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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

ASSESSMENT REQUEST FORM (ENGLISH)

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

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

Assessment Request Form (English) Version 1.1 (23.06.2023)
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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: 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: Marketing authorisation via central procedure: EU/1/17/1250/001, EU/1/17/1250/002, EU/1/17/1250/003
	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 platinasensitiv residiverende høygradig epitelial eggstokk-, eggleder- eller primær peritoneal kreft som har respons (fullstendig eller partiell) på platinabasert kjemoterapi.
	Other indications: No; however, an assessment process was initiated that were stopped due to discontinued contact/response by previous MAH/distributor (ID 2017_068). MAH of that time went bankrupt. 
	Same indications: Yes. Zejula (Niraparib) with ID2019_107; ID2020_051 
	Procedure number for marketing authorisation assessment in EMA: Already approved: EU/1/17/1250/001, EU/1/17/1250/002, EU/1/17/1250/003
	Expected date (month/year) of CHMP positive option: initial marketing authorisation via centralised procedure: 31/05/2018

	Expected date (month/year) marketing authorisation in norway: initial marketing authorisation via centralised procedure: 31/05/2018

	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 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: N/A
	Which patient groups: N/A
	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) ID2019_107; ID2021_051; 
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 both in 1st line mainentance (1LM) and second line maintenance (2LM) treatment. Patients, who received niraparib, in the setting of clinical trials had a significantly longer progression free survival (PFS) than patients that received placebo. In the 2LM setting investigated 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 in the 2LM 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 maintenance (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 maintenance (2LM) setting, in platinum sensitive patients after relapse significantly improves progression-free survival of patients. Rucaparib has shown a significant PFS benefit for patients in the 2LM setting in the BRCA mutation (16.6 in the Rucaparib treated  vs. 5.4 months in the placebo group ) and the overall IIT analysis group (10.8 in the treated  vs. 5.4 months in the placebo group) in the ARIEL3 Clinical trial - Reference: Coleman RL et al. Lancet. 2017;390:1949–1961.
It should be used for 2LM treatment under the following registered indication: 
Rubraca is indicated as monotherapy for the maintenance treatment of adult patients with platinumsensitive relapsed high-grade epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in response (complete or partial) to platinum-based chemotherapy. 
	Patient population: approx 105 patients

According to kreftregisteret.no (2022) ther annual incidence in Norway of ovarian cancer is 506 patients. Out of the 506 patients, approx. 105 are adult patients with platinumsensitive relapsed high-grade epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in response (complete or partial) to 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-338-014
ARIEL3, NCT01968213, https://clinicaltrials.gov/study/NCT01968213?term=ariel&intr=Rucaparib&rank=3
	2 Study ID: PR-30-5011-C/ENGOT-OV16
NOVA, NCT01847274
https://clinicaltrials.gov/study/NCT01847274#study-overview
	3 Study ID: 
	1 Study type and design: A randomised, double-blind, placebo-controlled, phase III trial, with 2 treatment arms. Experimental: Rucaparib, Placebo Comparator: Placebo
	2 Study type and design: A Phase 3 Randomized Double-blind Trial of Maintenance With Niraparib Versus Placebo in Patients With Platinum Sensitive Ovarian Cancer.
	3 Study type and design: 
	1 Objective: The purpose of this study was to evaluate patient response to maintenance treatment with rucaparib versus placebo.
	2 Objective: Niraparib as maintenance in platinum sensitive ovarian cancer patients who have either gBRCAmut or a tumor with high-grade serous histology and who have responded to their most recent chemotherapy containing a platinum agent.
	3 Objective: 
	1 Population: Inclusion Criteria: Confirmed diagnosis of high-grade serous or endometrioid epithelial ovarian, primary peritoneal, or fallopian tube cancer.
Received ≥2 prior platinum-based treatment regimens including platinum based regimen that must have been administered immediately prior to maintenance therapy in this trial. Received no more than 1 non-platinum chemotherapy regimen. Prior hormonal therapy will not be counted as a non-platinum regimen. Must have had at least a 6-month disease-free period following prior treatment with the penultimate platinum-based chemotherapy and achieved a response. For the last chemotherapy course prior to study entry, patients must have received a platinum-based doublet chemotherapy regimen and have achieved a CR or PR (as defined by RECIST) and/or a GCIG CA-125 response. Have sufficient archival tumor tissue for analysis.

