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 2024-05-31

Health technology developer || pharmaand GmbH and affiliates (=pharma&)
Name Valdet Hetemi

Position Head of Operation

Telephone +46 (0)739082753

E-mail infonordic@ghnpharma.com

External representation .
Name/Organization GHN Pharma Nordic AB

Phone/E-mail Flojelbergsgatan 12
SE- 431 37 MélIndal
+46 (0)31 303 33 99
PLEASE NOTE: For external infornordic@ghnpharma.com

representation, please attach|| (see power of attorney in appendix)
an authorisation/power of

attorney
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2 Medicinal product overview

Does the request concern a new

New to the Norwegian market

active substance?
Trade name Rubraca
Generic name Rucaparib

Marketing authorisation in Norway

MT: EU/1/17/1250/001, EU/1/17/1250/002, EU/1/17/1250/003; approved 2018, but not launched

ATC code

LO1XK03

Mode of administration

oral

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Antineoplastic group, Rucaparib is an inhibitor of poly(ADP-ribose) polymerase (PARP) enzymes, including
PARP-1, PARP-2 and PARP-3, which play a role in DNA repair. In vitro studies have shown that
rucaparib-induced cytotoxicity involves inhibition of PARP enzymatic activity and the trapping of
PARP-DNA complexes resulting inincreased DNA damage, apoptosis, and cell death. Rucaparib has been
shown to have in vitro and in vivo anti-tumour activity in BRCA mutant cell lines through a mechanism
known as synthetic lethality, whereby the loss of two DNA repair pathways is required for cell death.
Increased rucaparib-induced cytotoxicity and anti-tumour activity was observed in tumour cell lines with
deficiencies in BRCA1/2 and other DNA repair genes. Rucaparib has been shown to decrease tumour
growth in mouse xenograft models of human cancer with or without deficiencies in BRCA.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Rubraca er indisert som monoterapi for vedlikeholdsbehandling av voksne
pasienter med fremskreden (FIGO stadier Ill og IV) haygradig epitelial
eggstokk-, eggleder- eller primaer peritoneal kreft som har respons
(fullstendig eller partiell) etter fullfering av farstelinje 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

No; however, an assessment process was initiated that were
stopped due to discontinued contact/response by previous
MAH/distributor (ID 2018 080). MAH of that time went bankrupt.

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

If yes, enter the Nye metoder ID
number

Yes. Zejula (Niraparib) with ID2020_034 (Monoterapi til vedlikeholdsbehandling av
pasienter med BRCA ' positiv status, avansert hgygradig kreft i ovarieepitel, eggleder
eller primzer peritoneal kreft, som responderer (fullstendig eller delvis) etter avsluttet
farstelinje platinabasert kjemoterapi);

ID2020_050 (Vedlikeholdsbehandling av voksne med BRCA negativ status og avansert
(FIGO 11l og IV), hgygradig kreft i ovarieepitel, eggleder eller primeer peritoneal kreft,
som responderer (fullstendig eller delvis) etter avsluttet farstelinje platinabasert
kjemoterapi)
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4 Expected timeline

Proced.ure_number for the.marketing EU/1/17/1250/001, EU/1/17/1250/002, EU/1/17/1250/003
authorisation assessment in EMA

Expected date (month/year) of CHMP|| ctober 12. 2023
positive opinion ’

Expected date (month/year) of 31/05/2018
marketing authorisation in Norway positive CHMP opinion was given on October 12, 2023
Expected date (quarter/year) for Q3 2024 (Rubraca is comparable (sammenlignbart) to already

submission of documentation to

Norwegian Medicines Agency existed products and inclusion in tender 2407 Ocology)

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

No
Will the new method require
diagnostic testing for biomarker
analysis?

N/A
Which biomarker(s) are relevant and
which publications describe this?
Please refer to publications

N/A

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

Will introduction of the new method no
require establishment of other/new
infrastructure?

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

Pre-analytical requirements complete blood count testing should be performed prior to

For example, biopsies, other starting treatment with Rubraca, and monthly thereafter, is

sampling, sample processing etc. advised.
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)?

Patients with advanced ovarian cancer independent of mutational status
should be put onto PARP inhibitor treatment in 1LM and 2LM. If treating
physicians intend to perform mutational testing then the biomarker "BRCA1
and BRCAZ alterations" is already established in the Norwegian health service

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?

