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 15 Nov 2024

Health technology developer || Accord Healthcare AB

Name Christina Svahn

Position Business Unit Manager

Telephone +46734037308

E-mail Christina_svahn@accord-healthcare.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 Hetronifly
Generic name Serplulimab
Marketing authorisation in Norway No

ATC code LO1FF12

Mode of administration

Serplulimab is administered intravenously. The initial infusion rate should be set up to 100 mL per hour. If the first infusion is well tolerated, all subsequent infusions may be shortened to 30 minutes (+ 10
minutes). Serplulimab must not be administered as an IV push or bolus injection. The total serplulimab dose required can be diluted with a sodium chloride 9 mg/mL (0.9%) solution for injection. When

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Therapeutic area: Small Cell Lung Carcinoma.

Serplulimab is a humanized monoclonal IgG4 antibody, which binds to the PD-1 receptor and blocks its
interaction with ligands PD-L1 and programmed cell death-ligand 2 (PD-L2). The PD-1 receptor is a
negative regulator of T-cell activity that has been shown to be involved in the control of T-cell immune
responses. Engagement of PD-1 with the ligands PD-L1 and PD-L2, which are expressed in 16 antigen
presenting cells and may be expressed by tumours or other cells in the tumour microenvironment, results
in inhibition of T-cell proliferation and cytokine secretion. Serplulimab potentiates T-cell responses,
including anti-tumour responses, through the blockade of PD-1 binding to PD-L1 and PD-L2.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Hetronifly (serplulimab) in combination with carboplatin and etoposide is
indicated for the first-line treatment of adult patients with extensive-stage
small cell lung cancer (ES-SCLC).

Hetronifly (serplulimab) i kombinasjon med etopsid og karboplatin til
farstelinjebehandling av voksne med utbredt smacellet lungekreft (ES-SCLC).

3 Assessment history

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

If yes, enter the Nye metoder ID
number

No

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

If yes, enter the Nye metoder ID
number

Atezolizumab (Tecentriq), ID2019_044
Durvalumab (Imfinzi), 1D2020_010
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4 Expected timeline

Procedure number for the marketing
authorisation assessment in EMA

EMEA/H/C/006170

Expected date (month/year) of CHMP
positive opinion

Adopted 19 September 2024

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

Expected January 2025

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

Dates must be stated

Q1/2025

5 Diagnostics and resource use
Fill inn where relevant

Will the new method require
diagnostic testing for biomarker
analysis?

No.

When investigating lung cancer, a selection of laboratory samples should be taken to assess metastatic disease and/or paraneoplastic
syndromes. Tumour markers are not recommended as part of an investigation but can be useful in the follow-up and control of patients
with lung cancer. The tumour markers (CEA, NSE, ProGRP, SCC antigen and CYFRA) have low sensitivity and distinguish too poorly
between histological subtypes to be recommended for use in the primary investigation of lung cancer, however.

Schneider, J. (2006). Tumor markers in detection of lung cancer. Adv Clin Chem, 42, 1-41.

Stovold, R., Blackhall, F., Meredith, S., Hou, J., Dive, C., & White, A. (2012). Biomarkers for small cell lung cancer: neuroendocrine,
epithelial and circulating tumor cells. Lung Cancer, 76(3), 263-268. doi:10.1016/j.lungcan.2011.11.015

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

Please refer to publications

Although PD-(L)1 is a relevant biomarker, testing for PD-(L)1 is not routine/mandatory.
Dingemans, A.C., Fruh, M., Ardizzoni, A., et al. (2021). "Small-cell lung cancer: ESMO
Clinical Practice Guidelines for diagnosis, treatment and follow-up.” Ann Oncol 32(7):
839-853.

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

Public health service.

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

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

No.
Serplulimab treatment does not require any new or additional
infrastructure compared with current standard practice.

Pre-analytical requirements

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

According to the Norwegian guidelines from Helsedirektoratet, investigation of lung
cancer involves histological and/or cytological diagnosis, and other laboratory tests.
Serplulimab treatment does not require any new or additional pre-analytical tests
compared with current standard practice.
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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.
Serplulimab treatment does not require any new or additional
tests compared with current standard practice.

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

N/A

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

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

Lung cancer occurs when cancer cells grow uncontrollably and cluster together to form a tumour affecting the healthy lung tissue around them (American Lung Association 2024). Lung cancer is
histologically sub-characterized into small cell lung cancer (SCLC) and non-small cell lung cancer (NSCLC) (Gazdar 2017). Extensive-stage small cell lung cancer (ES-SCLC) involves malignant pleural or
pericardial effusions, Iymph node or distant 2012).

The majority of ES-SCLC patients are symptomatic at the time of diagnosis due to the disease stage. In cases of localized disease, common symptoms include cough, wheezing, shortness of breath
(dyspnoea), and coughing up blood (haemoptysis). Approximately two-thirds of patients are diagnosed with metastases, affecting organs such as the contralateral lung, brain, liver, adrenal glands, bones,
or bone marrow. These metastases can lead to additional symptoms, including neurological issues, nerve pain, fatigue, loss of appetite (anorexia), and weight loss (Bebb 2023). Endobronchial tumours may
manifest persistent cough, wheezing, pain dyspnoea, or post-obstructive pneumonia (Bernhardt 2016). Patients with ES-SCLC may present with abdominal pain, bone pain, nausea, vomiting, anorexia,
weight loss or focal neurologic deficits. Patients with regional extension may experience vocal hoarseness, chest or throat pain, dysphagia, or superior vena cava syndrome due to the central tumour
nature (Bernhardt 2016).

