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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): 

Nye metoder - Request for assessment of medicinal product

Date

1 Contact information

Health technology developer

Name

Position

Telephone

E-mail
External representation
Name/Organization 
Phone/E-mail

PLEASE NOTE: For external 
representation, please attach 
an authorisation/power of 
attorney
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Does the request concern a new 
active substance?

2 Medicinal product overview

3 Assessment history

Trade name

Generic name

Marketing authorisation in Norway

ATC code

Mode of administration

Pharmacotherapeutic group and 
mechanism of action

Briefly describe

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

If yes, enter the Nye metoder ID 
number

Expected indication relevant to the 
request

Expected indication must be 
written in Norwegian

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

If yes, enter the Nye metoder ID 
number

ASSESSMENT REQUEST FORM (ENGLISH)

Assessment Request Form (English) Version 1.1 (23.06.2023)
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Procedure number for the marketing 
authorisation assessment in EMA

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

Expected date (month/year) of CHMP 
positive opinion

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

Dates must be stated 

Will the new method require 
diagnostic testing for biomarker 
analysis? 

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

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

Please refer to publications 

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

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

Pre-analytical requirements 

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

4 Expected timeline

5 Diagnostics and resource use
Fill inn where relevant

ASSESSMENT REQUEST FORM (ENGLISH)
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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)?

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

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

Description of the disease

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

Cancer

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

Therapeutic area

Specify which field best describes 
the method 

Current treatment

Current standard treatment in 
Norway, including references

6 Description of the disease and current treatments

ASSESSMENT REQUEST FORM (ENGLISH)
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Prognosis

Describe the prognosis with current 
treatment options, including 
references

The new medicinal product’s 
placement in the treatment algorithm

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

Are there existing procurements or 
tenders in the therapeutic area?

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

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

7 Comparability to other medicinal products and inclusion in tender

ASSESSMENT REQUEST FORM (ENGLISH)

Assessment Request Form (English) Version 1.1 (23.06.2023)
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Study ID

Study name, NCT 
number, hyperlink

Intervention (n)

Dosage, dosing 
interval, duration of 
treatment 

Study 1 Study 2 Study 3

Study type and design

Comparator (n)

Dosage, dosing 
interval, duration of 
treatment

Objective

Endpoints

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

Population

Important inclusion 
and exclusion criteria

Relevant subgroup 
analyses

Description of any 
relevant subgroup 
analyses

8 Relevant clinical trials
(pivotal trial(s) and clinical studies relevant for establishing relative efficacy)

ASSESSMENT REQUEST FORM (ENGLISH)

Assessment Request Form (English) Version 1.1 (23.06.2023)
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Follow up time

If the study is 
ongoing, indicate the 
follow-up time for 
the data expected 
to be available for 
assessment by the 
Norwegian Medicines 
Agency as well as the 
expected/planned 
total follow-up time 
for the study

Study 1 Study 2 Study 3

Time perspective 
results

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

Publications

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

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

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

9 Ongoing and planned studies

ASSESSMENT REQUEST FORM (ENGLISH)

Assessment Request Form (English) Version 1.1 (23.06.2023)
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Type of health economic analysis 

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

(Justify the proposal)

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.

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

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

(Direct or indirect evidence)

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

10 Expected health economic documentation
Enter information about the expected health economic analysis

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

If no, why not?

11 Suitable for FINOSE?

ASSESSMENT REQUEST FORM (ENGLISH)

Assessment Request Form (English) Version 1.1 (23.06.2023)
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Have you been in contact with 
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 
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/

Any other relevant information?

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

ASSESSMENT REQUEST FORM (ENGLISH)

