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 19/03/2024

Health technology developer || Astellas Pharma

Name Sara Nordling

Position Market Access, Associate Director
Telephone +45 4343 0355

E-mail sara.nordling@astellas.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
active substance?

No. New combination.

Trade name

Padcev + Keytruda

Generic name

Enfortumab vedotin + pembrolizumab

Marketing authorisation in Norway

Astellas Pharma

ATC code

Enfortumab vedotin: LO1FX13, pembrolizumab: LO1FF02

Mode of administration

Enfortumab vedotin: Powder for concentrate for solution for infusion. Intravenous use.
Pembrolizumab: Concentrate for solution for infusion. Intravenous use

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Enfortumab vedotin is an antibody drug conjugate (ADC) targeting Nectin-4, an
adhesion protein located on the surface of the urothelial cancer cells. It is
comprised of a fully human IgG1-kappa antibody conjugated to the
microtubule-disrupting agent MMAE via a protease-cleavable maleimidocaproyl
valine-citrulline linker. [1]

Pembrolizumab is a humanised monoclonal anti-programmed cell death-1 (PD-1)
antibody, IgG4/kappa isotype with a stabilising sequence alteration in the Fc
region. [2]

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

In English:

"Enfortumab vedotin in combination with pembrolizumab for the treatment of
locally advanced (La) or metastatic urothelial carcinoma (mUC) in adults who are
eligible for platinum-based chemotherapy."

In Norwegian:

"Enfortumab vedotin i kombinasjon med pembrolizumab til behandling av
lokalavansert eller metastatisk urotelialt karsinom hos voksne som er kvalifisert
for platinabasert kjemoterapi."

3 Assessment history

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

If yes, enter the Nye metoder ID
number

Yes, both products:

Enfortumab vedotin has previously been assemed as "monotherapy in patients with locally advanced
or metastatic urothelial cancer who have previously received a platinum-containing chemotherapy
and a programmed death receptor 1 or programmed death ligand 1 inhibitor (PD-1/PD-L1)"
(ID2021-096)

Pembrolizumab has previously been assessed as a monotherapy for a similar indication (ID number
ID2018_001) and as well as several other oncology indications.

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

If yes, enter the Nye metoder ID
number

Only similiar indications:

- Atezolizumab (Tecentrig) monotherapy for cis-ineligible PD-1/L1 high:
ID2021_034

- Pembrolizumab (Keytruda) monotherapy for cis-ineligible PD-1/L1 high:
ID2018_001

- Avelumab (Bavencio) maintenance after platinum based chemotherapy:
ID2020_083
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4 Expected timeline

Procedure number for the marketing EMEA/H/C/005392/11/0013 (Astellas submission of the new indication)
authorisation assessment in EMA EMEA/H/C/003820/11/0150 (MSD submission of the new indication)

Expected date (month/year) of CHMP|| July/2024
positive opinion

Expected date (month/year) of September/2024
marketing authorisation in Norway

Expected date (quarter/year) for Shortly after CHMP positive opinion (assumed early Q3/2024)

submission of documentation to
Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

No testing for biomarker analysis needed.

Will the new method require
diagnostic testing for biomarker
analysis?

Not relevant (see above).
Which biomarker(s) are relevant and

which publications describe this?

Please refer to publications

Not relevant (see above)
Do you know whether diagnostics
can be performed by the public
health service or whether it must be
performed by an external supplier?

Willintroduction of the new method || No additional requirements of other/new infrastructure needed.
require establishment of other/new
infrastructure?

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

Pre-analytical requirements No additional pre-analytical requirements needed.

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)?

No additional specific testing needed.

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

N/A
Description of reading of results
including data analysis program if
necessary.