An SCLC patient presenting with comorbidities is common. A positive correlation with increasing age, being male, or a low socioeconomic status s present (Aarts 2015). Chronic obstructive pulmonary
disease (COPD) and connective tissue disease are the most common comorbidities observed, but tuberculosis, anaemia, congestive heart failure, renal diseases and peripheral vascular disease are other
comorbidities that can arise (Tammemagi 2003).

American Lung Association. (2024). “Lung Cancer Basics." available from https://www.lung di
Gazdar AF.,Bunn, P A ana J.D. (2017) Small cell \ung cancer whal we know whal we need [o know and the path forward.” Nat Rev Cancer 17(12): 725-737.

Therapeutic area

Specify which field best describes
the method

Hudsykdommer

Immunologi

Infeksjonssykdommer

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

Cancer

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

Gynekologisk kreft

Hode- og halskreft

Hudkreft

Lungekreft

Kreft i nyrer, urinveier og mannlige kignnsorganer

Current treatment

Current standard treatment in
Norway, including references

First-line treatment is up to four courses of carboplatin-etoposide. Atezolizumab is given together with chemotherapy and
then every 3-4 weeks. Even at ECOG 3, chemotherapy should be considered if reduced general condition is clearly related
to the patient's lung cancer, but the benefit is probably limited at PS >1. Immunotherapy can possibly be added if the
general condition improves. Inclusion in clinical studies may also be relevant.

Helsedirektoratet. 10. Ikke-kurativ behandling av metastatisk smécellet lungekreft (SCLC T1-4N0-3M1) - utbredt sykdom-
https://www.helsedirektoratet.no/retningslinjer/lungekreft-mesoteliom-og-thymom-handlingsprogram/ikke-kurativ-beha
ndling-av-metastatisk-smacellet-lungekreft-sclc-t1-4n0-3m1-utbredt-sykdom/medikamentell-behandling

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

Although SCLC is initially sensitive to chemotherapy and radiotherapy, it develops early resistance, showing early progression and lack of sensitivity to further pharmacological treatment (Bernhardt
2016; Alvarado-Luna 2016; Dingemans 2021). Patients with ES-SCLC have, on average, a disease-free survival (DFS) of 5.5 months and a median survival of <10 months (Alvarado-Luna 2016; Coutinho
2019).

A real-world evidence study of patients registered with SCLC in the Cancer Registry of Norway in 2002-2022 reports median survival for il ES-SCLC patients was 5.5 months in 2022. The 1-year overall
survival for all SCLC patients was 35.3%. The 5-year overall survival in 2018-2022 for ES-SCLC was 2.1% (Nilssen et al. 2024).

Nilssen Y, Brustugun OT, Fiellbirkeland L, Granberg BH, Haram PM, Helbekkmo N, Helland A, Wahl SGF, Aanerud M, Solberg S. Small Cell Lung Cancer in Norway: Patterns of Care by Health Region and
survival Trends. Clin Lung Cancer. 2024 Jul;25(5):e221-6228.€3. doi: 10.1016/j.clic.2024.04.002. Epub 2024 Apr 10. PMID: 38692990.

Bernhardt, E.B., Jalal, S.1. (2016). "Small Cell Lung Cancer." Cancer Treat Res 170: 301-322.

Dingemans, A.C., Fruh, M., Ardizzoni, A., et al. (2021). “Small-cell lung cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up(C1 )." Ann Oncol 32(7): 839-853.

Alvarado-Luna, G., Morales-Espinosa, D. (2016). “Treatment for small cell lung cancer, where are we now?-a review." Trans| Lung Cancer Res 5(1): 26-38.

Coutinho, A.D., Shah, M., Lunacsek, O.E., et al. (2019). "Real-world treatment patterns and outcomes of patients with small cell lung cancer progressing after 2 lines of therapy." Lung Cancer 127: 53-58

The new medicinal product’s
placement in the treatment algorithm

Serplulimab is indicated in combination with carboplatin and
etoposide for first-line treatment of adult patients with
extensive-stage small cell lung cancer (ES-SCLC).

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

Lung cancer accounts for approximately 10% of all new cancer cases in Norway. The incidence is rising
steadily, while the prevalence is rising steeply, and has tripled in the last 20 years. In 2022, the incidence of
lung cancer per 100,000 person-years was 53.1 in females and 61.2 in males (Cancer in Norway 2022
report). This corresponds to 1,730 new cases in females and 1,804 new cases in males.

The median age at the time of diagnosis was found to be 71 years for both men and women in the period
2014-2018. There are small age differences between the histological subgroups. The age group 80 years and
older accounted for 14.6% of the cases in 2000, this rose to 22.5% in 2021.

With a prevalence of 1-5 per 10,000 people in the European Union, SCLC has an orphan disease designation.
A study of SCLC patients in Norway (Nilssen 2024) found that in 2018-2022, there were 1564 patients
registered in the Cancer Register of Norway with ES-SCLC; the mean age of patients was 70.5 years and
52.0% were female.

Brustugun, O. T., Grgnberg, B. H., Fjellbirkeland, L., Helbekkmo, N., Aanerud, M., Grimsrud, T. K., ...
Solberg, S. K. (2018). Substantial nation-wide improvement in lung cancer relative survival in Norway from
2000 to 2016 Lung Cancer, 122, 138-145.