Assessment Request Form (English) Version 1.1 (23.06.2023)
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	Date: 20 March 2024
	Health technology developer: Astellas Pharma 
	name: Kamilla Juhl Nørgaard
	Position: Associate Director Health Economics and Outcomes Research 
	Telephone: +45 43 43 03 55
	Email: kamilla.norgaard@astellas.com 
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: Yes
	Trade name: Vyloy
	Generic name: Zolbetuximab
	Marketing authorisation in norway: Astellas Pharma Europe B.V. 
	ATC-code: L01FX31
	Mode of administration: Intravenous infusion
	Pharmacotherapeutic group: Zolbetuximab is a chimeric (mouse/human IgG1) monoclonal antibody directed against the tight junction molecule Claudin 18.2 (CLDN18.2). Nonclinical data suggest zolbetuximab binds selectively to cell lines transfected with CLDN18.2 or those that endogenously express CLDN18.2. Zolbetuximab depletes CLDN18.2-positive cells via antibody-dependent cellular cytotoxicity (ADCC) and complement-dependent cytotoxicity (CDC). Cytotoxic medicinal products were shown to increase CLDN18.2 expression on human cancer cells and to improve zolbetuximab-induced ADCC and CDC activities
	expected indication: The request covers the expected indication for Vyloy (zolbetuximab): Vyloy in combination with fluoropyrimidine- and platinum-containing chemotherapy, is indicated for the first-line treatment of adult patients with locally advanced unresectable or metastatic HER2-negative gastric or gastro-oesophageal junction (GEJ) adenocarcinoma whose tumours are Claudin 18.2 positive På Norsk: ”Vyloy i kombinasjon med fluoropyrimidin- og platinaholdig kjemoterapi, er indisert for førstelinjebehandling av voksne pasienter med lokalt avansert inoperabelt eller metastatisk HER2-negativ gastrisk eller gastroøsofageal overgang (GEJ) adenokarsinom, hvor tumorene er Claudin 18.2 positiv” 
	Other indications: No
	Same indications: Nivolumab (ID2021_041)Pembrolizumab (ID2021_030)In addition, current assessment of pembrolizumab (ID2023_096)
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/005868 
	Expected date (month/year) of CHMP positive option: May/June 2024
	Expected date (month/year) marketing authorisation in norway: August 2024
	Expected date (quarter/year) submission of documentation: Q2/Q3 2024
	testing for biomaker analysis?: Yes
	Which biomaker: VENTANA CLDN18 (43-14A) Assay. The global RING study evaluated the performance of the Class I VENTANA CLDN18 (43-14A) assay across 27 laboratories in 11 countries (1). The 43-14A mAb clone used in the Class I assay is the same diagnostic antibody clone used in the VENTANA CLDN18 (43 14A) RxDx Assay to identify patients with CLDN18.2-positive tumors in the SPOTLIGHT (2) and GLOW (3) clinical trials.  Publications: Jasani B, et al. Lab Invest. 2024 Jan;104(1) (1), Shitara et al. The Lancet, 2023. 401(10389): p. 1655-1668 (2), Shah et al. Nat Med 2023; 29, 2133–2141 (3).
	Diagnostics preformance: Diagnostics can be conducted in the pathology lab within the public health service using an IVD kit ordered from Roche Diagnostics. 
	Establishment of other/new infrastructure: No new infrastructure is required. CLND18.2 is tested through immunohistochemistry (IHC) which is already implemented in clinical practise for other biomarkers (HER2, CPS etc.) in gastric cancer.
	Pre-analytical requirements: No change from current practise. The test can be conducted through the use of routine biopsies which are also tested for HER2 and PD-L1 status.
	Tst extecution: VENTANA CLDN18 (43-14A) assay is not yet established in the public sector, but is expected to be easily implemented since the process is similar to already established tests within gastric cancer. 
	Description of reading of results: A pathologist evaluates intensity of staining and percentages of tumour cells. No computer program is needed. 
	Which patient groups: The patient group in scope are those diagnosed with HER2 negative locally advanced or metastatic gastric and gastroesophageal junction adenocarcinoma. It is expected that approx. 38-40% of tested patients will have a CLDN18.2 positive result (2, 3). The threshold for a CLDN18.2-positive result is a score of ≥75% of tumor cells expressing moderate-to-strong membranous CLDN18.2 staining. 