N/A

6 Description of the disease and current treatments

Description of the disease

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

Bladder cancer (BC) is the most common malignancy in the urinary system and is ranked the tenth most frequent cancer worldwide.
Urothelial carcinoma (also known as transitional cell carcinoma) is the most common type of BC, accounting for 90— 95% of BCs [3]
Urothelial carcinoma is often characterized clinically by the extent of invasion and can be non-muscle invasive bladder cancer (i.e.
carcinoma in situ), muscle invasive bladder cancer, or metastatic [4]. The incidence of BC is approximately 4-fold higher in men than
women. [5] Patients with BC are often present with urinary symptoms (including frequent urination, pain during urination,
incomplete/difficulty emptying the bladder during urination, hematuria), and lower back or abdominal pain. Patients with metastatic
disease may also experience fatigue and weight loss or appetite loss, and pain specific to the site of metastasis [6]

Therapeutic area

Specify which field best describes
the method

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

Mage- og tarmsykdommer

Muskel-, skjelett- og bindevevssykdommer

Nevroloaqi

Cancer

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

Hode- og halskreft

Hudkreft

Lungekreft

Kreft i nyrer, urinveier og mannlige kjgnnsorganer
Kreft i sentralnervesystemet

Current treatment

Current standard treatment in
Norway, including references

If patients are eligible for cisplatin, the standard of care is cisplatin plus gemcitabine. In
cases where cisplatin is contraindicated due to impaired renal function, reduced general
condition, or organ failure, the combination of carboplatin and gemcitabine may be
considered. Combination therapy with avelumab as maintenance treatment is
recommended for patients who have not progressed after 1st line treatment with
platinum-based chemotherapy for 4-6 cycles. [7]

Assessment Request Form (English) Version 1.1 (23.06.2023)




ASSESSMENT REQUEST FORM (ENGLISH)

NYE METODER

Prognosis

Describe the prognosis with current
treatment options, including
references

Prognosis is poor for platinum-based regimes for patients with La/mUC, with less than
15% of patients surviving beyond 5 years. Median overall survival with 1L Platinum-based
chemotherapy (monotherapy) ranges from 9-15 months. [8] Median overall survival with
platinum-based chemotherapy followed by avelumab maintenance in the Javelin-100
study was approx. 21 months for patients who had not progressed with first-line
chemotherapy [9]

The new medicinal product’s
placement in the treatment algorithm

First-line treatment for patients with previously untreated locally
advanced or metastatic urothelial cancer eligible for
platinum-based chemotherapy.

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

Patients with previously untreated locally advanced or metastatic urothelial
cancer who are eligble for platinum-based chemotherapy.

Incidence rates for bladder and urinary tract cancers in Norway from 2017-2021
were 46.2 person-years per 100,000 for men and 13.0 person-years per 100,000
for women [10]. However, only a small portion of these cases are incident
locally advanced or metastatic urothelial carcinoma. It is expected that ~10% of
bladder cancer are locally advanced or metastatic urothelial carcinoma at the
time of diagnosis. [11]

In a previous assessment of avelumab (1D2020_083), clinical experts estimated
that 100-120 patients were candidates for platinum-based chemotherapy per
year [12]. Therefore, we expect that a similar estimate applies for enfortumab
vedotin and pembrolizumab in combination.

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

Yes, pembrolizumab is included in the oncology tender.

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

Yes. Other PD-1/L1 inhibitors include pembrolizumab and atezolizumab. Maintenance
treatment with avelumab is recommended for patients who have not progressed after
1st-line treatment with platinum-based chemotherapy for 4-6 cycles.

Does the supplier consider the
medicinal product to be comparable
to other medicinal products?

No. The combination of an antibody-drug conjugate (enfortumab vedotin) and PD-1/L1
inhibitor (pembrolizumab) shows enhanced antitumor activity with lasting antitumor
immumity, findings that suggest complementary mechanism of action. [13,14]
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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

EV-302 (NCT04223856)
https://classic.clinicaltrials.gov/ct2/show/study/NCT
04223856?term=NCT04223856&draw=2&rank=1
(Also known as KEYNOTE-A39)

Study type and design

An Open-label, Randomized, Controlled Phase
3 Study of Enfortumab Vedotin in
Combination With Pembrolizumab Versus
Chemotherapy Alone in Previously Untreated
Locally Advanced or Metastatic Urothelial
Cancer.

Objective

Key Objective: To assess the safety and
tolerability of first-line enfortumab vedotin
in combination with pembrolizumab in
patients with advanced urothelial cancer
(auC) who are cisplatin-ineligible.

Population

Important inclusion
and exclusion criteria

Previously untreated patients with locally advanced or metastatic urothelial
cancer.

Key inclusion criteria: age 18 or older; histologically documented la/mUC
(including squamous differentiation and mixed cell types); Eastern
Cooperative Oncology group performance status score of 0-2 (on a 5-point
scale; higher scores indicate greater disability); investigator-assessed life
expectancy of 3 or more months; measurable disease according to RECIST
v1.117; adequate organ function, and were eligible for pembrolizumab
therapy.