Nilssen Y., Brustugun O. T., Fjellbirkeland L., B. H. Granberg, Haram P. M., Helbekkmo N., Helland A., Wahl S.
G. F., Aanerud M., Solberg S. (2024). Small Cell Lung Cancer in Norway: Patterns of Care by Health Region
and Survival Trends. Clinical Lung Cancer: 25,5. https://doi.org/10.1016/j.cllc.2024.04.002.

Cancer Registry of Norway. Cancer in Norway 2022 - Cancer incidence, mortality, survival and prevalence in
Norway. Oslo: Cancer Registry of Norway, 2023.

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

Yes — PD-(L)1 inhibitors are subject to a fast-track access procedure (“Forenklet
vurdering av PD-(L)1 legemidler™). Currently Sjukhusinkjép have tender: 2507
Onkologi for Atezolizumab for this indication.

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

Yes, Tecentriq (atezolizumab) and Imfinzi (durvalumab), both
PD-(L)1 inhibitors

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

Yes, indirect treatment comparison was performed where the clinical data for Hetronifly in the
ASTRUM-005 trial had significantly improved PFS and showed a trend towards prolonged OS compared with
IMpower133 and CASPIAN trials for respectively Tecentriq (atezolizumab) and Imfinzi (durvalumab)
regardless of the adjustments.
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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

ASTRUM-005 (NCT04063163)
https://www.clinicaltrials.gov/study/NCT040631
63

Study type and design

A randomized, double-blind,
placebo-controlled, global Phase
11l trial of serplulimab for the
first-line treatment of ES-SCLC.

Objective

To evaluate the efficacy and AE profile of
the PD-1 inhibitor, serplulimab (formerly
HLX10) and etoposide plus carboplatin
(EpC), compared with placebo plus EpC in
untreated ES-SCLC patients

Population

Important inclusion
and exclusion criteria

Atotal of 894 adult patients were screened, of which 585 patients were
randomised 2:1 (serplulimab:placebo).

Key inclusion criteria:

« Histologically or cytologically diagnosed with ES-SCLC (according to the
Veterans Administration Lung Study Group staging system).

= No prior systemic therapy for ES-SCLC

« Major organs functioning well

Key exclusion criteria:

« Histologically or cytologically confirmed mixed SCLC.

« Known history of severe allergy to any monaclonal antibody.

Intervention (n)

Dosage, dosing
interval, duration of
treatment

(n=389) Serplulimab intravenous 4.5 mg/kg every 3 weeks.
Treatment continued until disease progression, death, unacceptable
toxicity, withdrawal of consent, or other reasons specified in the
trial protocol.

All patients received 100 mg/m2 of etoposide IV on Days 1, 2, and 3
and carboplatin IV within the area under the serum drug
concentration time curve of 5 mg (mL/min (up to 750 mg) on Day 1
of each cycle for up to four cycles via IV infusions (every 3 weeks for
up to 12 weeks).

Comparator (n)

Dosage, dosing
interval, duration of
treatment

(n=196) Placebo.

All patients received 100 mg/m2 of etoposide IV on Days
1, 2, and 3 and carboplatin IV within the area under the
serum drug concentration time curve of 5 mg (mL/min
(up to 750 mg) on Day 1 of each cycle for up to four
cycles via IV infusions (every 3 weeks for up to 12 weeks).

Endpoints

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

Primary endpoint: Overall survival.

Secondary endpoints: progression-free survival,
objective response rate, duration of response
(all 3 assessed by an independent radiology
review committee and investigators based on
Response Evaluation Criteria in Solid Tumours
[RECIST]), the relationship between PD-L1
expression (assessed centrally by Labcorp Drug
Development using PD-L1 IHC 22C3 pharmDx
assay kit on the Dako Autostainer link 48
platform) and efficacy. Treatment-emergent
adverse events recorded throughout the trial
and for 90 days after the last dose was received.

measurement
The objective response rate was analysed using the
Re IeVa nt su bgrou p stratified Cochran-Mantel-Haenszel method.
Preplanned subgroup analyses of overall survival were
ana |YSGS conducted according to demographics, prognostic
factors, and PD-L1 expression level using descriptive
H 1 statistics and HRs and 95% Cls. Post hoc tests for
Descr,pnon Of any interaction were conducted by adding treatment,
re,e vant Subgro up subgroup factor, and a subgroup factor x treatment
interaction term into a Cox proportional hazards
analyses model,

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 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

All patients were followed up
for a median of 12.3 months
(range, 0.2-24.8 months).

At the data cutoff for the
interim analysis (October 22,
2021), 97 patients (24.9%) in
the serplulimab group and 23
patients (11.7%) in the
placebo group were still
receiving study treatment.

Time perspective
results

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

Ongoing study.

Interim analysis: 2021-10
Data-cut: 2022-12

Data-cut: 2023-07

Future data-cuts are expected.

Publications

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

Cheng Y, Han L, Wu L, et al. Effect of
First-Line Serplulimab vs Placebo Added
to Chemotherapy on Survival in Patients
With Extensive-Stage Small Cell Lung
Cancer: The ASTRUM-005 Randomized
Clinical Trial. JAMA. 2022;328(12):1223—
1232. doi:10.1001/jama.2022.16464

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

ASTRIDE (NCT05468489); an ongoing randomized, open-label
study of Serplulimab plus chemotherapy (Carboplatin-Etoposide) in
comparison with Atezolizumab plus chemotherapy in previously
untreated US patients with ES-SCLC. The primary outcome is OS
and the secondary outcomes include ORR, PFS, Safety, and Plasma
concentration.