Exclusion Criteria: History of prior cancer except for non-melanoma skin cancer, breast cancer curatively > 3 years ago, curatively treated solid tumor (>5 years ago without evidence of recurrence), and synchronous endometrial cancer (Stage 1A) with ovarian cancer.
Prior treatment with any PARP inhibitor, including rucaparib. Patients who received prior iniparib are eligible.
Untreated or symptomatic central nervous system metastases.
Pre-existing duodenal stent and/or any gastrointestinal disorder or defect that would, in the opinion of the Investigator, interfere with absorption of study drug.
Required drainage of ascites during the final 2 cycles of their last platinum-based regimen and/or during the period between the last dose of chemotherapy of that regimen and randomization to maintenance treatment in this study

	2 Population: Inclusion Criteria:
18 years of age or older, female, any race
Histologically diagnosed ovarian cancer, fallopian tube cancer or primary peritoneal cancer
High grade (or grade 3) serous histology or known to have gBRCAmut
Has received at least 2 previous courses of platinum-containing therapy, and has disease that was considered platinum sensitive following the penultimate (next to last) platinum course (more than 6 month period between penultimate platinum regimen and progression of disease)
Has responded to last the platinum regimen, remains in response and is enrolled on study within 8 weeks of completion of the last platinum regimen
ECOG 0-1
Adequate bone marrow, kidney and liver function

Exclusion Criteria:
Known hypersensitivity to the components of niraparib
Invasive cancer other than ovarian cancer within 2 years (except basal or squamous cell carcinoma of the skin that has been definitely treated)
Symptomatic uncontrolled brain metastasis
Is pregnant or breast feeding
Immunocompromised patients
Known active hepatic disease
Prior treatment with a known PARP inhibitor
	3 Population: 
	1 Endpoints: Primary: Disease Progression According to RECIST Version 1.1, as Assessed by the Investigator, or Death From Any Cause (Investigator Progression Free Survival as Per invPFS); Progression-free survival by Investigator (invPFS) is defined as the time from randomization to disease progression, according to RECIST v1.1 criteria as assessed by the investigator, or death due to any cause, whichever occurs first. Progressive disease is defined using Response Evaluation Criteria In Solid Tumors Criteria (RECIST v1.1), as a 20% increase in the sum of the longest diameter of measurable lesions, an unequivocal increase in existing non-measurable lesion(s), or the appearance of unequivocal new lesion(s). Every 12 calendar weeks (within 7 days prior is permitted) after start of treatment until treatment discontinuation due to disease progression. Total follow-up was up to approximately 3 years.


Secondary: Disease Progression According to RECIST v1.1, as Assessed by Independent Radiology Review (IRR), or Death From Any Cause (irrPFS); To evaluate PFS by RECIST v1.1, as assessed by independent radiology review (IRR). Every 12 calendar weeks (within 7 days prior is permitted) after start of treatment until treatment discontinuation due to disease progression. Total follow-up was up to approximately 8.2 years.  

Overall Survival (OS); Overall survival (OS) is defined as the number of days from the date of randomization to the date of death (due to any cause). Patients who are still alive were censored on the date of their last available visit or last date known to be alive.; All patients were followed for survival up to approximately 8.2 years.

Time to a 4-point Decrease in the Disease-related Symptoms - Physical (DRS-P) Subscale of the FOSI-18; The National Comprehensive Cancer Network-Functional Assessment of Cancer Therapy (NCCN-FACT) FACT-Ovarian Symptom Index (FOSI-18) is a questionnaire, for completion by patients, designed to assess the impact of cancer therapy on ovarian cancer-related symptoms and is based on numerical point scoring of symptoms. The DRS-P subscale of the questionnaire is specifically designed to assess physical symptoms of ovarian cancer and evaluate changes in the subscale point score in individual assessments over time. This study looked at the time to a 4-point reduction in subscale score as an indicator of improvement in disease-related physical symptoms on cancer therapy.; Screening, Day 1 of each treatment cycle, Treatment Discontinuation visit, and 28-day Follow-up visit. Total follow-up was up to approximately 6.4 years. 