6 Description of the disease and current treatments

Description of the disease

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

Ovarian cancer is the second-highest cause of death among all gynaecological cancers. The estimated number of new cases in Europe in 2020 was 66 693
with 44 053 deaths. More than two-thirds of patients are diagnosed at an advanced stage. More than 90% of malignant ovarian tumours are designated
tubo-ovarian carcinoma (also referred to as epithelial ovarian cancer). The most common and most lethal tubo-ovarian carcinoma is high-grade serous
carcinoma (HGSC). Most HGSCs develop from serous tubal intraepithelial carcinoma at the fallopian tube. Germline or somatic mutations in arrays of
genes coding for proteins involved in the homologous recombination (HR) repair of double-strand DNA breaks occur in up to 40-50% of patients with
HGSC. Symptoms associated with ovarian cancer (particularly when present for more than a year and occurring more than 12 times per month) are
persistent abdominal distension, abdominal bloating, early satiety and/or loss of appetite, pelvic or abdominal pain, and increased urinary urgency
and/or frequency. Other symptoms may include: postmenopausal bleeding; unexplained weight loss; fatigue or changes in bowel habit. - Reference:
ESGO-ESMO-ESP consensus conference recommendations on ovarian cancer: pathology and molecular biology and early, advanced and recurrent
disease. J.A. Ledermann et al., Annals of Oncology, Volume 35, Issue 3, March 2024, Pages 248-266 DOI:https://doi.org/10.1016/j.annonc.2023.11.015

Therapeutic area

Specify which field best describes
the method

Immunologi

Infeksjonssykdommer

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

Madge- og tarmsykdommer

Cancer

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

Brystkreft

Mage- og tarmkreft
Gynekologisk kreft
Hode- og halskreft
Hudkreft

Current treatment

Current standard treatment in
Norway, including references

Niraparib (Zejula); 1D2020_034 and 1D2020_050
see also helsedirektoratet.no.
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Prognosis

Describe the prognosis with current
treatment options, including
references

The PARPi "niraparib”, is currently used and reimbursed on the Norwegian market for advanced ovarian cancer treatment in 1LM and 2LM. Patients, who received
niraparib, in the setting of clinical trials had a significantly longer progression free survival (PFS) than patients that received placebo. Median investigator assessed PFS
was 24.5 versus 11.2months (hazard ratio, 0.52; 95% confidence interval [Cl], 0.40-0.68) in the HRd population and 13.8 versus 8.2months (hazard ratio, 0.66; 95% CI,
0.56-0.79) in the overall intention-to-treat population for niraparib (200mg/daily) and placebo, respectively in the PRIMA clinical trial performed primarily in Europe and
North America. Reference - Gonzéalez-Martin A et al., Eur J Cancer 2023 Aug:189:112908. doi: 10.1016/j.ejca.2023.04.024.

In the NOVA clinical trial performed in Europe and North America the BRCA mutation group median PFS was 21.0 months with niraparib (300 mg/daily) versus 5.5
months with placebo (hazard ratio [HR] 0.27, P < 0.0001), whereas in the overall non-BRCA mutation cohort ( median PFS was 9.3 months with niraparib versus 3.9
months with placebo (HR 0.45, P < 0.0001). Reference - Mirza MR. et al., Gynecology Oncology. VOLUME 159, ISSUE 2, P442-448, NOVEMBER 2020 DOI:
https://doi.org/10.1016/j.ygyno.2020.09.006

For the median PFS benefit provided through rucaparib treatment please see the following box.

The new medicinal product’s
placement in the treatment algorithm

Standard treatment of newly diagnosed, advanced ovarian carcinoma (OC) consists of cytoreductive surgery followed by plat ith or without Although surgical
resection followed by first-line platinum-based chemotherapy leads to complete remission in many patients, recurrences occur in up to 70% of cases. If the OC is recurrent, the benefit of secondary
cytoreductive surgery depends on the patient population. Consecutive maintenance therapy with PARP inhibitors (PARPi) with or without bevacizumab has recently been shown to significantly improve
progression-free survival in the first-line (LLM) setting. Reference: Consensus statements and treatment algorithm to guide clinicians in the selection of maintenance therapy for patients with newly
diagnosed, advanced ovarian carcinoma: Results of a Delphi study. Colombo et al. https://doi.org/10.1016/j.ygyno.2023.05.065 PARP treatment of advanced OC in second line (2LM) setting, in
platinum sensitive patients after relapse also signi improves ion-fi I of patients. Reference: Coleman RL et al. Lancet. 2017;390:1949-1961.

Rucaparib has shown a significant PFS benefit for patients in the 1LM setting in the HRD (=BRCA-mutant or BRCA wild-type/loss of heterozygosity high tumor) analysis group (28.7 in the Rucaparib
treated vs. 11.3 months in the placebo group) and the intent-to-treat (IIT) analysis group (20.2 in the treated vs 9.2 months in the placebo group) in the ATHENA-Mono Clnical trial - Reference: Monk BJ
etal. Clin Oncol. 2022 Dec 1; 40(34): 3952-3964.