Key exclusion criteria: pre-existing grade 2 or higher sensory or motor

Intervention (n)

Dosage, dosing
interval, duration of
treatment

EV + P (3-week cycles):

Enfortumab vedotin: 1.25 mg/kg; IV on days 1 and 8 per
3-week cycle. Pembrolizumab: 200 mg; IV on day 1 per
3-week cycle. Enfortumab vedotin could be administered for
an unlimited number of cycles until a protocol defined
reason for study discontinuation occured. Pembrolizumab
could be administered for a maximum of 35 cycles or a
protocol-defined reason for study discontinuation occured,
whichever was first

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Platinum-based chemotherapy (3-week cycles)

Cisplatin eligible:
Cisplatin: Q3W IV infusion
Genmitabine: IV infusion on Days 1 and 8 of every 3-week cycle

Cisplatin ineligible:

Carboplatin: Q3W IV infusion

Gemitabine: IV infusion on Days 1 and 8 of every 3-week cycle
Dosed according ot local guidelines

Cisplatin or plus Id be fora

Endpoints

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

Primary endpoints:

1) Duration of progression-free survival (PFS) per Response Evaluation
Criteria in Solid Tumors (RECIST) v1.1 by blinded independent central review
(BICR) (Arms A and B only, global population) [ Time Frame: Up to
approximately 5 years ]. Defined as the time from randomization to first
documentation of disease progression per RECIST v1.1 by BICR, or to death
due to any cause, whichever comes first.

2) Duration of Overall survival (0S) (Arms A and B only, global population)
[ Time Frame: Up to approximately 5 years . O is defined as the time from
date of randomization to date of death due to any cause.

Secondary endpoints:

1) Objective response rate (ORR) per RECIST v1.1 by BICR (Arms A and B only)
[ Time Frame: Up to approximately 5 years ]. Defined as the proportion of
subjects with confirmed CR or PR according to RECIST v1.1

2) Time to pain progression (TTPP) (Arms A and B only) [ Time Frame: Up to
approximately 5 years ] Defined as the time from randomization to the first
date a subject experi pain ion. Pain is defined as
either an increase of 2 or more points from baseline on question 3 of the

measuremen t :;ed!“::[\glnvemory - Short Form (BPI-SF) or initiation of new opioid pain
The trial includes a list of

Relevant subgroup pre-specified subgroups,
analyses including cisplatin eliglibility

. eligible/ineligible),
Description of any En e%astas es gible)
relevant subgroup || (nresent/absent) and PD-L1
analyses

expression (High/low)

Assessment Request Form (English) Version 1.1 (23.06.2023)




ASSESSMENT REQUEST FORM (ENGLISH)

NYE METODER

Study 1

Study 2

Study 3

Follow up time

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

The trial is ongoing. The
data to be presented in
this application are based
on the 8 August 2023 data
cut-off (median follow-up
of 17.2 months [range:

data cut-offs

the data expected 0.07-37.16)).

to be available for

assessment by the

Norwegian Medicines

Agency as well as the

expected/planned

total follow-up time

for the study

Time perspective Study started:

results 06.01.2020

Ongoing or Primary completion date:

completed study? 08.08.2023 )

Available and future Study completion date:
20.09.2027

Publications

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

REF 14: Powles T, etal. N
Engl J Med 2024;390:
875-88.

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 EV-302 trial (NCT04223856) is ongoing. A new data-cut is not
expected to be available for this assessment.

indications?

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

Yes - In Muscle Invasive Bladder Cancer (MIBC):

EV-303 (also known as KEYNOTE-905): neoadjuvant enfortumab vedotin + pembrolizumab in
cisplatin ineligible patients

EV-304 (also known as KEYNOTE-B15): neoadjuvant enfortumab vedotin + pembrolizumab in
cisplatin eligible patients

Assessment Request Form (English) Version 1.1 (23.06.2023)




ASSESSMENT REQUEST FORM (ENGLISH)

NYE METODER

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)

We expect that a cost-utility analysis is required for the
assessment of this indication.

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.

The base case for the health economic analysis will include
patients with previously untreated locally advanced or metastatic
urothelial cancer (intent-to-treat population) who are eligible for
platinum-based chemotherapy.