Time to an 8-point Decrease in the Total Score of the FOSI-18; The National Comprehensive Cancer Network-Functional Assessment of Cancer Therapy (NCCN-FACT) FACT-Ovarian Symptom Index (FOSI-18) is a questionnaire, for completion by patients, designed to assess the impact of cancer therapy on ovarian cancer-related physical, emotional and treatment-related symptoms, and is based on numerical point scoring of symptoms. The questionnaire is designed to evaluate changes in the total score in individual assessments over time. This study looked at the time to an 8-point reduction in the total score as an indicator of improvement in disease-related symptoms on cancer therapy.; Screening, Day 1 of each treatment cycle, Treatment Discontinuation visit, and 28-day Follow-up visit. Total follow-up was up to approximately 6.4 years. 

Individual Model Parameter Estimates of Rucaparib and Covariates Identification; Concentration summary statistics; Study data collection occurred over approximately 7 months.

	2  Endpoints: Primary: Progression-Free Survival (PFS) in the following 3 Cohorts (1) With Germline BReast CAncer Gene (BRCA) Mutation (gBRCA), (2) With No Germline BCRA With Homologous Recombination Deficiency-positive (HRD+) Tumors (Non-gBRCAmut HRD+) and (3) Progression-Free Survival (PFS) in Cohort With No Germline BRCA Mutation; PFS was defined as the time between randomization and disease progression or death from any cause. Computed tomography or magnetic resonance imaging to assess disease progression was performed at baseline, every 8 weeks through cycle 14, and then every 12 weeks until treatment discontinuation. The objective assessment of disease progression was determined by means of central radiologic and clinical review, according to Response Evaluation Criteria in Solid Tumors (RECIST),version 1.1, which was performed in a blinded fashion. PD is defined as at least a 20% increase in the sum of the diameters of target lesions, taking as reference the smallest sum on study; From date of randomization to the earliest date of disease progression or death from any cause, up to 7 years 7 months and 4 days

Secondary: Time to First Subsequent Therapy in Cohorts With and Without Germline BRCA Mutation (gBRCA); The TFST was defined as the time from the date of randomization to the start date of the first subsequent anti-cancer therapy or death; From date of randomization to the earliest date of first subsequent therapy or death, up to 7 years, 7 months and 4 days

Chemotherapy-Free Interval in Cohorts With and Without Germline BRCA Mutation (gBRCA); Chemotherapy-Free Interval was defined as the time from the last platinum therapy prior to randomization to the initiation of the next anti-cancer therapy after maintenance treatment; From date of last platinum therapy prior to randomization to the initiation of the next anti-cancer therapy after maintenance treatment, up to 7 years, 7 months and 4 days

Progression-Free Survival 2 in Cohorts With and Without Germline BRCA Mutation (gBRCA); Progression-Free Survival 2 was defined as the date of randomization in the current study to the earlier date of assessment of progression on the next anti-cancer therapy following study treatment or death due to any cause. Progression was determined by the investigator via clinical and radiographic assessment using the same criteria as used in the current study.; From treatment randomization to the earlier of the date of disease progression on the next anti-cancer therapy following study treatment or death due to any cause, up to 7 years, 7 months and 4 days

Overall Survival in Cohorts With and Without Germline BRCA Mutation (gBRCA); Overall survival was defined as the date of randomization to the date of death by any cause.; From treatment randomization to date of death by any cause, up to 7 years, 7 months and 4 days

Time to Second Subsequent Therapy in Cohort With Germline BRCA Mutation (gBRCA); TSST was defined as the date of randomization to the earlier of the start date of second follow-up anti-cancer treatment or death.; From the date of randomization to the start date of the second subsequent anti-cancer therapy, up to 7 years, 7 months and 4 days