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

ASTRUM-020 (NCTO! )a double-blind, . Phase 3 clinical trial to compare the efficacy and safety of plus plus concurrent ersus
plus concurrent in subjects with limited stage (LS)-SCLC. The primary outcome will be OS and the secondary outcomes include, PFS, ORR, DoR, Safety, and

pharmacodynamics and anti-dug antboclies! neutralizing anti-drug anibodiesfo serpulimab, Th tial s expected to be completed n 2027

ASTRUM-002 :a icentre, Phase 3 clinical trial of HLX10 in with i in 1L Stage IIB/IIC or IV

ron-squamous NSCLC, The primary outcores include safety and tolerability of study treatment and PFS, and the secondary outcomes include OS, AEs ORR, DoR, and pharmacodynamics. The trial was

estimated to be completed in 2024.

NCT03941574; a single-arm, open-label, multicentre, Phase 2 clinical trial to evaluate the clinical efficacy and safety of HLX10 (serplulimab) monotherapy for the treatment of patients with unresectable

or metastatic MSI-H or dMMR solid tumours who have progressed or intolerable after standard therapy. The primary outcome is ORR, and secondary outcomes include OS, PFS, and DoR. The trial is

estimated to be completed in 2026.
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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)

Given the therapeutic comparability of PD-(L)1 inhibitors, in terms of effectiveness in within this indication,
we propose a simplified health economic evaluation process based on cost-minimization analysis (CMA) versus
atezolizumab (and potentially durvalumab) or Budget impact model (BIM), i.e., “forenklet metodevurdering
(lep A)” as was decided previously by

DMP in the assessment of the PD-(L)1 inhibitor durvalumab (1D2020_010).

https://www.nyemetoder.no/4aebe8/siteassets/documents/
rapporter/id2020_010_durvalumab_imfinzi_kombobeh.-hos-voksne-med-sclc-ed_notat-til-bestillerforum_kun
-offentlig-versjon.pdf

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 population of interest in the analysis was patients with ES-SCLC, aligned with the study population included in
the ASTRUM-005 study for serplulimab (intervention of interest) (Cheng et al. 2022), and the IMpower133 study
for atezolizumab and (Horn et al. 2018), respectively, and the anticipated label of serplulimab.

Cheng Y, Han L, Wu L, et al. Effect of First-Line Serplulimab vs Placebo Added to Chemotherapy on Survival in
Patients With Extensive-Stage Small Cell Lung Cancer: The ASTRUM-005 Randomized Clinical Trial. JAMA. 2022;328
(12):1223-1232. doi:10.1001/jama.2022.16464

Horn, Leora, Aaron S. Mansfield, Aleksandra Szczesna, Libor Havel, Maciej Krzakowski, Maximilian J. Hochmair,
Florian Huemer, et al. 2018. ‘First-Line Atezolizumab plus Chemotherapy in Extensive-Stage Small-Cell Lung
Cancer’. New England Journal of Medicine 379 (23): 2220-29. https://doi.org/10.1056/NEJM0a1809064

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

(Direct or indirect evidence)

Relative efficacy of serplulimab vs placebo (platinum-based chemotherapy alone)
stems the ASTRUM-005 study and represents evidence from direct comparison.
Relative efficacy of serplulimab vs other pd-(L)1 inhibitors (i.e., atezolizumab) as
relevant comparator stems from indirect treatment comparison

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

Health-related quality of life (HRQoL) measures collected in the
ASTRUM-005 trial (Cheng et al. 2022) were analysed to derived health state
utility values in this economic model along with disutilities due to AEs.

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

As in the horizon scanning/ metodevurdering for durvalumab (30.11.2022 i henhold til bestilling ID2020_010) a price note was
published 25. April 2023. There the budget consequences were not calculated. As for tecentriq (another PD-(L)1 inhibitor; 250
patients were expected with the same indication. “Legemiddelverket har ikke beregnet budsjettkonsekvens. For Tecentriq til
samme indikasjon har SLV anslatt 250 pasienter/ar”)

5 year-Budget impact is in line with this not provided due to the uncertainty in the eventual pricing for Hetronifly (serplulimab)

11 Suitable for FINOSE?

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

If no, why not?

No, because in some of the Nordic countries (Norway, Sweden)
there is a fast-track process for PD-(L)1 inhibitors. In these
instances, the application is simplified and therefore different to a
FINOSE/IJNHB assessment.
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12 Other relevant information
Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with Professor Bjgrn Henning Grgnberg, Oncology, St Olav’s University
clinicians at Norwegian health Hospital

trusts about this medicinal product/
indication? Yes/no

Professor Aslaug Helland, Oncology, Oslo University Hospital
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/

This assessment could be a candidate for the fast-track procedure
for PD-(L)1 inhibitors, “Forenklet vurdering av PD-(L)1 legemidler”
but after communication with Sykehusinnkjep it was

Any other relevant information? communicated to us that “the usage area for ES-SCLC is exempt
from the scheme because there is a volume agreement with a
supplier that involves a lower price than the regular tender

price” (mail by Sykehusinnkjep 28.10.2024).
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The recommended dose is 4.5 mg/kg every 3 weeks until disease progression or unacceptable toxicity. Dose escalation or reduction of serplulimab is not recommended. Dose withholding or discontinuation may be required based on individual safety and tolerability. Dose withholding for up to 12 weeks for tolerability is acceptable.

