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 3/7/24

Health technology developer || J&J Innovative Medicines
Name Kaspar Nieland

Position HEMAR Manager
Telephone 40702005

E-mail knieland@its.jnj.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 Balversa
Generic name Erdafitinib
Marketing authorisation in Norway No

ATC code LO1ENO1
Mode of administration oral

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Erdafitinib is a highly selective and potent oral pan-FGFR tyrosine kinase inhibitor with high affinity
and inhibitory activity at low nanomolar levels for all FGFR family members, FGFR 1, 2, 3 and 4. In
FGFR pathway activated cancer cell lines, the concentration required for 50% tumour growth
inhibition (IC50) is in the low nanomolar range 0.1 to 129.2 nM.

Erdafitinib demonstrated antitumour activity in FGFR-driven cell lines and xenograft models derived
from multiple tumour types, including bladder cancer.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Balversa som monoterapi er indisert til behandling av voksne pasienter med
inoperabelt eller metastatisk urotelialt karsinom (UC), med spesifikke
FGFR3-genforandringer, som har fatt minst én tidligere behandlingslinje som
inneholder en PD-1- eller PD-L1-hemmer, ved inoperabel eller metastatisk
sykdom

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/006050
authorisation assessment in EMA

Expected date (month/year) of CHMP|| pqsitive CHMP opinion receieved June 28, 2024
positive opinion

Expected date (month/year) of
marketing authorisation in Norway January 2025

Expected date (quarter/year) for September 2024
submission of documentation to

Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

Yes
Will the new method require
diagnostic testing for biomarker
analysis?

FGFR
WhiCh bion:‘arl'(er(s) are r'elevar']t and Loriot Y, Matsubara N, Park SH, Huddart RA, Burgess EF, Houede N, Banek S, Guadalupi V, Ku JH,
which publlcatlons describe this? Valderrama BP, Tran B, Triantos S, Kean Y, Akapame S, Deprince K, Mukhopadhyay S, Stone NL,

X i Siefker-Radtke AO; THOR Cohort 1 Investigators. Erdafitinib or Chemotherapy in Advanced or

Please refer to publications Metastatic Urothelial Carcinoma. N Engl J Med. 2023 Nov 23:389(21):1961-1971. doi:

10.1056/NEIM0a2308849. Epub 2023 Oct 21. PMID: 37870920

Can be performed by public health service
Do you know whether diagnostics P yp

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.?

NGS panel tests are required to identify patients with

Pre-analytical requirements )
FGFR-mutation
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)?

It is part of gene panels, but not yet commonly tested for as
Balversa is the first FGFR-targeted therapy.

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

NA

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

Patients with urothelial carcinoma, preferably at mUC diagnosis.

15-20% of mUC patients are FGFR mutated

6 Description of the disease and current treatments

Description of the disease

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

Urothelial carcinoma (UC) can be non-muscle-invasive, muscle-invasive, or locally advanced
(LA)/metastatic. It predominately affects older people who have comorbidities. LA/mUC prognosis
is poor, with a 5-year survival rate of 15% for all patients, and 8% for those with distant
metastases. LA/mUC is associated with symptoms, such as urinary problems, pain, fatigue, loss of
appetite and weight loss, and swelling in the feet, which are burdensome to patients. The
fibroblast growth factor receptors (FGFR) family of transmembrane receptor kinases are important
for cell functions such as proliferation, survival, migration, and differentiation.

Therapeutic area

Specify which field best describes
the method

Infeksjonssykdommer

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

Mage- og tarmsykdommer

Muskel-, skielett- oa bindevevssykdommer

Cancer

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

Lungekreft

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

Current treatment

Current standard treatment in
Norway, including references

Vinflunine or docetaxel

Reference: Bleerekreft - handlingsprogram 2023
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Prognosis

Describe the prognosis with current
treatment options, including
references

There are limited treatment options available after first line treatment for patients who have progressed on PD-1 or PD-LL inhibitors, with vinflunine or docetaxel as the primary treatment choices (1)

In the THOR study, SOC with vinflunine or docetaxel was associated with statsitically significant worse PFS and OS compared to erdafitinib (2):
Median survival with SOC in the THOR-trial was 7.79 months
Median PFS with SOC in the THOR-trial was 2.73 months