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: Gastric/gastroesophageal junction cancer (G/GEJC) comprises cancer that occurs in the lining of the stomach and the gastroesophageal junction (GEJ), respectively. Tumours in the GEJ may be classified as either gastroesophageal junction cancer (GEJC) or oesophageal cancer depending on how far from the GEJ they arise. Symptoms of advanced disease include abdominal pain, weight loss, anorexia and dyspepsia.
	Cancer treatment: According to national guidelines, first-line management in HER2 negative, locally advanced unresectable/metastatic disease with ECOG 0-2 include chemotherapy and for patients who are eligible for treatment with a PD-L1 inhibitor, current standard of care is PD-L1 inhibitor given in addition to chemotherapy. Chemo regimens include CAPOX, FOLFOX or FLOX. In clinical practice, a regimen with oxaliplatin is typically preferred over cisplatin due to improved tolerability (4). 
	Cancer: [Mage- og tarmkreft]
	Prognosis: Locally advanced unresectable or metastatic HER2-negative gastric (G) or gastro-oesophageal junction (GEJ) adenocarcinoma is a progressive disease leading to premature death and a significantly reduced quality of life. Treatment is palliative.An overview of the prognosis for the relevant patient population is provided in the Norwegian guidelines for both patients treated with chemotherapy and for patients where a PD-L1 inhibitor is given in addition to chemotherapy (4). The median OS for patients treated with nivolumab given in addition to chemotherapy in patients with G/GEJ is 14.4 months and 11.1 months for patients on chemotherapy (median diff: 3.3 months) (4)
	The new medicinal product: Zolbetuximab will be a first line treatment for patients with HER2 negative locally advanced or metastatic G/GEJ in patients with CLDN18.2 positive tumours. Current standard of care in Norwegian clinical practice for patients with HER2 negative locally advanced or metastatic G/GEJ is a PD-L1 inhibitor given in addition to chemotherapy for the majority of patients, and it is expected that zolbetuximab will serve as an alternative to PD-L1 inhibitors in clinical practice.  German registry data document that among CLDN18.2 positive patients, less than 20% have CPS<1 and 50% have CPS<5. Hence, the vast majority of patients eligible for treatment with zolbetuximab would also be eligible for treatment with a PD-L1 inhibitor.  It is expected that pembrolizumab will soon become available to patients with a CPS score above 1, and hence the most relevant comparator in Norwegian clinical practice is the standard chemotherapy regimens with the add-on of a PD-L1 inhibitor (nivolumab and pembrolizumab) as the vast majority of patients in clinical practice will be eligible for this treatment combination.
	Patient population: According to the Norwegian Cancer registry, 494 cases of gastric cancer (including the gastric-oesophageal junction) were diagnosed in 2022. At the time of diagnosis, 116 cases had distant metastatic disease and 118 cases had regionally spread disease (5). Most cases are adenocarcinomas (95%) (4) and approximately 80% of cases are HER2 negative (6). According to SPOTLIGHT (2) and GLOW (3), 38-40% of the relevant patient population is expected to be CLDN 18.2 positive. Based on this information Astellas assume that approximately 60 patients will be candidates for treatment with zolbetuximab and chemotherapy.
	Existing procurements in therapeutic area: Yes. LIS 2307 onkologi
	Any other medicinal products: No other CLDN18.2 targeted agents exists in clinical pratice.  PD-L1 inhibitors in addition to chemotherapy is first line treatment for the majority of patients with HER2 negative locally advanced or metastatic G/GEJ who have CDLN18.2 expression.
	Consider supplier: The efficacy and safety of zolbetuximab is comparable to that of nivolumab and pembrolizumab, both of which are included in the current tender.
	1 Study ID: SPOTLIGHT, 8951-CL-0301, NCT03504397, https://classic.clinicaltrials.gov/ct2/show/NCT03504397
	2 Study ID: GLOW, 8951-CL-0302, NCT03653507, https://classic.clinicaltrials.gov/ct2/show/NCT03653507
	3 Study ID: 
	1 Study type and design: Phase 3, double-blind RCT of zolbetuximab plus mFOLFOX6 compared with mFOLFOX6 alone in patients with CLDN18.2-positive, HER2-negative locally advanced unresectable/metastatic G/GEJ adenocarcinoma
	2 Study type and design: Phase 3, double-blind RCT of zolbetuximab plus CAPOX compared with CAPOX alone as first-line treatment in patients with CLDN18.2-positive, HER2-negative locally advanced unresectable/metastatic G/GEJ adenocarcinoma