	Pharmacotherapeutic group: Therapeutic area: Small Cell Lung Carcinoma.
Serplulimab is a humanized monoclonal IgG4 antibody, which binds to the PD-1 receptor and blocks its interaction with ligands PD-L1 and programmed cell death-ligand 2 (PD-L2). The PD-1 receptor is a negative regulator of T-cell activity that has been shown to be involved in the control of T-cell immune responses. Engagement of PD-1 with the ligands PD-L1 and PD-L2, which are expressed in 16 antigen presenting cells and may be expressed by tumours or other cells in the tumour microenvironment, results in inhibition of T-cell proliferation and cytokine secretion. Serplulimab potentiates T-cell responses, including anti-tumour responses, through the blockade of PD-1 binding to PD-L1 and PD-L2.

	expected indication: Hetronifly (serplulimab) in combination with carboplatin and etoposide is indicated for the first‑line treatment of adult patients with extensive‑stage small cell lung cancer (ES‑SCLC).
Hetronifly (serplulimab) i kombinasjon med etopsid og karboplatin til førstelinjebehandling av voksne med utbredt småcellet lungekreft (ES-SCLC).

	Other indications: No
	Same indications: Atezolizumab (Tecentriq), ID2019_044
Durvalumab (Imfinzi), ID2020_010

	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/006170
	Expected date (month/year) of CHMP positive option: Adopted 19 September 2024
	Expected date (month/year) marketing authorisation in norway: Expected January 2025
	Expected date (quarter/year) submission of documentation: Q1/2025
	testing for biomaker analysis?: No.
When investigating lung cancer, a selection of laboratory samples should be taken to assess metastatic disease and/or paraneoplastic syndromes. Tumour markers are not recommended as part of an investigation but can be useful in the follow-up and control of patients with lung cancer. The tumour markers (CEA, NSE, ProGRP, SCC antigen and CYFRA) have low sensitivity and distinguish too poorly between histological subtypes to be recommended for use in the primary investigation of lung cancer, however.
Schneider, J. (2006). Tumor markers in detection of lung cancer. Adv Clin Chem, 42, 1-41.
Stovold, R., Blackhall, F., Meredith, S., Hou, J., Dive, C., & White, A. (2012). Biomarkers for small cell lung cancer: neuroendocrine, epithelial and circulating tumor cells. Lung Cancer, 76(3), 263-268. doi:10.1016/j.lungcan.2011.11.015

	Which biomaker: Although PD-(L)1 is a relevant biomarker, testing for PD-(L)1 is not routine/mandatory.
Dingemans, A.C., Fruh, M., Ardizzoni, A., et al. (2021). "Small-cell lung cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up." Ann Oncol 32(7): 839-853.

	Diagnostics preformance: Public health service.
	Establishment of other/new infrastructure: No.
Serplulimab treatment does not require any new or additional infrastructure compared with current standard practice.

	Pre-analytical requirements: According to the Norwegian guidelines from Helsedirektoratet, investigation of lung cancer involves histological and/or cytological diagnosis, and other laboratory tests.
Serplulimab treatment does not require any new or additional pre-analytical tests compared with current standard practice.

	Tst extecution: No.
Serplulimab treatment does not require any new or additional tests compared with current standard practice.

	Description of reading of results: N/A
	Which patient groups: N/A
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: Lung cancer occurs when cancer cells grow uncontrollably and cluster together to form a tumour affecting the healthy lung tissue around them (American Lung Association 2024). Lung cancer is histologically sub-characterized into small cell lung cancer (SCLC) and non-small cell lung cancer (NSCLC) (Gazdar 2017). Extensive-stage small cell lung cancer (ES-SCLC) involves malignant pleural or pericardial effusions, contralateral lymph node involvement, or distant metastases (Kalemkerian 2012).
The majority of ES-SCLC patients are symptomatic at the time of diagnosis due to the disease stage. In cases of localized disease, common symptoms include cough, wheezing, shortness of breath (dyspnoea), and coughing up blood (haemoptysis). Approximately two-thirds of patients are diagnosed with metastases, affecting organs such as the contralateral lung, brain, liver, adrenal glands, bones, or bone marrow. These metastases can lead to additional symptoms, including neurological issues, nerve pain, fatigue, loss of appetite (anorexia), and weight loss (Bebb 2023). Endobronchial tumours may manifest persistent cough, wheezing, pain dyspnoea, or post-obstructive pneumonia (Bernhardt 2016). Patients with ES-SCLC may present with abdominal pain, bone pain, nausea, vomiting, anorexia, weight loss or focal neurologic deficits. Patients with regional extension may experience vocal hoarseness, chest or throat pain, dysphagia, or superior vena cava syndrome due to the central tumour nature (Bernhardt 2016).
An SCLC patient presenting with comorbidities is common. A positive correlation with increasing age, being male, or a low socioeconomic status is present (Aarts 2015). Chronic obstructive pulmonary disease (COPD) and connective tissue disease are the most common comorbidities observed, but tuberculosis, anaemia, congestive heart failure, renal diseases and peripheral vascular disease are other comorbidities that can arise (Tammemagi 2003).