(1): https:/A
(2): Janssen Research and Development. Clinical Study Report - Cohort 1: A Phase 3 Study of Erdafitinib Compared with Vinflunine or Docetaxel or Pembrolizumab in Subjects with Advanced Urothelial
Cancer and Selected FGFR Gene Aberrations. 2023

The new medicinal product’s
placement in the treatment algorithm

Erdafitinib as monotherapy is indicated for the treatment of adult patients with unresectable or
metastatic urothelial carcinoma (UC), harbouring susceptible fibroblast growth factor receptor 3
(FGFR3) genetic alterations who have previously received at least one line of therapy containing a
PD-1 or PD-L1 inhibitor in the unresectable or metastatic treatment setting. These patients are
treated with vinflunine or docetaxel today.

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 relevant patient population are adult patients with
unresectable or metastatic urothelial carcinoma (UC), harbouring
susceptible FGFR3 genetic alterations who have previously
received at least one line of therapy containing a PD-1 or PD-L1
inhibitor.

Incidence of mUC is ~140, 15-20% are FGFR mutated hence 20-30
patients yearly are assumed to be relevant for erdafitinib.

Reference:
KOL interviews
Bleerekreft — handlingsprogram

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

A study of Erdafitinio Compared With Vinflunine or Docetaxel or
Pembrolizumab i Participants With Advanced Urothelial Cancer and Selected
Fibroblast Growth Factor Receptor (FGFR) Gene Aberrations (THOR)

NCT03390504

hitps: T03390504

A study of Erdafitinib Compared With Vinflunine or Docetael or
Pembrolizumab in Participants With Advanced Urothelial Cancer and Selected
Fibroblast Growth Factor Receptor (FGFR) Gene Aberrations (THOR)
NCT03390504

https://clinicaltrials.gov/study/NCT03390504

Study type and design

Cohort 1 of the THOR trial is a
randomized, open-label,
multicenter, global phase 3
trial

Cohort 2 of the THOR trial is a
randomized, open-label,
multicenter, global phase 3
trial

Objective

The purpose of this study is to evaluate efficacy of erdafitinib
versus chemotherapy or pembrolizumab in participants with
advanced urothelial cancer harboring selected fibroblast growth
factor receptor (FGFR) aberrations who have progressed after 1
or 2 prior treatments, at least 1 of which includes an
anti-programmed death ligand 1(PD-[L]1) agent (cohort 1) or 1
prior treatment not containing an anti-PD-(L) 1 agent (cohort 2).

The purpose of this study is to evaluate efficacy of erdafitinib versus

i in ici| with advanced urothelial
cancer harboring selected fibroblast growth factor receptor (FGFR)
aberrations who have progressed after 1 or 2 prior treatments, at least 1 of
which includes an anti-programmed death ligand 1(PD-[L]1) agent (cohort 1)
or 1 prior treatment not containing an anti-PD-(L) 1 agent (cohort 2).

Population

Important inclusion
and exclusion criteria

Inclusion Criteria:

- Histologic demonstration of transitional cell carcinoma of the urothelium.
Minor components (less than [<] 50 percent [%] overall) of variant histology
such as glandular or squamous differentiation, or evolution to more
aggressive such or change are
acceptable

- Metastatic or surgically unresectable urothelial cancer

- Documented progression of disease, defined as any progression that
requires a change in treatment, prior to randomization

- Cohort 1: Prior treatment with an anti-PD-(L) 1 agent as monotherapy or as

Inclusion Criteria:

- Histologic demonstration of transitional cell carcinoma of the urothelium.
Minor components (less than [<] 50 percent [%] overall) of variant histology
such as glandular or squamous differentiation, or evolution to more
aggressive such as or y change are
acceptable

- Metastatic or surgically unresectable urothelial cancer

- Documented progression of disease, defined as any progression that
requires a change in treatment, prior to randomization

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Erdafitinib

Participants will swallow erdafitinib
tablets orally at a starting dose of 8
mg once daily for 21 days in a 21-day
cycle until disease progression