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

approx 238 patients

According to kreftregisteret.no (2022) ther annual incidence of
ovarian cancer is 506 patients. Out of the 506 patients, approx.
240 are patients with advanced (FIGO Stages Il and IV) high-grade
epithelial ovarian, fallopian tube, or primary peritoneal cancer who
are in response (complete or partial) following completion of
first-line platinum-based chemotherapy; which are estimated
number of patients eligible for treatment with Rubraca.

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

Yes, tender 2407 Onkologi, starting from October 2024.

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

Yes, Zejula (Niraparib)

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

Yes, Zejula (Niraparib)
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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

C0-338-087/GOG-3020/ENGOT-0v45

ATHENA Mono, NCT03522246,
https://clinicaltrials.gov/study/NCT03522246?
cond=Ovarian%
20Cancer&term=athena&intr=Rucaparib&rank=1#study-p
lan

213359/PR-30-5017-C
PRIMA, NCT02655016

Study type and design

A randomised, double-blind, placebo-controlled, phase
11l trial, with 4 treatment arms. Experimental: Arm A-
oral rucaparib + intravenous (V) nivolumab,
Experimental: Arm B - oral rucaparib+V placebo,
Experimental: Arm C -oral placebo+ IV nivolumab,
Placebo Comparator: Arm D -Oral placebo + IV placebo

Randomised, double-blind,
placebo-controlled,
multicentre, phase IlI

Objective

Poly(ADP-ribose) polymerase inhibitors have shown efficacy
as first-line maintenance treatment for patients with ovarian
cancer. However, questions remain about which patients
may benefit from their use. Given the broad efficacy of
rucaparib in the recurrent setting, the study evaluated the
efficacy of rucaparib as maintenance in a diverse patient
population with newly diagnosed ovarian cancer.

This study aims to assess efficacy of Niraparib
(GSK3985771) as maintenance treatment in participants
with Stage Ill or IV ovarian cancer. Participants must have
completed front-line platinum based regimen with
complete response (CR) or partial response (PR). Data
collection for Secondary Outcome measures is ongoing

and the approximate duration of the study will be 7 years.

Population

Important inclusion
and exclusion criteria

Inclusion Criteria: Newly diagnosed advanced (FIGO stage III-IV) epithelial
ovarian, fallopian tube, or primary peritoneal cancer. Completed

Adult patients with newly diagnosed, advanced, high-grade serious or
endometroid, histologically confirmed advanced cancer of the ovary,

cytoreductive surgery, including at least a bilateral salping

and partial either prior (primary surgery) or
following neoadjuvant chemotherapy (interval debulking) Completed
first-line platinum-based chemotherapy and surgery with a response, in the
opinion of the Investigator Sufficient tumor tissue for planned analysis ECOG
performance status of 0 or 1

Exclusion Criteria: Pure sarcomas or borderline tumors or mucinous tumors

or fallopian tube with CR or PR after 1L platinum- taxane
chemotherapy

Inclusion criteria:

Histologically confirmed diagnosis of advanced (FIGO stage Il or IV),
high-grade, serous or endometrioid ovarian cancer, fallopian tube cancer, or
primary peritoneal cancer, having completed platinum-based chemotherapy.
Clinical complete response or partial response after completing

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Patients received rucaparib 600 mg orally twice a
day starting on cycle 1 day 1 and placebo IV every
4 weeks starting on cycle 2 day 1 in 28-day cycles.
Rucaparib treatment could continue until 24
months after initiation of placebo IV
administration, disease progression, death, or
unacceptable toxicity.

Niraparib was dosed at 300 mg once daily in 28-day cycles (orallya; n=487)

Niraparib 300 mg, or 200 mg in patients with BW
<77kg and/or platelet count <150K/uL QD (n=487)
« Placebo QD (n=246)

Initially all patients received fixed starting dose (FSD)
300 mg dose;

protocol amended 27 Nov 2017 to add individualized
starting dose (ISD) of 200 or 300 mg

« Niraparibs: FSD, n=317; ISD, n=170

« Placebo: FSD, n=158; ISD, n=88

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Patients received placebo 600 mg orally twice a

day starting on cycle 1 day 1 and placebo IV every 4
weeks starting on cycle 2 day 1 in 28-day cycles.
Rucaparib treatment could continue until 24 months
after initiation of placebo IV administration, disease
progression, death, or unacceptable toxicity.