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

(Direct or indirect evidence)

The EV-302 trial directly compares enfortumab vedotin +
pembrolizumab with platinum-based chemotherapy.

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

HRQoL data will be derived from the EV-302 trial measured as
EQ-5D-5L.

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

Patient estimate is above. The estimated budget impact is to be
included in the dossier

11 Suitable for FINOSE?

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

If no, why not?

No. Different requirements apply for HTA assessments of new
indications across the Nordics. In this case it is expected to be
more efficient and suitable to tailor the assessment to each
national agency specifically.
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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/

Reference:
1. EMA. Padcev | European Medicines Agency. www.ema.europa.eu
2. EMA. Keytruda | European Medicines Agency. www.ema.europa.eu
3. Berdik C, et al. Unlocking bladder cancer. Nature 2017; 8;551(7679), pp. 34-5.
4. Ghatalia P, et al. Approved checkpoint inhibitors in bladder cancer: which drug should be used when? Ther Adv Med Oncol, 2018; 10(10)
5. Nordcan. Bladder_and_urinary_tract. Norway. (data accessed March 2024). https://gco.iarc. _and_urinary_tract-280-norway-578.pdf6. 6.
6. Witjes J et al EAU Guidelines on Muscle-invasive and Metastatic Bladder Cancer [Internet version January 2023]. Available from:
) P e

7. Helsedirektoratet. Palliativ behandling. Bleerekreft - handlingsplan (Internet version 2023) https://www, ingli iv-behandling
8. von der Maase H, et al. Gemcitabine and cisplatin versus methotrexate, vinblastine, doxorubicin, and cisplatin in advanced or metastatic bladder cancer: results of  large, randomized, multinational,
multicenter, phase Il study. J Clin Oncol. 2000;17:3068-77.
Anv ot h erre | evant in fO rmation 2 9. Powles et al. Avelumab Maintenance Therapy for Advanced or Metastatic Urothelial Carcinoma. N Engl ] Med 2020; 383:1218-1230)
Yy H 10. Karttunen E, et l. Incidence, mortality and relative survival of patients with cancer of the bladder and upper urothelial tract in the Nordic countries between 1990 and 2019, Scandinavian Journal of

Urology, 2023; 57:1-6, 15-21.

11. Atezolizumab (Tecentriq) - Indikasjon XVIIl: Monoterapi til behandling av voksne med lokalavansert eller metastatisk urotelialt karsinom som ikke anses som egnet for cisplatin og hvor tumor har et
PD-L1-uttrykk 5%. Forenklet metodevurdering for legemidler finansiert i spesialisthelsetjenesten ID2021_034
12. Avelumab (Bavencio) - Indikasjon il til forstelinje av voksne pasienter med lokalavansert eller metastatisk urotelialt karsinom som ikke har progrediert etter

i i Forenklet for legemidler finansiert i spesialisthelsetjenesten ID2020_083.

13. Olson D et al. ) Immunother Cancer 2022;10: Suppl 2:A1231. abstract;
14. Powles T, et al. Enfortumab Vedotin With Pembrolizumab Doubles Survival in Bladder Cancer. N Engl ) Med 2024;390:875-88.
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	Date: 19/03/2024
	Health technology developer: Astellas Pharma
	name: Sara Nordling
	Position: Market Access, Associate Director
	Telephone: +45 4343 0355
	Email: sara.nordling@astellas.com
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: No. New combination. 
	Trade name: Padcev + Keytruda
	Generic name: Enfortumab vedotin + pembrolizumab
	Marketing authorisation in norway: Astellas Pharma
	ATC-code: Enfortumab vedotin: L01FX13, pembrolizumab: L01FF02 
	Mode of administration: Enfortumab vedotin: Powder for concentrate for solution for infusion. Intravenous use.

Pembrolizumab: Concentrate for solution for infusion. Intravenous use
	Pharmacotherapeutic group: Enfortumab vedotin is an antibody drug conjugate (ADC) targeting Nectin-4, an adhesion protein located on the surface of the urothelial cancer cells. It is comprised of a fully human IgG1-kappa antibody conjugated to the microtubule-disrupting agent MMAE via a protease-cleavable maleimidocaproyl valine-citrulline linker. [1]

Pembrolizumab is a humanised monoclonal anti-programmed cell death-1 (PD-1) antibody, IgG4/kappa isotype with a stabilising sequence alteration in the Fc region. [2]
	expected indication: In English:

"Enfortumab vedotin in combination with pembrolizumab for the treatment of locally advanced (La) or metastatic urothelial carcinoma (mUC) in adults who are eligible for platinum-based chemotherapy."