Erdafitinib

Participants will swallow erdafitinib
tablets orally at a starting dose of 8
mg once daily for 21 days in a 21-day
cycle until disease progression

Comparator (n)

Dosage, dosing
interval, duration of
treatment

1. Vinflunine

Participants will receive vinflunine 320 mg/m”"2 as
a 20-minute intravenous infusion once every 3
week until progression

2. docetaxel 75 mg/m”2 as a 1 hour intravenous
infusion every 3 weeks until progression

pembrolizumab 200 mg
as a 30-minute
intravenous infusion

Endpoints

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

Primary: 03
Overall survival is measured from the date of randomization to the date of
the participant's death. If e participant is alive or the vital status is
unknown, the participant will be censored at the date the participant was last
known to be alive.

Secondary: PFS
PFS is defined as duration in days from date of randomization to disease
progression date (assessed per Response Evaluation Criteria in Solid Tumors
Version 1.1 [RECIST v1.1] by investigator) or relapse from CR or death,
whichever is reported first. RECIST 1.1, progressive disease is defined as a 20
percent (%) increase in the sum of diameters of all target lesions and a
minimum absolute increase of 5 millimeter (mm) in the sum. CR is defined as
disappearance of all target lesions, non-target lesions and normalization of
tumor marker level

Secondary: ORR

ORRis defined as the proportion of participants who achieve CR (CR;
disappearance of all target lesions and disappearance of all non-target lesions
and normalization of tumor marker level) or partial response (PR; at least a
30% decrease in the sum of diameters of target lesions, taking as reference
the baseline sum diameters), as assessed per RECIST vL.1 by the investigator.

Other Secondary Endpoints: FACT-BI, PGIS Score, VAS EQ-5D-5L, DOR, AE,
clearance of Erdafitinib.Area Under the Plasma C -Time Curve

Primary: 0S

Overall survival is measured from the date of randomization to the date of
the participant's death. If the participant is alive o the vital status is
unknown, the participant will be censored at the date the participant was last
known to be alive.

Secondary: PFS

PFS is defined as duration in days from date of randomization to disease
progression date (assessed per Response Evaluation Criteria in Solid Tumors
Version 1.1 [RECIST v1.1] by investigator) or relapse from CR or death,
whichever s reported first. RECIST 1.1, progressive disease is defined as a 20
percent (%) increase in the sum of diameters of all target lesions and a
minimum absolute increase of 5 millimeter (mm) in the sum. CR is defined as
disappearance of all target lesions, non-target lesions and normalization of
tumor marker level.

Secondary: ORR

ORR s defined as the proportion of participants who achieve CR (CR;
disappearance of all target lesions and disappearance of all non-target lesions
and normalization of tumor marker level) or partial response (PR; at least a
30% decrease in the sum of diameters of target lesions, taking as reference
the baseline sum diameters), as assessed per RECIST v1.1 by the investigator.

Other Secondary Endpoints: FACT-BI, PGIS Score, VAS EQ-5D-5L, DOR, AE,
clearance of Erdafitinib.Area Under the Plasma Ct Time Curve

Relevant subgroup
analyses

Description of any
relevant subgroup
analyses

None

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

Ongoing.

Expected follow-up time
15.9 months

Ongoing.

Expected follow-up time
15.9 months

Time perspective
results

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

15.9 month data cut
available, no updated
data cuts expected for
HTA

15.9 month data cut
available, no updated
data cuts expected for
HTA

Publications

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

Loriot Y, Matsubara N, Park SH,
Huddart RA, Burgess EF, Houede N,
et al. Erdafitinib or Chemotherapy
in Advanced or Metastatic
Urothelial Carcinoma. N Engl J
Med. 2023;389(21):1961-71

Siefker-Radtke AO, Matsubara N, Park SH, Huddart RA, Burgess EF, Ozgiirolu
M, Valderrama BP, Laguerre B, Basso U, Triantos S, Akapame S, Kean Y,

select FGFR alter: f the
randomized phase Il THOR trial. Ann Oncol. 2024 Jan;35(1):107-117. doi
10.1016/j.annonc.2023.10.003. Epub 2023 Oct 21. PMID: 37871702.