Placebo + routin
monitoring (see above)

Endpoints

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

Primary: Investigator assessed Progression-free survival (PFS); from
ization until disease ion (up to i 7 years)

Secondary: Blinded independent central review (BICR) PFS; Every ~12
weeks after the start of combination treatment for ~3 years, then every
~24 weeks thereafter until disease progression. Study data collection
expected to last for ~7 years

Overall Survival (OS); From enrollment to primary study completion of
study (up to approximately 10 years)

Objective response rate (ORR); For patients with measurable disease,
every ~12 weeks after the start of combination treatment for ~3 years,
then every ~24 weeks thereafter until disease progression. Study data
collection expected to last for ~7 years

Duration of response (DOR); For patients with measurable disease,
every ~12 weeks after the start of combination treatment for ~3 years,
then every ~24 weeks thereafter until disease progression. Study data
collection expected to last for ~7 years

Primary: BICR-assessed
PFS

Secondary: OS, TFST,
PFS2

measurement
Relevant subgroup Exploratory subgroup analyses of || N/A
analyses investigator-assessed PFS in the

ITT population showed that
Description of any there was greater clinical benefit
relevant subgroup with rucaparib versus placebo
analyses for all subgroups.
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Study 1

Study 2

Study 3

Follow up time

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

to be available for
assessment by the
Norwegian Medicines
Agency as well as the
expected/planned
total follow-up time
for the study

Median duration of
follow-up was 26.1
months for rucaparib
versus 26.2 months for
placebo.

Median follow-up of 41.6
months for niraparib and
41.9 months for placebo.

Time perspective
results

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

Ongoing primary
completion expected
2024-12-30

Study Completion
(estimated), 2024-09-25

Publications

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

A Randomized, Phase Il Trial to Evaluate
Rucaparib Monotherapy as Maintenance
Treatment in Patients With Newly Diagnosed
Ovarian Cancer
(ATHENA-MONO/GOG-3020/ENGOT-0v45).
Monk et al. J Clin Oncol

. 2022 Dec 1;40(34):3952-3964. doi:
10.1200/)C0.22.01003.

Niraparib in Patients with Newly Diagnosed
Advanced Ovarian Cancer

Gonzales-Martin et al., N Engl ] Med
2019;381:2391-2402

https://www.nejm.org/doi/10.1056/NEJM0al1910
962

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

ATHENA Mono: Ongoing however the interim analysis already showed, that
in the first-line setting, rucaparib monotherapy maintenance treatment
significantly improved progression-free survival compared with placebo in
the intent-to-treat population and population of patients harboring tumors
with evidence of homologous recombination deficiency, as well as the
non-nested subgroup of patients with tumors without evidence of
homologous recombination deficiency (HRD-negative).

indications?

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

N/A
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10 Expected health economic documentation
Enter information about the expected health economic analysis

Type of health economic analysis

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

(Justify the proposal)

Cost-minimisation analysis. There is today already alternative treatment with
same indication and assessed by Nye Metoder. Therefore most relevant
comparison should be against treatment cost for existing treatment alternative.

Cost-minimization analysis will consist of treatment costs for treatment with
Rubraca vs Zejula tablets and additional costs that each treatment will generate
due to additional monitoring of patients required by SmPC.

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.

Same patient population in accordance to approved indication for
respective treatment. Both Rubraca and Zejula have similar
approved indication by EMA/DMP.

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

(Direct or indirect evidence)

Indirect evidence

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

Not applicable in a cost-minimization analysis

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

Based on the cost-minimization analysis indicating that Rubraca
will be cost-saving (minimum cost-neutral), the anticipated
budget impact of approving Rubraca will be positive or minimal.

11 Suitable for FINOSE?

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

If no, why not?

No. The product is not launched in any other Nordic country yet,
nor either any price level assessed by authorities in Nordic
countries.

Assessment Request Form (English) Version 1.1 (23.06.2023)
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12 Other relevant information
Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with No
clinicians at Norwegian health
trusts about this medicinal product/
indication? Yes/no

If so, who have you been in
contact with and what have been
their contribution?

(Relevant information in
connection with the recruitment
of experts in the field at Nye
metoder)

Are there specific circumstances No
related to the medicinal product
implying that a plain discount may
not be appropriate for fulfilment of
the priority criteria (yes/no)?

If yes, a separate form must

be completed and sent
nyelegemidler@sykehusinnkjop.
no at the same time as
documentation is sent to the
Norwegian Medicines Agency for
a health technology assessment.