	3 Study type and design: 
	1 Objective: Determine the efficacy of zolbetuximab plus mFOLFOX6 compared with mFOLFOX6 alone as a first-line treatment in patients with CLDN18.2-positive, HER2-negative locally advanced unresectable/metastatic G/GEJ adenocarcinoma
	2 Objective: Determine the efficacy of zolbetuximab plus CAPOX compared with CAPOX alone as first-line treatment in patients with CLDN18.2-positive, HER2-negative locally advanced unresectable/metastatic G/GEJ adenocarcinoma
	3 Objective: 
	1 Population: Eligible patients were aged 18 years or older with CLDN18.2-positive (defined as ≥75% of tumour cells showing moderate-to-strong membranous CLDN18 staining), HER2-negative (based on local or central evaluation), previously untreated, locally advanced unresectable or metastatic gastric or gastro-oesophageal junction adenocarcinoma, with radiologically evaluable disease (measurable or non-measurable) according to RECIST version 1.1; an ECOG performance status score of 0 or 1; and adequate organ function.
	2 Population: Eligible patients were adults and had CLDN18.2-positive (defined as ≥75% of tumour cells with moderate-to-strong membranous CLDN18 staining, HER2-negative, previously untreated, locally advanced unresectable or mG/GEJ tumors with radiologically evaluable disease according to RECIST version 1.1. Patients had an ECOG performance status score of 0 or 1 and adequate organ function.
	3 Population: 
	1 Endpoints: The primary endpoint was progression free survival (PFS). PFS is defined as the time from the date of randomization until the date of radiological progressive disease (per RECIST 1.1 by Independent Review Committee (IRC)) or death from any cause, whichever is earliest.Secondary endpoints include overall survival (OS). OS is defined as the time from the date of randomization until the date of death from any cause. Other secondary endpoints included TTCD, ORR, DOR and HRQoL.
	2  Endpoints: The primary endpoint was progression free survival (PFS). PFS is defined as the time from the date of randomization until the date of radiological progressive disease (per RECIST 1.1 by Independent Review Committee (IRC)) or death from any cause, whichever is earliest.Secondary endpoints include overall survival (OS). OS is defined as the time from the date of randomization until the date of death from any cause. Other secondary endpoints included TTCD, ORR, DOR and HRQoL.
	3 Endpoints: 
	1 Relevant subgroup: Subgroup analyses were conducted for prespecified subgroups (age, sex, region, number of metastatic sites, previous gastrectomy, lauren classification, site of tumor location, smoking history, country and race. 
	2 Relevant subgroup: Subgroup analyses were conducted for prespecified subgroups (age, sex, region, number of metastatic sites, previous gastrectomy, lauren classification, site of tumor location, smoking history, country and race. 
	3 Relevant subgroup: 
	1 Intervention: Zolbetuximab (800 mg/m² loading dose followed by 600 mg/m² every 3 weeks) plus mFOLFOX6 (every 2 weeks). Patients without disease progression continued beyond four cycles with zolbetuximab or placebo. Treatment continued until disease progression, development of toxic effects, start of another anticancer treatment, or other discontinuation criteria were met, as specified in the protocol.n=283
	2 Intervention: Zolbetuximab (800 mg/m² loading dose followed by 600 mg/m² every 3 weeks) plus CAPOX. Patients without disease progression continued beyond eight cycles with zolbetuximab or placebo, plus, at the investigator’s discretion, capecitabine, until disease progression, unacceptable toxicity, start of another anti-cancer treatment or other discontinuation criteria were met as specified in the protocol.n = 254
	3  Intervention: 
	1 Comparator: Placebo plus intravenous infusion of mFOLFOX6 (on days 1, 15, and 29), for four 42-day cycles.Patients without disease progression continued beyond four cycles with zolbetuximab or placebo. Treatment continued until disease progression, development of toxic effects, start of another anticancer treatment, or other discontinuation criteria were met, as specified in the protocol n=282