American Lung Association. (2024). "Lung Cancer Basics." available from https://www.lung.org/lung-health-diseases/lung-disease-lookup/lung-cancer/basics.
Gazdar, A.F., Bunn, P.A., Minna, J.D. (2017). "Small-cell lung cancer: what we know, what we need to know and the path forward." Nat Rev Cancer 17(12): 725-737.
Kalemkerian, G.P. (2012). "Staging and imaging of small cell lung cancer." Cancer Imaging 11(1): 253-258.
Bebb, D.G., Murray, C., Giannopoulou, A., et al. (2023). "Symptoms and Experiences with Small Cell Lung Cancer: A Mixed Methods Study of Patients and Caregivers." Pulm Ther 9(3): 435-450.
Bernhardt, E.B., Jalal, S.I. (2016). "Small Cell Lung Cancer." Cancer Treat Res 170: 301-322.
Aarts, M.J., Aerts, J.G., van den Borne, B.E., et al. (2015). "Comorbidity in Patients With Small-Cell Lung Cancer: Trends and Prognostic Impact." Clin Lung Cancer 16(4): 282-291.
Tammemagi, C.M., Neslund-Dudas, C., Simoff, M., et al. (2003). "Impact of comorbidity on lung cancer survival." Int J Cancer 103(6): 792-802.

	Cancer treatment: First-line treatment is up to four courses of carboplatin-etoposide. Atezolizumab is given together with chemotherapy and then every 3-4 weeks. Even at ECOG 3, chemotherapy should be considered if reduced general condition is clearly related to the patient's lung cancer, but the benefit is probably limited at PS >1. Immunotherapy can possibly be added if the general condition improves. Inclusion in clinical studies may also be relevant.
Helsedirektoratet. 10. Ikke-kurativ behandling av metastatisk småcellet lungekreft (SCLC T1-4N0-3M1) - utbredt sykdom- https://www.helsedirektoratet.no/retningslinjer/lungekreft-mesoteliom-og-thymom-handlingsprogram/ikke-kurativ-behandling-av-metastatisk-smacellet-lungekreft-sclc-t1-4n0-3m1-utbredt-sykdom/medikamentell-behandling 

	Cancer: [Lungekreft]
	Prognosis: Although SCLC is initially sensitive to chemotherapy and radiotherapy, it develops early resistance, showing early progression and lack of sensitivity to further pharmacological treatment (Bernhardt 2016; Alvarado-Luna 2016; Dingemans 2021). Patients with ES-SCLC have, on average, a disease-free survival (DFS) of 5.5 months and a median survival of <10 months (Alvarado-Luna 2016; Coutinho 2019).
A real-world evidence study of patients registered with SCLC in the Cancer Registry of Norway in 2002-2022 reports median survival for all ES-SCLC patients was 5.5 months in 2022. The 1-year overall survival for all SCLC patients was 35.3%. The 5-year overall survival in 2018-2022 for ES-SCLC was 2.1% (Nilssen et al. 2024).

Nilssen Y, Brustugun OT, Fjellbirkeland L, Grønberg BH, Haram PM, Helbekkmo N, Helland Å, Wahl SGF, Aanerud M, Solberg S. Small Cell Lung Cancer in Norway: Patterns of Care by Health Region and Survival Trends. Clin Lung Cancer. 2024 Jul;25(5):e221-e228.e3. doi: 10.1016/j.cllc.2024.04.002. Epub 2024 Apr 10. PMID: 38692990.
Bernhardt, E.B., Jalal, S.I. (2016). "Small Cell Lung Cancer." Cancer Treat Res 170: 301-322.
Dingemans, A.C., Fruh, M., Ardizzoni, A., et al. (2021). "Small-cell lung cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up(☆)." Ann Oncol 32(7): 839-853.
Alvarado-Luna, G., Morales-Espinosa, D. (2016). "Treatment for small cell lung cancer, where are we now?-a review." Transl Lung Cancer Res 5(1): 26-38.
Coutinho, A.D., Shah, M., Lunacsek, O.E., et al. (2019). "Real-world treatment patterns and outcomes of patients with small cell lung cancer progressing after 2 lines of therapy." Lung Cancer 127: 53-58

	The new medicinal product: Serplulimab is indicated in combination with carboplatin and etoposide for first‑line treatment of adult patients with extensive‑stage small cell lung cancer (ES‑SCLC).
	Patient population: Lung cancer accounts for approximately 10% of all new cancer cases in Norway. The incidence is rising steadily, while the prevalence is rising steeply, and has tripled in the last 20 years. In 2022, the incidence of lung cancer per 100,000 person-years was 53.1 in females and 61.2 in males (Cancer in Norway 2022 report). This corresponds to 1,730 new cases in females and 1,804 new cases in males.
The median age at the time of diagnosis was found to be 71 years for both men and women in the period 2014-2018. There are small age differences between the histological subgroups. The age group 80 years and older accounted for 14.6% of the cases in 2000, this rose to 22.5% in 2021.
With a prevalence of 1-5 per 10,000 people in the European Union, SCLC has an orphan disease designation. 
A study of SCLC patients in Norway (Nilssen 2024) found that in 2018-2022, there were 1564 patients registered in the Cancer Register of Norway with ES-SCLC; the mean age of patients was 70.5 years and 52.0% were female.