Information and form:

https://www.sykehusinnkjop.
no/om-oss/informasjon-og-

opplering/

No

Any other relevant information?
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	Date: 2024-05-31
	Health technology developer: pharmaand GmbH and affiliates (=pharma&) 
	name: Valdet Hetemi
	Position: Head of Operation
	Telephone: +46 (0)739082753
	Email: infonordic@ghnpharma.com
	External representation - name/organizationn - phone/email: GHN Pharma Nordic AB
Flöjelbergsgatan 12
SE- 431 37 Mölndal
+46 (0)31 303 33 99
infornordic@ghnpharma.com
(see power of attorney in appendix)
	C2: Yes
	Active substance:  New to the Norwegian market
	Trade name: Rubraca
	Generic name: Rucaparib
	Marketing authorisation in norway: MT: EU/1/17/1250/001, EU/1/17/1250/002, EU/1/17/1250/003; approved 2018, but not launched 
	ATC-code: L01XK03
	Mode of administration: oral
	Pharmacotherapeutic group: Antineoplastic group, Rucaparib is an inhibitor of poly(ADP-ribose) polymerase (PARP) enzymes, including PARP-1, PARP-2 and PARP-3, which play a role in DNA repair. In vitro studies have shown that rucaparib-induced cytotoxicity involves inhibition of PARP enzymatic activity and the trapping of PARP-DNA complexes resulting inincreased DNA damage, apoptosis, and cell death.  Rucaparib has been shown to have in vitro and in vivo anti-tumour activity in BRCA mutant cell lines through a mechanism known as synthetic lethality, whereby the loss of two DNA repair pathways is required for cell death. Increased rucaparib-induced cytotoxicity and anti-tumour activity was observed in tumour cell lines with deficiencies in BRCA1/2 and other DNA repair genes. Rucaparib has been shown to decrease tumour growth in mouse xenograft models of human cancer with or without deficiencies in BRCA.
	expected indication: Rubraca er indisert som monoterapi for vedlikeholdsbehandling av voksne pasienter med fremskreden (FIGO stadier III og IV) høygradig epitelial eggstokk-, eggleder- eller primær peritoneal kreft som har respons (fullstendig eller partiell) etter fullføring av førstelinje platinabasert kjemoterapi.


	Other indications: No; however, an assessment process was initiated that were stopped due to discontinued contact/response by previous MAH/distributor (ID 2018_080). MAH of that time went bankrupt. 
	Same indications: Yes. Zejula (Niraparib) with ID2020_034 (Monoterapi til vedlikeholdsbehandling av pasienter med BRCA ½ positiv status, avansert høygradig kreft i ovarieepitel, eggleder eller primær peritoneal kreft, som responderer (fullstendig eller delvis) etter avsluttet førstelinje platinabasert kjemoterapi); 
ID2020_050 (Vedlikeholdsbehandling av voksne med BRCA negativ status og avansert (FIGO III og IV), høygradig kreft i ovarieepitel, eggleder eller primær peritoneal kreft, som responderer (fullstendig eller delvis) etter avsluttet førstelinje platinabasert kjemoterapi)
	Procedure number for marketing authorisation assessment in EMA: EU/1/17/1250/001, EU/1/17/1250/002, EU/1/17/1250/003
	Expected date (month/year) of CHMP positive option: October 12, 2023
	Expected date (month/year) marketing authorisation in norway: 31/05/2018
positive CHMP opinion was given on October 12, 2023
	Expected date (quarter/year) submission of documentation: Q3 2024 (Rubraca is comparable (sammenlignbart) to already existed products and inclusion in tender 2407 Ocology)
	testing for biomaker analysis?: No
	Which biomaker: N/A
	Diagnostics preformance: N/A
	Establishment of other/new infrastructure: no
	Pre-analytical requirements:  complete blood count testing should be performed prior to starting treatment with Rubraca, and monthly thereafter, is advised.
	Tst extecution: Patients with advanced ovarian cancer independent of mutational status should be put onto PARP inhibitor treatment in 1LM and 2LM. If treating physicians intend to perform mutational testing then the biomarker "BRCA1 and BRCA2 alterations" is already established in the Norwegian health service
	Description of reading of results: 
	Which patient groups: 
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: Ovarian cancer is the second-highest cause of death among all gynaecological cancers. The estimated number of new cases in Europe in 2020 was 66 693 with 44 053 deaths. More than two-thirds of patients are diagnosed at an advanced stage. More than 90% of malignant ovarian tumours are designated tubo-ovarian carcinoma (also referred to as epithelial ovarian cancer). The most common and most lethal tubo-ovarian carcinoma is high-grade serous carcinoma (HGSC). Most HGSCs develop from serous tubal intraepithelial carcinoma at the fallopian tube. Germline or somatic mutations in arrays of genes coding for proteins involved in the homologous recombination (HR) repair of double-strand DNA breaks occur in up to 40–50% of patients with HGSC.  Symptoms associated with ovarian cancer (particularly when present for more than a year and occurring more than 12 times per month) are persistent abdominal distension, abdominal bloating, early satiety and/or loss of appetite, pelvic or abdominal pain, and increased urinary urgency and/or frequency. Other symptoms may include: postmenopausal bleeding; unexplained weight loss; fatigue or changes in bowel habit. - Reference: ESGO–ESMO–ESP consensus conference recommendations on ovarian cancer: pathology and molecular biology and early, advanced and recurrent disease. J.A. Ledermann et al., Annals of Oncology, Volume 35, Issue 3, March 2024, Pages 248-266  DOI:https://doi.org/10.1016/j.annonc.2023.11.015
	Cancer treatment: Niraparib (Zejula); ID2020_034 and ID2020_050
see also helsedirektoratet.no. 
	Cancer: [Gynekologisk kreft]
	Prognosis: The PARPi "niraparib", is currently used and reimbursed on the Norwegian market for advanced ovarian cancer treatment in 1LM and 2LM. Patients, who received niraparib, in the setting of clinical trials had a significantly longer progression free survival (PFS) than patients that received placebo. Median investigator assessed PFS was 24.5 versus 11.2months (hazard ratio, 0.52; 95% confidence interval [CI], 0.40-0.68) in the HRd population and 13.8 versus 8.2months (hazard ratio, 0.66; 95% CI, 0.56-0.79) in the overall intention-to-treat population for niraparib (200mg/daily) and placebo, respectively in the PRIMA clinical trial performed primarily in Europe and North America. Reference - González-Martín A et al., Eur J Cancer 2023 Aug:189:112908. doi: 10.1016/j.ejca.2023.04.024.
In the NOVA clinical trial performed in Europe and North America the BRCA mutation group median PFS was 21.0 months with niraparib (300 mg/daily) versus 5.5 months with placebo (hazard ratio [HR] 0.27, P < 0.0001), whereas in the overall non-BRCA mutation cohort ( median PFS was 9.3 months with niraparib versus 3.9 months with placebo (HR 0.45, P < 0.0001). Reference - Mirza MR. et al., Gynecology Oncology. VOLUME 159, ISSUE 2, P442-448, NOVEMBER 2020 DOI:https://doi.org/10.1016/j.ygyno.2020.09.006
For the median PFS benefit provided through rucaparib treatment please see the following box.