In Norwegian: 

"Enfortumab vedotin i kombinasjon med pembrolizumab til behandling av lokalavansert eller metastatisk urotelialt karsinom hos voksne som er kvalifisert for platinabasert kjemoterapi."
	Other indications: Yes, both products:



Enfortumab vedotin has previously  been assemed as "monotherapy in patients with locally advanced or metastatic urothelial cancer who have previously received a platinum-containing chemotherapy and a programmed death receptor 1 or programmed death ligand 1 inhibitor (PD-1/PD-L1)" (ID2021-096)



Pembrolizumab has previously been assessed as a monotherapy for a similar indication (ID number ID2018_001) and as well as several other oncology indications.
	Same indications: Only similiar indications: 

- Atezolizumab (Tecentriq) monotherapy for cis-ineligible PD-1/L1 high: ID2021_034 

- Pembrolizumab (Keytruda) monotherapy for cis-ineligible PD-1/L1 high: ID2018_001

- Avelumab (Bavencio) maintenance after platinum based chemotherapy: ID2020_083
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/005392/II/0013 (Astellas submission of the new indication)

EMEA/H/C/003820/II/0150 (MSD submission of the new indication)
	Expected date (month/year) of CHMP positive option: July/2024
	Expected date (month/year) marketing authorisation in norway: September/2024
	Expected date (quarter/year) submission of documentation: Shortly after CHMP positive opinion (assumed early Q3/2024)
	testing for biomaker analysis?: No testing for biomarker analysis needed.
	Which biomaker: Not relevant (see above).
	Diagnostics preformance: Not relevant (see above)
	Establishment of other/new infrastructure: No additional requirements of other/new infrastructure needed.
	Pre-analytical requirements: No additional pre-analytical requirements needed.
	Tst extecution: No additional specific testing needed.
	Description of reading of results: N/A
	Which patient groups: N/A
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: Bladder cancer (BC) is the most common malignancy in the urinary system and is ranked the tenth most frequent cancer worldwide. Urothelial carcinoma (also known as transitional cell carcinoma) is the most common type of BC, accounting for 90–95% of BCs [3] Urothelial carcinoma is often characterized clinically by the extent of invasion and can be non-muscle invasive bladder cancer (i.e. carcinoma in situ), muscle invasive bladder cancer, or metastatic [4]. The incidence of BC is approximately 4-fold higher in men than women. [5] Patients with BC are often present with urinary symptoms (including frequent urination, pain during urination, incomplete/difficulty emptying the bladder during urination, hematuria), and lower back or abdominal pain. Patients with metastatic disease may also experience fatigue and weight loss or appetite loss, and pain specific to the site of metastasis [6]
	Cancer treatment: If patients are eligible for cisplatin, the standard of care is cisplatin plus gemcitabine. In cases where cisplatin is contraindicated due to impaired renal function, reduced general condition, or organ failure, the combination of carboplatin and gemcitabine may be considered. Combination therapy with avelumab as maintenance treatment is recommended for patients who have not progressed after 1st line treatment with platinum-based chemotherapy for 4-6 cycles. [7] 
	Cancer: [Kreft i nyrer, urinveier og mannlige kjønnsorganer]
	Prognosis: Prognosis is poor for platinum-based regimes for patients with La/mUC, with less than 15% of patients surviving beyond 5 years. Median overall survival with 1L Platinum-based chemotherapy (monotherapy) ranges from 9-15 months. [8] Median overall survival with platinum-based chemotherapy followed by avelumab maintenance in the Javelin-100 study was approx. 21 months for patients who had not progressed with first-line chemotherapy  [9] 
	The new medicinal product: First-line treatment for patients with previously untreated locally advanced or metastatic urothelial cancer eligible for platinum-based chemotherapy. 
	Patient population: Patients with previously untreated locally advanced or metastatic urothelial cancer who are eligble for platinum-based chemotherapy. 

