information
Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with No

clinicians at Norwegian health
trusts about this medicinal product/
indication? Yes/no

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/

[1] Helsedirektoratet. Lungekreft, mesoteliom og thymom - handlingsprogram. <https://
www.helsedirektoratet.no/retningslinjer/lungekreft-mesoteliom-og-thymom-
handlingsprogram/ikke-kurativ-behandling-av-ikke-smacellet-lungekreft/malrettet-behandling>

[2] S.H. 1. Ou, G. G. Hagopian, S. S. Zhang, and M. Nagasaka, “Comprehensive Review of
Any other relevant information? ROS1 Tyrosine Kinase Inhibitors-Classified by Structural Designs and Mutation Spectrum
(Solvent Front Mutation [G2032R] and Central B-Sheet 6 [CB6] Mutation [L2086F]),” J. Thorac.
Oncol., vol. 19, no. 5, pp. 706-718, 2024, doi: 10.1016/j.jth0.2023.12.008.

[3] Drilon et al.; TRIDENT-1 Investigators. Repotrectinib in ROS1 Fusion-Positive Non-Small-
Cell Lung Cancer. N Engl J Med. 2024 Jan 11;390(2):118-131.
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	Date: 07.10.2024
	Health technology developer: Bristol Myers Squibb (Norway) 
	name: Kristine Dahle Bryde-Erichsen
	Position: Senior Manager, Market Access
	Telephone: 0047 99 16 95 87
	Email: kristine.dahlebrydeerichsen@bms.com
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: Yes
	Trade name: Augtyro
	Generic name: Repotrectinib
	Marketing authorisation in norway: 
	ATC-code: L01EX28
	Mode of administration: capsules 
	Pharmacotherapeutic group: Repotrectinib is an inhibitor of proto-oncogene tyrosine-protein kinase ROS1 and the tropomyosin receptor tyrosine kinases (TRK) TRKA, TRKB, and TRKC.

Fusion proteins that include ROS1 or TRK domains can drive tumorigenic potential through hyperactivation of downstream signaling pathways leading to unconstrained cell proliferation.

Repotrectinib has demonstrated a dose-dependent suppression of phosphorylation of the targeted oncogenic fusion proteins, their downstream signal effectors and inhibition of cell proliferation of several human cancer cell lines expressing the targeted fusion oncogenes ROS1, TRKA, TRKB, TRKC, and corresponding mutations. Repotrectinib binds inside the boundary of the ATP-binding pocket and avoids steric interference from both solvent front and gatekeeper mutations [1].

	expected indication: Augtyro som monoterapi for behandling av lokalavansert eller metastatisk ROS1-positiv ikke-småcellet lungekreft, for voksne TKI-naive pasienter.  
	Other indications: No
	Same indications: yes, 



Rozlytrek (ID2019_115) and Xalkori (ID2017_091)




	Procedure number for marketing authorisation assessment in EMA: Procedure No. EMEA/H/C/6005
	Expected date (month/year) of CHMP positive option: The 14th of november 2024
	Expected date (month/year) marketing authorisation in norway: 
	Expected date (quarter/year) submission of documentation: Q1 2025
	testing for biomaker analysis?: Test for detection of ROS1 gene alterations in people with 

non-small cell lung cancer (NSCLC) is established in publich health service. In Norwegian clinical practice, patients are tested with immunohistochemistry for ROS1 rearrangement. Those who test positive in the immunohistological 

examination must perform a FISH, NGS or RT-PCR to confirm whether there is or is no 

rearrangement of the ROS1 gene.
	Which biomaker: ROS1 gene alteration
	Diagnostics preformance: Diagnostics are performed by the public health service.
	Establishment of other/new infrastructure: Diagnostics are established by the public health service.
	Pre-analytical requirements: Pre-analytical requirements are established by the publich health service.
	Tst extecution: Biomarker is already established in the health service.
	Description of reading of results: In Norwegian clinical practice, patients are tested with immunohistochemistry for ROS1 rearrangement. Those who test positive in the immunohistological examination must perform a FISH, NGS or RT-PCR to confirm whether there is or is no rearrangement of the ROS1 gene.
	Which patient groups: Patients with ROS1 translocations account for 1-2% of NSCLC adenocarcinoma patients. This corresponds to about 10 patients per year.
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: The ROS1 gene, located on chromosome 6, encodes a receptor tyrosine kinase in the insulin receptor family. The normal function of this receptor is not yet known. Rearrangement of the gene leads to the expression of an activated fusion protein (several different ROS1 partners have been described) that stimulates 

signalling pathways downstream of the receptor, thus acting as an oncogenic driver. Patients with ROS1 fusions are somewhat younger and do not have a history of smoking as often as other patients with NSCLC.
	Cancer treatment: Entrectinib and crizotinib have indications for this population; however, based on clinical feedback and latest national guidelines [1]., entrectinib is the preferred option for TKI naïve patients in Norway  as efficacy is believed to be better than crizotinib – in particular in patients with CNS involvement.  