	The new medicinal product: Standard treatment of newly diagnosed, advanced ovarian carcinoma (OC) consists of cytoreductive surgery followed by platinum-based chemotherapy with or without bevacizumab. Although surgical resection followed by first-line platinum‐based chemotherapy leads to complete remission in many patients, recurrences occur in up to 70% of cases. If the OC is recurrent, the benefit of secondary cytoreductive surgery depends on the patient population. Consecutive maintenance therapy with PARP inhibitors (PARPi) with or without bevacizumab has recently been shown to significantly improve progression-free survival in the first-line (1LM) setting. Reference: Consensus statements and treatment algorithm to guide clinicians in the selection of maintenance therapy for patients with newly diagnosed, advanced ovarian carcinoma: Results of a Delphi study. Colombo et al.  https://doi.org/10.1016/j.ygyno.2023.05.065 PARPi treatment of advanced OC in second line (2LM) setting, in platinum sensitive patients after relapse also significantly improves progression-free survival of patients. Reference: Coleman RL et al. Lancet. 2017;390:1949–1961.
Rucaparib has shown a significant PFS benefit for patients in the 1LM setting in the HRD (=BRCA-mutant or BRCA wild-type/loss of heterozygosity high tumor) analysis group (28.7 in the Rucaparib treated vs. 11.3 months in the placebo group) and the intent-to-treat (IIT) analysis group (20.2 in the treated vs 9.2 months in the placebo group) in the ATHENA-Mono Clnical trial -  Reference: Monk BJ et al. Clin Oncol. 2022 Dec 1; 40(34): 3952–3964.