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

indications?

Are there ongoing or planned studies No
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)

Cost-per-QALY analysis

With Phase 3 H2H data against the relevant comparator for
erdafitinib in Norwegian clinical practice, a CUA will be the most
informative approach.

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 unresectable or metastatic urothelial
carcinoma (UC), harbouring susceptible FGFR3 genetic alterations
who have previously received at least one line of therapy
containing a PD-1 or PD-L1 inhibitor.

Subgroup analyses vs. only vinflunine or docetaxel

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

(Direct or indirect evidence)

Direct H2H data from THOR P3 clinical study

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

THOR

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

ca. 9.5M/year, list price

11 Suitable for FINOSE?

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

If no, why not?

Not possible for J&J to coordinate our resources cross-Nordic
currently since we are separate country organizations (as aligned
in FINOSE/Janssen dialogue meeting March 19th 2024).

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 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/

No

Any other relevant information?

Assessment Request Form (English) Version 1.1 (23.06.2023)
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	Date: 3/7/24
	Health technology developer: J&J Innovative Medicines
	name: Kaspar Nieland
	Position: HEMAR Manager
	Telephone: 40702005
	Email: knieland@its.jnj.com
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: Yes
	Trade name: Balversa
	Generic name: Erdafitinib
	Marketing authorisation in norway: No
	ATC-code: L01EN01
	Mode of administration: oral
	Pharmacotherapeutic group: Erdafitinib is a highly selective and potent oral pan-FGFR tyrosine kinase inhibitor with high affinity and inhibitory activity at low nanomolar levels for all FGFR family members, FGFR 1, 2, 3 and 4. In FGFR pathway activated cancer cell lines, the concentration required for 50% tumour growth inhibition (IC50) is in the low nanomolar range 0.1 to 129.2 nM.



Erdafitinib demonstrated antitumour activity in FGFR-driven cell lines and xenograft models derived from multiple tumour types, including bladder cancer.




	expected indication: 



Balversa som monoterapi er indisert til behandling av voksne pasienter med inoperabelt eller metastatisk urotelialt karsinom (UC), med spesifikke FGFR3-genforandringer, som har fått minst én tidligere behandlingslinje som inneholder en PD-1- eller PD-L1-hemmer, ved inoperabel eller metastatisk sykdom
	Other indications: No
	Same indications: No
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/006050
	Expected date (month/year) of CHMP positive option: Positive CHMP opinion receieved June 28, 2024
	Expected date (month/year) marketing authorisation in norway: January 2025
	Expected date (quarter/year) submission of documentation: September 2024
	testing for biomaker analysis?: Yes
	Which biomaker: FGFR



Loriot Y, Matsubara N, Park SH, Huddart RA, Burgess EF, Houede N, Banek S, Guadalupi V, Ku JH, Valderrama BP, Tran B, Triantos S, Kean Y, Akapame S, Deprince K, Mukhopadhyay S, Stone NL, Siefker-Radtke AO; THOR Cohort 1 Investigators. Erdafitinib or Chemotherapy in Advanced or Metastatic Urothelial Carcinoma. N Engl J Med. 2023 Nov 23;389(21):1961-1971. doi: 10.1056/NEJMoa2308849. Epub 2023 Oct 21. PMID: 37870920
	Diagnostics preformance: Can be performed by public health service 
	Establishment of other/new infrastructure: No
	Pre-analytical requirements: NGS panel tests are required to identify patients with FGFR-mutation 
	Tst extecution: It is part of gene panels, but not yet commonly tested for as Balversa is the first FGFR-targeted therapy. 
	Description of reading of results: NA
	Which patient groups: Patients with urothelial carcinoma, preferably at mUC diagnosis.