- TKI therapy with entrecrotinib (600 mg x 1) should be given on the first line until progression.
- Crizotinib (250 mg x2) until progression is an option in case of intolerance to entrektinib.

Therefore, repotrectinib will be compared to entrectinib as it is the standard of care for adult patients with TKI naïve ROS1-positive metastatic NSCLC.
The recommended dose for entrectinib is 600 mg once daily until disesase progression or unacceptable toxicity (oral administration).


	Cancer: [Lungekreft]
	Prognosis: For ROS1 TKI-naïve patients the median OS for entrectinib was 44.1 months in phase 1-2 clinical trials. Median PFS was 16.8 months [2].
	The new medicinal product: 1L metastatic treatment for NSCLC ROS1 TKI-naive patients
	Patient population: Patients with ROS1 translocations account for 1-2% of NSCLC adenocarcinoma patients. This corresponds to about 10 patients per year.
	Existing procurements in therapeutic area: Yes, the oncology tender. 
	Any other medicinal products: Yes, Rozlytrek (entrectinib) and Xalkori (crizotinib) 
	Consider supplier: Yes, Rozlytrek (entrectinib) and Xalkori (crizotinib) 
	1 Study ID: TRIDENT-1 (NCT03093116) is a phase 1/2, open-label, multi-center, first-in-human study of the safety, tolerability, PK, and anti-tumor activity of repotrectinib in patients with advanced solid tumors harboring ALK, ROS1, or NTRK1-3 fusions.
	2 Study ID: 
	3 Study ID: 
	1 Study type and design: Phase 1/2 patient eligibility

Locally advanced or metastatic solid tumors harboring ROS1 or NTRK1-3 fusion

Asymptomatic CNS metastases allowed



Phase 1 dose escalation cohorts



Phase 2  dose expansion cohorts:

ROS1+ advanced NSCLC 

EXP-1: ROS1 TKI-naïve (n = 110)

EXP-4: ROS1 TKI-pretreated (n = 60) (1 prior ROS1 TKI AND no prior chemo)

EXP-2: ROS1 TKI-pretreated (n = 60) (1 prior ROS1 TKI AND 1 prior platinum-based chemo)

EXP-3: ROS1 TKI-pretreated (n = 40) (2 prior ROS1 TKIs AND no prior chemo)



NTRK+ advanced solid tumors

EXP-5: TRK TKI-naïve (n = 55)

EXP-6: TRK TKI-pretreated (n = 40)












	2 Study type and design: 
	3 Study type and design: 
	1 Objective: Objectives for:

o Phase 1 was the dose-escalation phase to determine first cycle dose-limiting toxicities, MTD, biologically active dose, and RP2D. The primary endpoints were to define DLTs and to determine MTD and RP2D

o The primary objective of phase 2 is to determine the confirmed ORR (as assessed by BICR using RECIST v1.1) of repotrectinib in each patient population expansion cohort of advanced solid tumors that harbor a ROS1 or NTRK1-3 gene fusion. Secondary objectives include DOR, TTR, PFS, OS, CBR, icORR by modified RECIST v1.1 in patients with measurable brain metastases, PROs, and safety of repotrectinib in each expansion cohort of advanced solid tumors that harbor a ROS1 or NTRK1-3 gene fusion.




	2 Objective: 
	3 Objective: 
	1 Population: Trident-1 (EXP-1) included patients who met the following key inclusion criteria: 

- ROS1 TKI-naïve ROS1+ NSCLC 

- Locally advanced or metastatic solid tumor (Stage IV AJCC vers. 7) 

- ECOG PS 0-1 

- Age ≥18 years (≥12 years in phase II) 
	2 Population: 
	3 Population: 
	1 Endpoints: o Phase 1 was the dose-escalation phase to determine first cycle dose-limiting toxicities, MTD, biologically active dose, and RP2D. The primary endpoints were to define DLTs and to determine MTD and RP2D

o The primary objective of phase 2 is to determine the confirmed ORR (as assessed by BICR using RECIST v1.1) of repotrectinib in each patient population expansion cohort of advanced solid tumors that harbor a ROS1 or NTRK1-3 gene fusion. Secondary objectives include DOR, TTR, PFS, OS, CBR, icORR by modified RECIST v1.1 in patients with measurable brain metastases, PROs, and safety of repotrectinib in each expansion cohort of advanced solid tumors that harbor a ROS1 or NTRK1-3 gene fusion.
	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: NA