	Patient population: approx 238 patients

According to kreftregisteret.no (2022) ther annual incidence of ovarian cancer is 506 patients. Out of the 506 patients, approx. 240 are patients with advanced (FIGO Stages III and IV) high-grade epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in response (complete or partial) following completion of first-line platinum-based chemotherapy; which are estimated number of patients eligible for treatment with Rubraca.
	Existing procurements in therapeutic area: Yes, tender 2407 Onkologi, starting from October 2024.
	Any other medicinal products: Yes, Zejula (Niraparib)
	Consider supplier: Yes, Zejula (Niraparib)
	1 Study ID: CO-338-087/GOG-3020/ENGOT-ov45
ATHENA Mono, NCT03522246,
https://clinicaltrials.gov/study/NCT03522246?cond=Ovarian%20Cancer&term=athena&intr=Rucaparib&rank=1#study-plan
	2 Study ID: 213359/PR-30-5017-C
PRIMA, NCT02655016
	3 Study ID: 
	1 Study type and design: A randomised, double-blind, placebo-controlled, phase III trial, with 4 treatment arms. Experimental: Arm A- oral rucaparib + intravenous (IV) nivolumab, Experimental: Arm B - oral rucaparib+IV placebo, Experimental: Arm C -oral placebo+ IV nivolumab, Placebo Comparator: Arm D -Oral placebo + IV placebo
	2 Study type and design: Randomised, double-blind, placebo-controlled, multicentre, phase III
	3 Study type and design: 
	1 Objective: Poly(ADP-ribose) polymerase inhibitors have shown efficacy as first-line maintenance treatment for patients with ovarian cancer. However, questions remain about which patients may benefit from their use. Given the broad efficacy of rucaparib in the recurrent setting, the study evaluated the efficacy of rucaparib as maintenance in a diverse patient population with newly diagnosed ovarian cancer.
	2 Objective: This study aims to assess efficacy of Niraparib (GSK3985771) as maintenance treatment in participants with Stage III or IV ovarian cancer. Participants must have completed front-line platinum based regimen with complete response (CR) or partial response (PR). Data collection for Secondary Outcome measures is ongoing and the approximate duration of the study will be 7 years.
	3 Objective: 
	1 Population: Inclusion Criteria: Newly diagnosed advanced (FIGO stage III-IV) epithelial ovarian, fallopian tube, or primary peritoneal cancer. Completed cytoreductive surgery, including at least a bilateral salpingo-oophorectomy and partial omentectomy, either prior to chemotherapy (primary surgery) or following neoadjuvant chemotherapy (interval debulking) Completed first-line platinum-based chemotherapy and surgery with a response, in the opinion of the Investigator Sufficient tumor tissue for planned analysis ECOG performance status of 0 or 1

Exclusion Criteria: Pure sarcomas or borderline tumors or mucinous tumors
Active second malignancy
Known central nervous system brain metastases
Any prior treatment for ovarian cancer, other than the first-line platinum regimen
Evidence of interstitial lung disease or active pneumonitis
Active, known or suspected autoimmune disease
Condition requiring active systemic treatment with either corticosteroids (>10 mg daily prednisone equivalent) or other immunosuppressive medications

	2 Population: Adult patients with newly diagnosed, advanced, high-grade serious or endometroid, histologically confirmed advanced cancer of the ovary, peritoneum or fallopian tube with CR or PR after 1L platinum– taxane chemotherapy

Inclusion criteria: 
Histologically confirmed diagnosis of advanced (FIGO stage III or IV), high-grade, serous or endometrioid ovarian cancer, fallopian tube cancer, or primary peritoneal cancer, having completed platinum-based chemotherapy.
Clinical complete response or partial response after completing chemotherapy.
The patient must be randomized within 12 weeks from the first day of the last cycle of chemotherapy.
All patients in stage IV are eligible. Stage III patients must have visible residual disease after primary surgery. Patients with inoperable stage III and IV disease are eligible.
Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1.
Willing to undergo an HRD test.
Patients of childbearing potential must have a negative pregnancy test 72 hours before the first dose.

Exclusion criteria: The patient has a mucinous or clear cell subtype of epithelial ovarian cancer, mixed sarcoma, or undifferentiated ovarian cancer.
The patient has undergone debulking surgery more than twice.
The patient is to receive bevacizumab as maintenance therapy.
The patient has previously been treated with a PARP inhibitor.
The patient has been diagnosed and/or treated for invasive cancer (other than the cancer type in the study) less than 5 years before study enrollment.
The patient is pregnant, breastfeeding, or planning to become pregnant while receiving study treatment and for 180 days after the last dose in the study.
	3 Population: 
	1 Endpoints: Primary: Investigator assessed Progression-free survival (PFS); from randomization until disease progression (up to approximately 7 years)

Secondary: Blinded independent central review (BICR) PFS; Every ~12 weeks after the start of combination treatment for ~3 years, then every ~24 weeks thereafter until disease progression. Study data collection expected to last for ~7 years 

Overall Survival (OS); From enrollment to primary study completion of study (up to approximately 10 years) 

Objective response rate (ORR); For patients with measurable disease, every ~12 weeks after the start of combination treatment for ~3 years, then every ~24 weeks thereafter until disease progression. Study data collection expected to last for ~7 years 