Change From Baseline in Functional Assessment of Cancer Therapy-Ovarian Symptom Index in Cohorts With and Without Germline BRCA at Cycles 2, 4 and 6; Functional Assessment of Cancer Therapy-Ovarian Symptom Index is a validated, 8-item measure of symptom response to treatment for ovarian cancer. Participants respond to their symptom experience over the past 7 days using a 5-point Likert scale score from "not at all" (0) to "very much" (4). The total score was calculated by multiplying the sum of all items scored by 8 and dividing the result by the number of responses. The total symptom index was calculated as the total of the 8 scores, ranging from 0 ("severely symptomatic") to 32 ("asymptomatic"). A positive change from Baseline indicates improvement. Baseline was latest non-missing pre-dose assessment on or before randomization date. Change from Baseline was calculated by subtracting the Baseline value from the post-dose visit value.; Baseline (pre-dose on Day 1) and at Cycles 2, 4 and 6 (Each cycle was of 28 days)

Change From Baseline in Functional Assessment of Cancer Therapy-Ovarian Symptom Index in Cohort With and Without Germline BRCA at Post-progression; Functional Assessment of Cancer Therapy-Ovarian Symptom Index is a validated, 8-item measure of symptom response to treatment for ovarian cancer. Participants respond to their symptom experience over the past 7 days using a 5-point Likert scale score from "not at all" (0) to "very much" (4). The total score was calculated by multiplying the sum of all items scored by 8 and dividing the result by the number of responses. The total symptom index was calculated as the total of the 8 scores, ranging from 0 ("severely symptomatic") to 32 ("asymptomatic"). A positive change from Baseline indicates improvement. Baseline was latest non-missing pre-dose assessment on or before randomization date. Change from Baseline was calculated by subtracting the Baseline value from the post-dose visit value.; Baseline (Pre-dose on Cycle 1 Day 1, Each cycle was of 28 days) and up to 7 years, 7 months and 4 days

Change From Baseline in Functional Assessment of Cancer Therapy-Ovarian Symptom Index in Cohort With no Germline BRCA at Cycles 2, 4 and 6; Functional Assessment of Cancer Therapy-Ovarian Symptom Index is a validated, 8-item measure of symptom response to treatment for ovarian cancer. Participants respond to their symptom experience over the past 7 days using a 5-point Likert scale score from "not at all" (0) to "very much" (4). The total score was calculated by multiplying the sum of all items scored by 8 and dividing the result by the number of responses. The total symptom index was calculated as the total of the 8 scores, ranging from 0 ("severely symptomatic") to 32 ("asymptomatic"). A positive change from Baseline indicates improvement. Baseline was latest non-missing pre-dose assessment on or before randomization date. Change from Baseline was calculated by subtracting the Baseline value from the post-dose visit value.; Baseline (Pre-dose on Day 1) and at Cycles 2, 4 and 6 (Each cycle was of 28 days)

Change From Baseline in Functional Assessment of Cancer Therapy-Ovarian Symptom Index in Cohort With no Germline BRCA at Post-progression; Functional Assessment of Cancer Therapy-Ovarian Symptom Index is a validated, 8-item measure of symptom response to treatment for ovarian cancer. Participants respond to their symptom experience over the past 7 days using a 5-point Likert scale score from "not at all" (0) to "very much" (4). The total score was calculated by multiplying the sum of all items scored by 8 and dividing the result by the number of responses. The total symptom index was calculated as the total of the 8 scores, ranging from 0 ("severely symptomatic") to 32 ("asymptomatic"). A positive change from Baseline indicates improvement. Baseline was latest non-missing pre-dose assessment on or before randomization date. Change from Baseline was calculated by subtracting the Baseline value from the post-dose visit value; Baseline (Pre-dose on Day 1) and up to 7 years, 7 months and 4 days

Change From Baseline in European Quality of Life Scale, 5-Dimensions (EQ-5D-5L) in Cohort With Germline BRCA at Cycle 2, 4 and 6; EQ-5D-5L is a well-validated, general preference-based, health-related Quality of Life (QoL) instrument. The EQ-5D-5L encompasses 5 domains, asking participants to rate their perceived health state today on the following dimensions: Mobility, Self-Care, Usual Activities, Pain/Discomfort, and Anxiety/Depression. Each domain has 5 possible levels: "no problems" (Level 1), "slight problems" (Level 2), "moderate problems" (Level 3), "severe problems" (Level 4), and "extreme problems" (Level 5). Responses for 5 dimensions together formed a 5-figure description of health state (e.g.11111 indicates no problems in all 5 dimensions). Baseline was latest non-missing pre-dose assessment on or before randomization date. Change from Baseline was calculated by subtracting the Baseline value from the post-dose visit value.; Baseline (Pre-dose on Day 1) and at Cycles 2, 4 and 6 (Each cycle was of 28 days)