 

Incidence rates for bladder and urinary tract cancers in Norway from 2017-2021 were 46.2 person-years per 100,000 for men and 13.0 person-years per 100,000 for women [10]. However, only a small portion of these cases are incident locally advanced or metastatic urothelial carcinoma. It is expected that ~10% of bladder cancer are locally advanced or metastatic urothelial carcinoma at the time of diagnosis. [11] 

In a previous assessment of avelumab (ID2020_083), clinical experts estimated that 100-120 patients were candidates for platinum-based chemotherapy per year [12]. Therefore, we expect that a similar estimate applies for enfortumab vedotin and pembrolizumab in combination. 


	Existing procurements in therapeutic area: Yes, pembrolizumab is included in the oncology tender.
	Any other medicinal products: Yes. Other PD-1/L1 inhibitors include pembrolizumab and atezolizumab. Maintenance treatment with avelumab is recommended for patients who have not progressed after 1st-line treatment with platinum-based chemotherapy for 4-6 cycles.


	Consider supplier: No. The combination of an antibody-drug conjugate (enfortumab vedotin) and PD-1/L1 inhibitor (pembrolizumab) shows enhanced antitumor activity with lasting antitumor immumity, findings that suggest complementary mechanism of action. [13,14]
	1 Study ID: EV-302 (NCT04223856)

https://classic.clinicaltrials.gov/ct2/show/study/NCT04223856?term=NCT04223856&draw=2&rank=1

(Also known as KEYNOTE-A39) 
	2 Study ID: 
	3 Study ID: 
	1 Study type and design: An Open-label, Randomized, Controlled Phase 3 Study of Enfortumab Vedotin in Combination With Pembrolizumab Versus Chemotherapy Alone in Previously Untreated Locally Advanced or Metastatic Urothelial Cancer.
	2 Study type and design: 
	3 Study type and design: 
	1 Objective: Key Objective: To assess the safety and tolerability of first-line enfortumab vedotin in combination with pembrolizumab in patients with advanced urothelial cancer (aUC) who are cisplatin-ineligible.
	2 Objective: 
	3 Objective: 
	1 Population:  Previously untreated patients with locally advanced or metastatic urothelial cancer.

Key inclusion criteria: age 18 or older; histologically documented la/mUC (including squamous differentiation  and mixed cell types); Eastern Cooperative Oncology group performance status score of 0-2 (on a 5-point scale; higher scores indicate greater disability); investigator-assessed life expectancy of 3 or more months; measurable disease according to RECIST v1.117; adequate organ function, and were eligible for pembrolizumab therapy. 

Key exclusion criteria: pre-existing grade 2 or higher sensory or motor neuropathy; active CNS metastases; uncontrolled diabetes (defined as hemoglobin A1c [HbA1c] > 8% or HbA1c 7% to < 8% with associated diabetes symptoms) 



Full list of eligiblity criteria located via: https://classic.clinicaltrials.gov/ct2/show/NCT04223856?term=NCT04223856&draw=2&rank=1
	2 Population: 
	3 Population: 
	1 Endpoints: Primary endpoints: 
1) Duration of progression-free survival (PFS) per Response Evaluation Criteria in Solid Tumors (RECIST) v1.1 by blinded independent central review (BICR) (Arms A and B only, global population) [ Time Frame: Up to approximately 5 years ]. Defined as the time from randomization to first documentation of disease progression per RECIST v1.1 by BICR, or to death due to any cause, whichever comes first.

2) Duration of Overall survival (OS) (Arms A and B only, global population) [ Time Frame: Up to approximately 5 years ]. OS is defined as the time from date of randomization to date of death due to any cause.

Secondary endpoints: 
1) Objective response rate (ORR) per RECIST v1.1 by BICR (Arms A and B only) [ Time Frame: Up to approximately 5 years ]. Defined as the proportion of subjects with confirmed CR or PR according to RECIST v1.1

2) Time to pain progression (TTPP) (Arms A and B only) [ Time Frame: Up to approximately 5 years ] Defined as the time from randomization to the first date a subject experiences a pain progression. Pain progression is defined as either an increase of 2 or more points from baseline on question 3 of the Brief Pain Inventory - Short Form (BPI-SF) or initiation of new opioid pain medication.