Brustugun, O. T., Grønberg, B. H., Fjellbirkeland, L., Helbekkmo, N., Aanerud, M., Grimsrud, T. K., . . . Solberg, S. K. (2018). Substantial nation-wide improvement in lung cancer relative survival in Norway from 2000 to 2016   Lung Cancer, 122, 138-145.
Nilssen Y., Brustugun O. T., Fjellbirkeland L., B. H. Grønberg, Haram P. M., Helbekkmo N., Helland Å., Wahl S. G. F., Aanerud M., Solberg S. (2024). Small Cell Lung Cancer in Norway: Patterns of Care by Health Region and Survival Trends. Clinical Lung Cancer: 25,5. https://doi.org/10.1016/j.cllc.2024.04.002.
Cancer Registry of Norway. Cancer in Norway 2022 - Cancer incidence, mortality, survival and prevalence in Norway. Oslo: Cancer Registry of Norway, 2023.

	Existing procurements in therapeutic area: Yes – PD-(L)1 inhibitors are subject to a fast-track access procedure (“Forenklet vurdering av PD-(L)1 legemidler”). Currently Sjukhusinkjöp have tender: 2507 Onkologi for Atezolizumab for this indication. 
	Any other medicinal products: Yes, Tecentriq (atezolizumab) and Imfinzi (durvalumab), both PD-(L)1 inhibitors
	Consider supplier: Yes, indirect treatment comparison was performed where the clinical data for Hetronifly in the ASTRUM-005 trial had significantly improved PFS and showed a trend towards prolonged OS compared with IMpower133 and CASPIAN trials for respectively Tecentriq (atezolizumab) and Imfinzi (durvalumab) regardless of the adjustments.
	1 Study ID: ASTRUM-005 (NCT04063163)
https://www.clinicaltrials.gov/study/NCT04063163 


	2 Study ID: 
	3 Study ID: 
	1 Study type and design: A randomized, double-blind, placebo-controlled, global Phase III trial of serplulimab for the first-line treatment of ES-SCLC. 
	2 Study type and design: 
	3 Study type and design: 
	1 Objective: To evaluate the efficacy and AE profile of the PD-1 inhibitor, serplulimab (formerly HLX10) and etoposide plus carboplatin (EpC), compared with placebo plus EpC in untreated ES-SCLC patients
	2 Objective: 
	3 Objective: 
	1 Population: A total of 894 adult patients were screened, of which 585 patients were randomised 2:1 (serplulimab:placebo).
Key inclusion criteria:
• Histologically or cytologically diagnosed with ES-SCLC (according to the Veterans Administration Lung Study Group staging system).
• No prior systemic therapy for ES-SCLC
• Major organs functioning well
Key exclusion criteria:
• Histologically or cytologically confirmed mixed SCLC.
• Known history of severe allergy to any monoclonal antibody.
• Known hypersensitivity to carboplatin or etoposide.

	2 Population: 
	3 Population: 
	1 Endpoints: Primary endpoint: Overall survival.
Secondary endpoints: progression-free survival, objective response rate, duration of response (all 3 assessed by an independent radiology review committee and investigators based on Response Evaluation Criteria in Solid Tumours [RECIST]), the relationship between PD-L1 expression (assessed centrally by Labcorp Drug Development using PD-L1 IHC 22C3 pharmDx assay kit on the Dako Autostainer link 48 platform) and efficacy. Treatment-emergent adverse events recorded throughout the trial and for 90 days after the last dose was received.

	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: The objective response rate was analysed using the stratified Cochran-Mantel-Haenszel method. Preplanned subgroup analyses of overall survival were conducted according to demographics, prognostic factors, and PD-L1 expression level using descriptive statistics and HRs and 95% CIs. Post hoc tests for interaction were conducted by adding treatment, subgroup factor, and a subgroup factor × treatment interaction term into a Cox proportional hazards model.
	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: (n=389) Serplulimab intravenous 4.5 mg/kg every 3 weeks. 
Treatment continued until disease progression, death, unacceptable toxicity, withdrawal of consent, or other reasons specified in the trial protocol. 
All patients received 100 mg/m2 of etoposide IV on Days 1, 2, and 3 and carboplatin IV within the area under the serum drug concentration time curve of 5 mg (mL/min (up to 750 mg) on Day 1 of each cycle for up to four cycles via IV infusions (every 3 weeks for up to 12 weeks).

	2 Intervention: 
	3  Intervention: 
	1 Comparator: (n=196) Placebo.
All patients received 100 mg/m2 of etoposide IV on Days 1, 2, and 3 and carboplatin IV within the area under the serum drug concentration time curve of 5 mg (mL/min (up to 750 mg) on Day 1 of each cycle for up to four cycles via IV infusions (every 3 weeks for up to 12 weeks).

	2 Comparator: 
	3 Comparator: 
	1 Follow up time: All patients were followed up for a median of 12.3 months (range, 0.2-24.8 months).
At the data cutoff for the interim analysis (October 22, 2021), 97 patients (24.9%) in the serplulimab group and 23 patients (11.7%) in the placebo group were still receiving study treatment.

	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: Ongoing study.
Interim analysis: 2021-10
Data-cut: 2022-12 
Data-cut: 2023-07
Future data-cuts are expected.