Change From Baseline in EQ-5D-5L in Cohort With Germline BRCA at Post-progression; EQ-5D-5L is a well-validated, general preference-based, health-related Quality of Life (QoL) instrument. The EQ-5D-5L encompasses 5 domains, asking participants to rate their perceived health state today on the following dimensions: Mobility, Self-Care, Usual Activities, Pain/Discomfort, and Anxiety/Depression. Each domain has 5 possible levels: "no problems" (Level 1), "slight problems" (Level 2), "moderate problems" (Level 3), "severe problems" (Level 4), and "extreme problems" (Level 5). Responses for 5 dimensions together formed a 5-figure description of health state (e.g.11111 indicates no problems in all 5 dimensions). Baseline was latest non-missing pre-dose assessment on or before randomization date. Change from Baseline was calculated by subtracting the Baseline value from the post-dose visit value.; Baseline (Pre-dose on Day 1) and up to 7 years, 7 months and 4 days

Change From Baseline in EQ-5D-5L in Cohort With no Germline BRCA at Cycles 2, 4 and 6; EQ-5D-5L is a well-validated, general preference-based, health-related Quality of Life (QoL) instrument. The EQ-5D-5L encompasses 5 domains, asking participants to rate their perceived health state today on the following dimensions: Mobility, Self-Care, Usual Activities, Pain/Discomfort, and Anxiety/Depression. Each domain has 5 possible levels: "no problems" (Level 1), "slight problems" (Level 2), "moderate problems" (Level 3), "severe problems" (Level 4), and "extreme problems" (Level 5). Responses for 5 dimensions together formed a 5-figure description of health state (e.g.11111 indicates no problems in all 5 dimensions). Baseline was latest non-missing pre-dose assessment on or before randomization date. Change from Baseline was calculated by subtracting the Baseline value from the post-dose visit value.; Baseline (Pre-dose on Day 1) and at Cycle 2 (Each cycle was of 28 days)

Change From Baseline in EQ-5D-5L in Cohort With no Germline BRCA at Post-progression; EQ-5D-5L is a well-validated, general preference-based, health-related Quality of Life (QoL) instrument. The EQ-5D-5L encompasses 5 domains, asking participants to rate their perceived health state today on the following dimensions: Mobility, Self-Care, Usual Activities, Pain/Discomfort, and Anxiety/Depression. Each domain has 5 possible levels: "no problems" (Level 1), "slight problems" (Level 2), "moderate problems" (Level 3), "severe problems" (Level 4), and "extreme problems" (Level 5). Responses for 5 dimensions together formed a 5-figure description of health state (e.g.11111 indicates no problems in all 5 dimensions). Baseline was latest non-missing pre-dose assessment on or before randomization date. Change from Baseline was calculated by subtracting the Baseline value from the post-dose visit value.; Baseline (Pre-dose on Day 1) and up to 7 years, 7 months and 4 days

Number of Participants With Response to Neuropathy Questionnaire in Cohorts With and Without Germline BRCA at Baseline; A Neuropathy Questionnaire measures the participant's symptom experience over the past 7 days using a 5-point Likert scale of "not at all" (0) to "very much" (4). There are 2 items that ask if the participant's feet (item 1) or hands (item 2) feel numb or have prickling/tingling feelings. The Neuropathy Questionnaire was used to determine the chemotherapy-induced peripheral neuropathy (CIPN) status of each participant as well as provide an anchor for interpreting the impact of CIPN on participant's QoL. Two thresholds were used. For the first, a participant was determined to have CIPN if a score greater than 0 ("not at all") was recorded for either item. For the second, CIPN was assigned if a participant recorded a score greater than 1 ("a little bit"). Baseline was latest non-missing pre-dose assessment on or before randomization date.; At Baseline