15-20% of mUC patients are FGFR mutated
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: Urothelial carcinoma (UC) can be non-muscle-invasive, muscle-invasive, or locally advanced (LA)/metastatic. It predominately affects older people who have comorbidities. LA/mUC prognosis is poor, with a 5-year survival rate of 15% for all patients, and 8% for those with distant metastases. LA/mUC is associated with symptoms, such as urinary problems, pain, fatigue, loss of appetite and weight loss, and swelling in the feet, which are burdensome to patients. The fibroblast growth factor receptors (FGFR) family of transmembrane receptor kinases are important for cell functions such as proliferation, survival, migration, and differentiation.
	Cancer treatment: Vinflunine or docetaxel 



Reference: Blærekreft - handlingsprogram 2023
	Cancer: [Kreft i nyrer, urinveier og mannlige kjønnsorganer]
	Prognosis: There are limited treatment options available after first line treatment for patients who have progressed on PD-1 or PD-L1 inhibitors, with vinflunine or docetaxel as the primary treatment choices (1)  



In the THOR study, SOC with vinflunine or docetaxel was associated with statsitically significant worse PFS and OS compared to erdafitinib (2):

Median survival with SOC in the THOR-trial was 7.79 months 

Median PFS with SOC in the THOR-trial was 2.73 months



(1): https://www.helsedirektoratet.no/retningslinjer/blaerekreft-handlingsprogram

(2): Janssen Research and Development. Clinical Study Report - Cohort 1: A Phase 3 Study of Erdafitinib Compared with Vinflunine or Docetaxel or Pembrolizumab in Subjects with Advanced Urothelial Cancer and Selected FGFR Gene Aberrations. 2023
	The new medicinal product: Erdafitinib as monotherapy is indicated for the treatment of adult patients with unresectable or metastatic urothelial carcinoma (UC), harbouring susceptible fibroblast growth factor receptor 3 (FGFR3) genetic alterations who have previously received at least one line of therapy containing a PD-1 or PD-L1 inhibitor in the unresectable or metastatic treatment setting. These patients are treated with vinflunine or docetaxel today.
	Patient population: The relevant patient population are adult patients with unresectable or metastatic urothelial carcinoma (UC), harbouring susceptible FGFR3 genetic alterations who have previously received at least one line of therapy containing a PD-1 or PD-L1 inhibitor.



Incidence of mUC is ~140, 15-20% are FGFR mutated hence 20-30 patients yearly are assumed to be relevant for erdafitinib. 



Reference: 

KOL interviews 

Blærekreft – handlingsprogram
	Existing procurements in therapeutic area: No
	Any other medicinal products: No
	Consider supplier: No
	1 Study ID: A Study of Erdafitinib Compared With Vinflunine or Docetaxel or Pembrolizumab in Participants With Advanced Urothelial Cancer and Selected Fibroblast Growth Factor Receptor (FGFR) Gene Aberrations (THOR)



NCT03390504



https://clinicaltrials.gov/study/NCT03390504
	2 Study ID: A Study of Erdafitinib Compared With Vinflunine or Docetaxel or Pembrolizumab in Participants With Advanced Urothelial Cancer and Selected Fibroblast Growth Factor Receptor (FGFR) Gene Aberrations (THOR)



NCT03390504



https://clinicaltrials.gov/study/NCT03390504
	3 Study ID: 
	1 Study type and design: Cohort 1 of the THOR trial is a randomized, open-label, multicenter, global phase 3 trial
	2 Study type and design: Cohort 2 of the THOR trial is a randomized, open-label, multicenter, global phase 3 trial
	3 Study type and design: 
	1 Objective: The purpose of this study is to evaluate efficacy of erdafitinib versus chemotherapy or pembrolizumab in participants with advanced urothelial cancer harboring selected fibroblast growth factor receptor (FGFR) aberrations who have progressed after 1 or 2 prior treatments, at least 1 of which includes an anti-programmed death ligand 1(PD-[L]1) agent (cohort 1) or 1 prior treatment not containing an anti-PD-(L) 1 agent (cohort 2).
	2 Objective: The purpose of this study is to evaluate efficacy of erdafitinib versus chemotherapy or pembrolizumab in participants with advanced urothelial cancer harboring selected fibroblast growth factor receptor (FGFR) aberrations who have progressed after 1 or 2 prior treatments, at least 1 of which includes an anti-programmed death ligand 1(PD-[L]1) agent (cohort 1) or 1 prior treatment not containing an anti-PD-(L) 1 agent (cohort 2).
	3 Objective: 
	1 Population: Inclusion Criteria:

- Histologic demonstration of transitional cell carcinoma of the urothelium. Minor components ( less than [<] 50 percent [%] overall) of variant histology such as glandular or squamous differentiation, or evolution to more aggressive phenotypes such as sarcomatoid or micropapillary change are acceptable

- Metastatic or surgically unresectable urothelial cancer

- Documented progression of disease, defined as any progression that requires a change in treatment, prior to randomization

- Cohort 1: Prior treatment with an anti-PD-(L) 1 agent as monotherapy or as combination therapy; no more than 2 prior lines of systemic treatment. 



Exclusion Criteria:

-Treatment with any other investigational agent or participation in another clinical study with therapeutic intent within 30 days prior to randomization

-Active malignancies (that is, requiring treatment change in the last 24 months). The only allowed exceptions are: urothelial cancer, skin cancer treated within the last 24 months that is considered completely cured, localized prostate cancer with a gleason score of 6 (treated within the last 24 months or untreated and under surveillance) and localized prostate cancer with a gleason score of 3+4 that has been treated more than 6 months prior to full study screening and considered to have a very low risk of recurrence.

-Symptomatic central nervous system metastases
	2 Population: Inclusion Criteria:

- Histologic demonstration of transitional cell carcinoma of the urothelium. Minor components ( less than [<] 50 percent [%] overall) of variant histology such as glandular or squamous differentiation, or evolution to more aggressive phenotypes such as sarcomatoid or micropapillary change are acceptable

- Metastatic or surgically unresectable urothelial cancer

- Documented progression of disease, defined as any progression that requires a change in treatment, prior to randomization



Exclusion Criteria:

-Treatment with any other investigational agent or participation in another clinical study with therapeutic intent within 30 days prior to randomization

-Active malignancies (that is, requiring treatment change in the last 24 months). The only allowed exceptions are: urothelial cancer, skin cancer treated within the last 24 months that is considered completely cured, localized prostate cancer with a gleason score of 6 (treated within the last 24 months or untreated and under surveillance) and localized prostate cancer with a gleason score of 3+4 that has been treated more than 6 months prior to full study screening and considered to have a very low risk of recurrence.

-Symptomatic central nervous system metastases
	3 Population: 
	1 Endpoints: Primary: OS

Overall survival is measured from the date of randomization to the date of the participant's death. If the participant is alive or the vital status is unknown, the participant will be censored at the date the participant was last known to be alive.



Secondary: PFS 

PFS is defined as duration in days from date of randomization to disease progression date (assessed per Response Evaluation Criteria in Solid Tumors Version 1.1 [RECIST v1.1] by investigator) or relapse from CR or death, whichever is reported first. RECIST 1.1, progressive disease is defined as a 20 percent (%) increase in the sum of diameters of all target lesions and a minimum absolute increase of 5 millimeter (mm) in the sum. CR is defined as disappearance of all target lesions, non-target lesions and normalization of tumor marker level.



Secondary: ORR

ORR is defined as the proportion of participants who achieve CR (CR; disappearance of all target lesions and disappearance of all non-target lesions and normalization of tumor marker level) or partial response (PR; at least a 30% decrease in the sum of diameters of target lesions, taking as reference the baseline sum diameters), as assessed per RECIST v1.1 by the investigator.



Other Secondary Endpoints: FACT-BI, PGIS Score, VAS EQ-5D-5L, DOR, AE, clearance of Erdafitinib,Area Under the Plasma Concentration-Time Curve from Time Zero to Time 't' (AUC[0-t]) of Erdafitinib
	2  Endpoints: Primary: OS

Overall survival is measured from the date of randomization to the date of the participant's death. If the participant is alive or the vital status is unknown, the participant will be censored at the date the participant was last known to be alive.



Secondary: PFS 

PFS is defined as duration in days from date of randomization to disease progression date (assessed per Response Evaluation Criteria in Solid Tumors Version 1.1 [RECIST v1.1] by investigator) or relapse from CR or death, whichever is reported first. RECIST 1.1, progressive disease is defined as a 20 percent (%) increase in the sum of diameters of all target lesions and a minimum absolute increase of 5 millimeter (mm) in the sum. CR is defined as disappearance of all target lesions, non-target lesions and normalization of tumor marker level.