3) Mean change from baseline in worst pain at Week 26 (Arms A and B only) [ Time Frame: Up to approximately 6 months ]. Using the BPI-SF question 3, mean change from baseline in worst pain will be calculated for each postbaseline assessment timepoint for Arm A and Arm B.

4) Duration of PFS per RECIST v1.1 by investigator assessment (Arms A and B only) [ Time Frame: Up to approximately 5 years ]. Defined as the time from randomization to first documentation of disease progression per RECIST v1.1, or to death due to any cause, whichever comes first

5) ORR per RECIST v1.1 by investigator assessment (Arms A and B only) [ Time Frame: Up to approximately 5 years ]. Defined as the proportion of subjects with confirmed CR or PR according to RECIST v1.1

6) Duration of response (DOR) per RECIST v1.1 by BICR (Arms A and B only) [ Time Frame: Up to approximately 5 years ]. Defined as the time from first documented response of CR or PR (that is subsequently confirmed) to the first documented disease progression per RECIST v1.1, or to death due to any cause, whichever comes first

7) DOR per RECIST v1.1 by investigator assessment (Arms A and B only) [ Time Frame: Up to approximately 5 years ]. Defined as the time from first documented response of CR or PR (that is subsequently confirmed) to the first documented disease progression per RECIST v1.1, or to death due to any cause, whichever comes first

8) Disease control rate (DCR) per RECIST v1.1 by BICR (Arms A and B only) [ Time Frame: Up to approximately 5 years ]. Defined as the proportion of subjects with confirmed CR, PR, or SD according to RECIST v1.1

9) DCR per RECIST v1.1 by investigator assessment (Arms A and B only) [ Time Frame: Up to approximately 5 years ]. Defined as the proportion of subjects with confirmed CR, PR, or SD according to RECIST v1.1

10) Change from baseline in patient reported outcome assessment measured by the EuroQOL Five Dimensions Questionnaire 5L (EQ-5D-5L) [ Time Frame: Up to approximately 5 years ]. The EQ-5D-5L is a standardized instrument developed by the EuroQol Group for use as a generic, preference-based measure of health outcomes. The EQ-5D-5L is a 5-item self-reported measure of functioning and wellbeing, which assesses 5 dimensions of health, including mobility, self-care, usual activities, pain/discomfort, and anxiety/depression. Each dimension comprises 5 levels (no problems, slight problems, moderate problems, severe problems, extreme problems). A unique EQ-5D-5L health state is defined by combining 1 level from each of the 5 dimensions. This questionnaire also records the respondent's self-rated health status on a vertical graduated (0 = the worst health a participant can imagine to 100 = the best health a participant can imagine) visual analogue scale.

11) Mean scores in patient reported outcome assessment measured by the EQ-5D-5L [ Time Frame: Up to approximately 5 years ]. The EQ-5D-5L is a standardized instrument developed by the EuroQol Group for use as a generic, preference-based measure of health outcomes. The EQ-5D-5L is a 5-item self-reported measure of functioning and wellbeing, which assesses 5 dimensions of health, including mobility, self-care, usual activities, pain/discomfort, and anxiety/depression. Each dimension comprises 5 levels (no problems, slight problems, moderate problems, severe problems, extreme problems). A unique EQ-5D-5L health state is defined by combining 1 level from each of the 5 dimensions. This questionnaire also records the respondent's self-rated health status on a vertical graduated (0 = the worst health a participant can imagine to 100 = the best health a participant can imagine) visual analogue scale.

12) Change from baseline in patient reported outcome assessment measured by European Organisation for Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire Core 30 (QLQ-C30) [ Time Frame: Up to approximately 5 years ]. EORTC-QLQ-C30 is a cancer-specific 30-item questionnaire. Participants rate items on a four-point scale, with 1 as "not at all" and 4 as "very much." A change of 5 - 10 points is considered a small change. A change of 10 - 20 points is considered a moderate change.

13) Mean scores in patient reported outcome assessment measured by EORTC QLQ-C30 [ Time Frame: Up to approximately 5 years ]
EORTC-QLQ-C30 is a cancer-specific 30-item questionnaire. Participants rate items on a four-point scale, with 1 as "not at all" and 4 as "very much." A change of 5 - 10 points is considered a small change. A change of 10 - 20 points is considered a moderate change.