	2 Comparator: Placebo plus CAPOX (oral capecitabine, 1,000 mg/m2, twice daily on days 1–14 of each 3 week cycle; intravenous infusion of oxaliplatin, 130 mg/m2, day 1 of each cycle) for eight 21-day cycles. Patients without disease progression continued beyond eight cycles with zolbetuximab or placebo, plus, at the investigator’s discretion, capecitabine, until disease progression, unacceptable toxicity, start of another anti-cancer treatment or other discontinuation criteria were met as specified in the protocoln = 253
	3 Comparator: 
	1 Follow up time: The submission is expected to be based on final SPOTLIGHT OS data (not yet published). In the latest published data cut (June 29, 2023) median follow-up time was 31 months for the zolbetuximab arm and 29 months for the placebo arm (7). 
	2 Follow up time: The submission is expected to be based on the data cut conducted on June 29, 2023. The median follow-up for overall survival was 26 months in both arms (8). 
	3 Follow up time: 
	1 Time perspective: Final analysis is not yet published. 
	2 Time perspective: GLOW is ongoing. Final analysis of OS is event driven and will be available later. 
	3 Time perspective: 
	1 Publications: Shitara K., et al. The Lancet, 2023. 401(10389): p. 1655-1668. (2) Ajani J.A. Annals of Oncology (2023) 34 (suppl_2): S1281-S1282. 10.1016/S0923-7534(23)X0011-8 (7) Final data cut to be published later.
	2 Publications: Shah M et al. Nat Med 2023; 29, 2133–2141. (3) Lordick F, et al.Annals of Oncology (2023) 34 (suppl_2): S1281-S1282. 10.1016/S0923-7534(23)X0011-8 (8) Final data cut to be published later.
	3 Publications: 
	Ongoing studies - further information: See above for information on data availability and timelines for SPOTLIGHT and GLOW.
	Ongoing studies indications: Currently, a clinical study of zolbetuximab as a first line treatment in Claudin 18.2 (CLDN18.2) positive patients with metastatic pancreatic adenocarcinoma is ongoing (NCT03816163).
	Type of health economic analysis: The economic analysis will be a cost-minimization analysis comparing the cost of zolbetuximab + chemotherapy with the cost of PD-L1 inhibitors + chemotherapy (nivolumab and pembrolizumab).
	Patient population sungroups: The suggested analysis will provide the value of zolbetuximab treatment in the full indication. It is expected that zolbetuximab will serve as an alternative to PD-L1 inhibitors in clinical practice. Since efficacy of both zolbetuximab and chemotherapy is unrelated to PD-L1 expression (CPS) and cost of zolbetuximab is comparable to PD-L1 treatment, zolbetuximab will be cost-effective in the full indication.
	Which documentation estimating relative efficacy: Since no head-to-head data exists the comparison will be based on an indirect treatment comparison. For the indirect treatment comparisons, Bucher analyses will be carried out comparing zolbetuximab to nivolumab and zolbetuximab to pembrolizumab using chemotherapy as the common comparator.All included studies are global phase III trials with similar inclusion/exclusion criteria.
	Health related quality of life: Since the health economic analysis is a cost minimization analysis, HRQoL will not be included in the economic evaluation.
	Expected pharmaceutical budget: To be provided in the submission. The patient estimate is provided above and no maximum AUP is set in Norway yet. Due to the low number of patients and treatment alternatives at a similar cost, the budget impact is expected to be limited. 
	Suitable for FINOSE: No. The timelines for HTA submissions/launch in the four Nordic countries will not be the same and disease management is not completely comparable across the Nordics. Therefore, it is expected that tailored approach for each country is more appropriate. 
	Contact with clinicians at norwegian health trusts: No
	Spesific circumstances: No
	Andre relevante opplysninger? 2: References:1) Jasani B, et al. Lab Invest. 2024 Jan;104(1):2) Shitara et al. The Lancet, 2023. 401(10389): p. 1655-1668.3) Shah et al. Nat Med 2023; 29, 2133–2141.4) Helsedirektoratet. 2023. https://www.helsedirektoratet.no/retningslinjer/kreft-i-magesekken-handlingsprogram5) Kreftregisteret 2022, Statistikkbank: sb.kreftregisteret.no accessed 13MAR2024.6) Jørgensen JT, Hersom M. HER2 as a Prognostic Marker in Gastric Cancer - A Systematic Analysis of Data from the Literature. J Cancer. 2012;3:137-44.7) Ajani J.A. Annals of Oncology (2023) 34 (suppl_2): S1281-S1282.8) Lordick F, et al. Annals of Oncology (2023) 34 (suppl_2): S1281-S1282.