	2 Time perspective: 
	3 Time perspective: 
	1 Publications: Cheng Y, Han L, Wu L, et al. Effect of First-Line Serplulimab vs Placebo Added to Chemotherapy on Survival in Patients With Extensive-Stage Small Cell Lung Cancer: The ASTRUM-005 Randomized Clinical Trial. JAMA. 2022;328(12):1223–1232. doi:10.1001/jama.2022.16464
	2 Publications: 
	3 Publications: 
	Ongoing studies - further information: ASTRIDE (NCT05468489); an ongoing randomized, open-label study of Serplulimab plus chemotherapy (Carboplatin-Etoposide) in comparison with Atezolizumab plus chemotherapy in previously untreated US patients with ES-SCLC. The primary outcome is OS and the secondary outcomes include ORR, PFS, Safety, and Plasma concentration.
	Ongoing studies indications: ASTRUM-020 (NCT05353257); a randomized, double-blind, multicentre, Phase 3 clinical trial to compare the efficacy and safety of serplulimab plus chemotherapy plus concurrent radiotherapy versus chemotherapy plus concurrent radiotherapy in subjects with limited stage (LS)-SCLC.  The primary outcome will be OS and the secondary outcomes include, PFS, ORR, DoR, Safety, and pharmacodynamics and anti-drug antibodies/ neutralizing anti-drug antibodies for serplulimab. The trial is expected to be completed in 2027.
ASTRUM-002 (NCT03952403); a randomised, double-blind, multicentre, Phase 3 clinical trial of HLX10 (serplulimab) in combination with carboplatin + pemetrexed in 1L Stage IIIB/IIIC or IV non-squamous NSCLC. The primary outcomes include safety and tolerability of study treatment and PFS, and the secondary outcomes include OS, AEs, ORR, DoR, and pharmacodynamics. The trial was estimated to be completed in 2024.
NCT03941574; a single-arm, open-label, multicentre, Phase 2 clinical trial to evaluate the clinical efficacy and safety of HLX10 (serplulimab) monotherapy for the treatment of patients with unresectable or metastatic MSI-H or dMMR solid tumours who have progressed or intolerable after standard therapy. The primary outcome is ORR, and secondary outcomes include OS, PFS, and DoR. The trial is estimated to be completed in 2026.

	Type of health economic analysis: Given the therapeutic comparability of PD-(L)1 inhibitors,   in terms of effectiveness in within this indication, we propose a simplified health economic evaluation process based on cost-minimization analysis (CMA) versus atezolizumab (and potentially durvalumab) or Budget impact model (BIM), i.e., “forenklet metodevurdering (løp A)” as was decided previously by
DMP in the assessment of the PD-(L)1 inhibitor durvalumab (ID2020_010).

https://www.nyemetoder.no/4aebe8/siteassets/documents/
rapporter/id2020_010_durvalumab_imfinzi_kombobeh.-hos-voksne-med-sclc-ed_notat-til-bestillerforum_kun-offentlig-versjon.pdf 


	Patient population sungroups: The population of interest in the analysis was patients with ES-SCLC, aligned with the study population included in the ASTRUM-005 study for serplulimab (intervention of interest) (Cheng et al. 2022), and the IMpower133 study for atezolizumab and (Horn et al. 2018), respectively, and the anticipated label of serplulimab.

Cheng Y, Han L, Wu L, et al. Effect of First-Line Serplulimab vs Placebo Added to Chemotherapy on Survival in Patients With Extensive-Stage Small Cell Lung Cancer: The ASTRUM-005 Randomized Clinical Trial. JAMA. 2022;328(12):1223–1232. doi:10.1001/jama.2022.16464
Horn, Leora, Aaron S. Mansfield, Aleksandra Szczęsna, Libor Havel, Maciej Krzakowski, Maximilian J. Hochmair, Florian Huemer, et al. 2018. ‘First-Line Atezolizumab plus Chemotherapy in Extensive-Stage Small-Cell Lung Cancer’. New England Journal of Medicine 379 (23): 2220–29. https://doi.org/10.1056/NEJMoa1809064

	Which documentation estimating relative efficacy: Relative efficacy of serplulimab vs placebo (platinum-based chemotherapy alone) stems the ASTRUM-005 study and represents evidence from direct comparison. 
Relative efficacy of serplulimab vs other pd-(L)1 inhibitors (i.e., atezolizumab) as relevant comparator stems from indirect treatment comparison 

	Health related quality of life: Health-related quality of life (HRQoL) measures collected in the ASTRUM-005 trial (Cheng et al. 2022) were analysed to derived health state utility values in this economic model along with disutilities due to AEs.
	Expected pharmaceutical budget: As in the horizon scanning/ metodevurdering for durvalumab (30.11.2022 i henhold til bestilling ID2020_010) a price note was published 25. April 2023. There the budget consequences were not calculated. As for tecentriq (another PD-(L)1 inhibitor; 250 patients were expected with the same indication. “Legemiddelverket har ikke beregnet budsjettkonsekvens. For Tecentriq til samme indikasjon har SLV anslått 250 pasienter/år”)
5 year-Budget impact is in line with this not provided due to the uncertainty in the eventual pricing for Hetronifly (serplulimab)

	Suitable for FINOSE: No, because in some of the Nordic countries (Norway, Sweden) there is a fast-track process for PD-(L)1 inhibitors. In these instances, the application is simplified and therefore different to a FINOSE/JNHB assessment.
	Contact with clinicians at norwegian health trusts: Professor Bjørn Henning Grønberg, Oncology, St Olav’s University Hospital 

Professor Åslaug Helland, Oncology, Oslo University Hospital

	Spesific circumstances: No
	Andre relevante opplysninger? 2: This assessment could be a candidate for the fast-track procedure for PD-(L)1 inhibitors, “Forenklet vurdering av PD-(L)1 legemidler” but after communication with Sykehusinnkjøp it was communicated to us  that “the usage area for ES-SCLC is exempt from the scheme because there is a volume agreement with a supplier that involves a lower price than the regular tender price” (mail by Sykehusinnkjøp 28.10.2024). 