14) Incidence of adverse events (AEs) [ Time Frame: Up to approximately 5 years ]. Descriptive statistics will be used to summarize results

15) Incidence of laboratory abnormalities [ Time Frame: Up to approximately 5 years ]. Descriptive statistics will be used to summarize results

16) Treatment discontinuation rate due to AEs [ Time Frame: Up to approximately 5 years ]. Descriptive statistics will be used to summarize results


	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: The trial includes a list of pre-specified subgroups, including cisplatin eliglibility (eligible/ineligible), metastases (present/absent) and PD-L1 expression (High/low)
	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: EV + P (3-week cycles):
Enfortumab vedotin: 1.25 mg/kg; IV on days 1 and 8 per 3-week cycle. Pembrolizumab: 200 mg; IV on day 1 per 3-week cycle. Enfortumab vedotin could be administered for an unlimited number of cycles until a protocol defined reason for study discontinuation occured. Pembrolizumab could be administered for a maximum of 35 cycles or a protocol-defined reason for study discontinuation occured, whichever was first
	2 Intervention: 
	3  Intervention: 
	1 Comparator: Platinum-based chemotherapy (3-week cycles)

Cisplatin eligible:
Cisplatin: Q3W IV infusion
Gemcitabine: IV infusion on Days 1 and 8 of every 3-week cycle

Cisplatin ineligible:
Carboplatin: Q3W IV infusion
Gemcitabine: IV infusion on Days 1 and 8 of every 3-week cycle
Dosed according ot local guidelines

Cisplatin or carboplatin plus gemcitabine could be administered for a maximum of 6 cycles or a protocol-defined reason for study discontinuation occured, whichever was first.
	2 Comparator: 
	3 Comparator: 
	1 Follow up time: The trial is ongoing. The data to be presented in this application are based on the 8 August 2023 data cut-off (median follow-up of 17.2 months [range: 0.07–37.16]).
	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: Study started:
06.01.2020
Primary completion date: 08.08.2023
Study completion date: 20.09.2027
	2 Time perspective: 
	3 Time perspective: 
	1 Publications: REF 14: Powles T, et al. N Engl J Med 2024;390:875-88.
	2 Publications: 
	3 Publications: 
	Ongoing studies - further information: The EV-302 trial (NCT04223856) is ongoing. A new data-cut is not expected to be available for this assessment. 
	Ongoing studies indications: Yes - In Muscle Invasive Bladder Cancer (MIBC):

EV-303 (also known as KEYNOTE-905): neoadjuvant enfortumab vedotin + pembrolizumab in cisplatin ineligible patients

EV-304 (also known as KEYNOTE-B15): neoadjuvant enfortumab vedotin + pembrolizumab in cisplatin eligible patients 
	Type of health economic analysis: We expect that a cost-utility analysis is required for the assessment of this indication. 

	Patient population sungroups: The base case for the health economic analysis will include patients with previously untreated locally advanced or metastatic urothelial cancer (intent-to-treat population) who are eligible for platinum-based chemotherapy. 
	Which documentation estimating relative efficacy: The EV-302 trial directly compares enfortumab vedotin + pembrolizumab with platinum-based chemotherapy.
	Health related quality of life: HRQoL data will be derived from the EV-302 trial measured as EQ-5D-5L.
	Expected pharmaceutical budget: Patient estimate is above. The estimated budget impact is to be included in the dossier  
	Suitable for FINOSE: No. Different requirements apply for HTA assessments of new indications across the Nordics. In this case it is expected to be more efficient and suitable to tailor the assessment to each national agency specifically.
	Contact with clinicians at norwegian health trusts: No
	Spesific circumstances: No
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11. Atezolizumab (Tecentriq) - Indikasjon XVIII: Monoterapi til behandling av voksne med lokalavansert eller metastatisk urotelialt karsinom som ikke anses som egnet for cisplatin og hvor tumor har et PD-L1-uttrykk ≥5%.  Forenklet metodevurdering for legemidler finansiert i spesialisthelsetjenesten ID2021_034

12. Avelumab (Bavencio) - Indikasjon III:  Monoterapi til førstelinje vedlikeholdsbehandling av voksne pasienter med lokalavansert eller metastatisk urotelialt karsinom som ikke har progrediert etter platinabasert kjemoterapi.  Forenklet metodevurdering for legemidler finansiert i spesialisthelsetjenesten ID2020_083.
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