	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: The recommended dose is 160 mg orally once daily for 14 days, followed by 160 mg orally twice daily until disease progression or unacceptable toxicity. 
	2 Intervention: 
	3  Intervention: 
	1 Comparator: Ongoing phase 3 study with Crizotinib as comparator. Current phase 1/2 data from a single arm trial. 
	2 Comparator: 
	3 Comparator: 
	1 Follow up time: Median values for PFS and DOR from the ROS1 cohorts in the TRIDENT-1 study have been reported with a median follow-up of 33.9 month in the TKI-naïve cohort and 21.5 months in the 1 prior ROS1 TKI and no prior chemo cohort (data cutoff date of October 15, 2023 for TKI-naïve cohort; December 19, 2022 for the 3 TKI-pretreated cohorts). 
	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: Study Start (Actual) 

2017-03-07

Primary Completion (Estimated) 

2028-02-29

Study Completion (Estimated) 

2028-02-29



https://clinicaltrials.gov/study/NCT03093116?intr=Trident-1&rank=1#study-overview
	2 Time perspective: 
	3 Time perspective: 
	1 Publications: 

Data from Trident-1 has recently been published [3] 

 
	2 Publications: 
	3 Publications: 
	Ongoing studies - further information: The following is a list of key ongoing company-sponsored trials evaluating repotrectinib: 

•TRIDENT-1: A phase 1/2 study of repotrectinib in patients with advanced solid tumors harboring ALK, ROS1, or NTRK1-3 rearrangements (NCT03093116)

•TRIDENT-3: A Study of Repotrectinib Versus Crizotinib in Participants With Locally Advanced or Metastatic TKI-naïve ROS1-positive NSCLC (NCT06140836)

•CARE: A phase 1/2 study of repotrectinib in pediatric and young adult patients harboring ALK, ROS1, or NTRK1-3 alterations (NCT04094610)




	Ongoing studies indications: 
	Type of health economic analysis: BMS sees no need for a CUA due to established tender, minimal budget consequences, and overlapping indications with relevant competitors. Repotrectinib are showing promising results and appears to have longer duration of response and progression-free survival than Entrectinib. We therefore recommend the case goes straight to the procurement agency.  �

If considered otherwise BMS can alternatively submit a cost min in Q1 2024. 

	Patient population sungroups: Adult patients with ROS1-positive locally advanced or metastatic non-small cell lung cancer (NSCLC) 
	Which documentation estimating relative efficacy: The relevant study for this indication is Trident-1 (Phase I/II):  

A Study of Repotrectinib (TPX-0005) in Patients With Advanced Solid Tumors Harboring ALK, ROS1, or NTRK1-3 Rearrangements (TRIDENT-1) (NCT03093116).  

Data from the study Trident-3 (Phase III) will not be available by the time of submission of the dossier. 

A Study of Repotrectinib Versus Crizotinib in Participants With Locally Advanced or Metastatic Tyrosine Kinase Inhibitor (TKI)-naïve ROS1-positive Non-Small Cell Lung Cancer (NSCLC) (TRIDENT-3) (NCT06140836). 
	Health related quality of life: EORTC QLQ-C30 scores. 
	Expected pharmaceutical budget: Not possible to calculate. Not yet received list price. 
	Suitable for FINOSE: No, it is not a FIMEA product. 
	Contact with clinicians at norwegian health trusts: No
	Spesific circumstances: No
	Andre relevante opplysninger? 2: [1]          Helsedirektoratet. Lungekreft, mesoteliom og thymom - handlingsprogram.   <https://www.helsedirektoratet.no/retningslinjer/lungekreft-mesoteliom-og-thymom-handlingsprogram/ikke-kurativ-behandling-av-ikke-smacellet-lungekreft/malrettet-behandling> 

[2]          S. H. I. Ou, G. G. Hagopian, S. S. Zhang, and M. Nagasaka, “Comprehensive Review of ROS1 Tyrosine Kinase Inhibitors-Classified by Structural Designs and Mutation Spectrum (Solvent Front Mutation [G2032R] and Central β-Sheet 6 [Cβ6] Mutation [L2086F]),” J. Thorac. Oncol., vol. 19, no. 5, pp. 706–718, 2024, doi: 10.1016/j.jtho.2023.12.008.

[3]          Drilon et al.; TRIDENT-1 Investigators. Repotrectinib in ROS1 Fusion-Positive Non-Small-Cell Lung Cancer. N Engl J Med. 2024 Jan 11;390(2):118-131.  