Secondary: ORR

ORR is defined as the proportion of participants who achieve CR (CR; disappearance of all target lesions and disappearance of all non-target lesions and normalization of tumor marker level) or partial response (PR; at least a 30% decrease in the sum of diameters of target lesions, taking as reference the baseline sum diameters), as assessed per RECIST v1.1 by the investigator.



Other Secondary Endpoints: FACT-BI, PGIS Score, VAS EQ-5D-5L, DOR, AE, clearance of Erdafitinib,Area Under the Plasma Concentration-Time Curve from Time Zero to Time 't' (AUC[0-t]) of Erdafitinib
	3 Endpoints: 
	1 Relevant subgroup: None 
	2 Relevant subgroup: None
	3 Relevant subgroup: 
	1 Intervention:  Erdafitinib

Participants will swallow erdafitinib tablets orally at a starting dose of 8 mg  once daily for 21 days in a 21-day cycle until disease progression
	2 Intervention: Erdafitinib

Participants will swallow erdafitinib tablets orally at a starting dose of 8 mg  once daily for 21 days in a 21-day cycle until disease progression
	3  Intervention: 
	1 Comparator: 1. Vinflunine 

Participants will receive vinflunine 320 mg/m^2 as a 20-minute intravenous infusion once every 3 week until progression



2. docetaxel 75 mg/m^2 as a 1 hour intravenous infusion every 3 weeks until progression
	2 Comparator: pembrolizumab 200 mg as a 30-minute intravenous infusion


	3 Comparator: 
	1 Follow up time: Ongoing. 



Expected follow-up time 15.9 months 
	2 Follow up time: Ongoing. 



Expected follow-up time 15.9 months 
	3 Follow up time: 
	1 Time perspective: 15.9 month data cut available, no updated data cuts expected for HTA
	2 Time perspective: 15.9 month data cut available, no updated data cuts expected for HTA
	3 Time perspective: 
	1 Publications: Loriot Y, Matsubara N, Park SH, Huddart RA, Burgess EF, Houede N, et al. Erdafitinib or Chemotherapy in Advanced or Metastatic Urothelial Carcinoma. N Engl J Med. 2023;389(21):1961-71
	2 Publications: Siefker-Radtke AO, Matsubara N, Park SH, Huddart RA, Burgess EF, Özgüroğlu M, Valderrama BP, Laguerre B, Basso U, Triantos S, Akapame S, Kean Y, Deprince K, Mukhopadhyay S, Loriot Y; THOR cohort 2 investigators. Erdafitinib versus pembrolizumab in pretreated patients with advanced or metastatic urothelial cancer with select FGFR alterations: cohort 2 of the randomized phase III THOR trial. Ann Oncol. 2024 Jan;35(1):107-117. doi: 10.1016/j.annonc.2023.10.003. Epub 2023 Oct 21. PMID: 37871702.
	3 Publications: 
	Ongoing studies - further information: No
	Ongoing studies indications: No
	Type of health economic analysis: Cost-per-QALY analysis 

With Phase 3 H2H data against the relevant comparator for erdafitinib in Norwegian clinical practice, a CUA will be the most informative approach. 
	Patient population sungroups: Adult patients with unresectable or metastatic urothelial carcinoma (UC), harbouring susceptible FGFR3 genetic alterations who have previously received at least one line of therapy containing a PD-1 or PD-L1 inhibitor.

Subgroup analyses vs. only vinflunine or docetaxel
	Which documentation estimating relative efficacy: Direct H2H data from THOR P3 clinical study
	Health related quality of life: THOR 
	Expected pharmaceutical budget: ca. 9.5M/year, list price 
	Suitable for FINOSE: Not possible for J&J to coordinate our resources cross-Nordic currently since we are separate country organizations (as aligned in FINOSE/Janssen dialogue meeting March 19th 2024).
	Contact with clinicians at norwegian health trusts: No
	Spesific circumstances: No
	Andre relevante opplysninger? 2: No 