Duration of response (DOR); For patients with measurable disease, every ~12 weeks after the start of combination treatment for ~3 years, then every ~24 weeks thereafter until disease progression. Study data collection expected to last for ~7 years

	2  Endpoints: Primary: BICR-assessed PFS
Secondary: OS, TFST, PFS2

	3 Endpoints: 
	1 Relevant subgroup: Exploratory subgroup analyses of investigator-assessed PFS in the ITT population showed that there was greater clinical benefit with rucaparib versus placebo for all subgroups.
	2 Relevant subgroup: N/A
	3 Relevant subgroup: 
	1 Intervention: Patients received rucaparib 600 mg orally twice a
day starting on cycle 1 day 1 and placebo IV every 4 weeks starting on cycle 2 day 1 in 28-day cycles. Rucaparib treatment could continue until 24 months after initiation of placebo IV administration, disease progression, death, or unacceptable toxicity.
	2 Intervention: Niraparib was dosed at 300 mg once daily in 28-day cycles (orallya; n=487)
 
Niraparib 300 mg, or 200 mg in patients with BW
<77kg and/or platelet count <150K/uL QD (n=487)
• Placebo QD (n=246)
 
Initially all patients received fixed starting dose (FSD) 
300 mg dose;
protocol amended 27 Nov 2017 to add individualized
starting dose (ISD) of 200 or 300 mg
• Niraparib: FSD, n=317; ISD, n=170
• Placebo: FSD, n=158; ISD, n=88
 
36 months or until disease progression
	3  Intervention: 
	1 Comparator: Patients received placebo 600 mg orally twice a
day starting on cycle 1 day 1 and placebo IV every 4 weeks starting on cycle 2 day 1 in 28-day cycles. Rucaparib treatment could continue until 24 months after initiation of placebo IV administration, disease progression, death, or unacceptable toxicity.

	2 Comparator: Placebo + routin monitoring (see above)
	3 Comparator: 
	1 Follow up time: Median duration of follow-up was 26.1 months for rucaparib versus 26.2 months for placebo.
	2 Follow up time: Median follow-up of 41.6 months for niraparib and 41.9 months for placebo.
	3 Follow up time: 
	1 Time perspective: Ongoing primary completion expected 2024-12-30
	2 Time perspective: Study Completion (estimated), 2024-09-25 
	3 Time perspective: 
	1 Publications: A Randomized, Phase III Trial to Evaluate Rucaparib Monotherapy as Maintenance Treatment in Patients With Newly Diagnosed Ovarian Cancer(ATHENA-MONO/GOG-3020/ENGOT-ov45). Monk et al. J Clin Oncol
. 2022 Dec 1;40(34):3952-3964. doi: 10.1200/JCO.22.01003. 
	2 Publications: Niraparib in Patients with Newly Diagnosed Advanced Ovarian Cancer

Gonzales-Martin et al., N Engl J Med 2019;381:2391-2402

https://www.nejm.org/doi/10.1056/NEJMoa1910962

	3 Publications: 
	Ongoing studies - further information: ATHENA Mono: Ongoing however the interim analysis already showed, that
in the first-line setting, rucaparib monotherapy maintenance treatment significantly improved progression-free survival compared with placebo in the intent-to-treat population and population of patients harboring tumors with evidence of homologous recombination deficiency, as well as the non-nested subgroup of patients with tumors without evidence of homologous recombination deficiency (HRD-negative).
	Ongoing studies indications: N/A
	Type of health economic analysis: Cost-minimisation analysis. There is today already alternative treatment with same indication and assessed by Nye Metoder. Therefore most relevant comparison should be against treatment cost for existing treatment alternative. 

Cost-minimization analysis will consist of treatment costs for treatment with Rubraca vs Zejula tablets and additional costs that each treatment will generate due to additional monitoring of patients required by SmPC. 

	Patient population sungroups: Same patient population in accordance to approved indication for respective treatment. Both Rubraca and Zejula have similar approved indication by EMA/DMP.
	Which documentation estimating relative efficacy: Indirect evidence
	Health related quality of life: Not applicable in a cost-minimization analysis
	Expected pharmaceutical budget: Based on the cost-minimization analysis indicating that Rubraca will be cost-saving (minimum cost-neutral), the anticipated budget impact of approving Rubraca will be positive or minimal.
	Suitable for FINOSE: No. The product is not launched in any other Nordic country yet, nor either any price level assessed by authorities in Nordic countries.
	Contact with clinicians at norwegian health trusts: No
	Spesific circumstances: No
	Andre relevante opplysninger? 2: No