Number of Participants With Response to Neuropathy Questionnaire in Cohort With Germline BRCA at Cycles 2, 4 and 6; A Neuropathy Questionnaire measures the participant's symptom experience over the past 7 days using a 5-point Likert scale of "not at all" (0) to "very much" (4). There are 2 items that ask if the participant's feet (item 1) or hands (item 2) feel numb or have prickling/tingling feelings. The Neuropathy Questionnaire was used to determine the chemotherapy-induced peripheral neuropathy (CIPN) status of each participant as well as provide an anchor for interpreting the impact of CIPN on participant's QoL. Two thresholds were used. For the first, a participant was determined to have CIPN if a score greater than 0 ("not at all") was recorded for either item. For the second, CIPN was assigned if a participant recorded a score greater than 1 ("a little bit").; At Cycles 2, 4 and 6 (Each cycle was of 28 days)

Number of Participants With Response to Neuropathy Questionnaire in Cohort With Germline BRCA at Post-progression; A Neuropathy Questionnaire measures the participant's symptom experience over the past 7 days using a 5-point Likert scale of "not at all" (0) to "very much" (4). There are 2 items that ask if the participant's feet (item 1) or hands (item 2) feel numb or have prickling/tingling feelings. The Neuropathy Questionnaire was used to determine the chemotherapy-induced peripheral neuropathy (CIPN) status of each participant as well as provide an anchor for interpreting the impact of CIPN on participant's QoL. Two thresholds were used. For the first, a participant was determined to have CIPN if a score greater than 0 ("not at all") was recorded for either item. For the second, CIPN was assigned if a participant recorded a score greater than 1 ("a little bit"); Up to 7 years, 7 months and 4 days

Number of Participants With Response to Neuropathy Questionnaire in Cohort With no Germline BRCA at Baseline;  a Neuropathy Questionnaire measures the participant's symptom experience over the past 7 days using a 5-point Likert scale of "not at all" (0) to "very much" (4). There are 2 items that ask if the participant's feet (item 1) or hands (item 2) feel numb or have prickling/tingling feelings. The Neuropathy Questionnaire was used to determine the chemotherapy-induced peripheral neuropathy (CIPN) status of each participant as well as provide an anchor for interpreting the impact of CIPN on participant's QoL. Two thresholds were used. For the first, a participant was determined to have CIPN if a score greater than 0 ("not at all") was recorded for either item. For the second, CIPN was assigned if a participant recorded a score greater than 1 ("a little bit"). Baseline was latest non-missing pre-dose assessment on or before randomization date.; at baseline

Number of Participants With Response to Neuropathy Questionnaire in Cohort With no Germline BRCA at Cycles 2, 4 and 6 ; A Neuropathy Questionnaire measures the participant's symptom experience over the past 7 days using a 5-point Likert scale of "not at all" (0) to "very much" (4). There are 2 items that ask if the participant's feet (item 1) or hands (item 2) feel numb or have prickling/tingling feelings. The Neuropathy Questionnaire was used to determine the chemotherapy-induced peripheral neuropathy (CIPN) status of each participant as well as provide an anchor for interpreting the impact of CIPN on participant's QoL. Two thresholds were used. For the first, a participant was determined to have CIPN if a score greater than 0 ("not at all") was recorded for either item. For the second, CIPN was assigned if a participant recorded a score greater than 1 ("a little bit").; At Cycles 2, 4 and 6 (Each cycle was of 28 days)

Number of Participants With Non-serious Adverse Events (AEs) and Serious AEs (SAEs); An AE is any untoward medical occurrence that occurs in a participants or clinical investigation participant administered a pharmaceutical product, and which does not necessarily have to have a causal relationship with this treatment. A SAE is defined as any untoward medical occurrence that at any dose which results in death, is life-threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability or incapacity, is a congenital anomaly or birth defect, is an important medical event(s) as per medical and scientific judgment. Adverse events which were not serious adverse events were considered as non serious adverse events. Data presented for this outcome measure is based on the data cut-off date of 31-March-2021, which aligns with the time of the study unblinding; Up to 7 years, 7 months and 6 days

Number of Participants With Non-serious AEs and SAEs (Post-study Unblinding; An AE is any untoward medical occurrence that occurs in a participants or clinical investigation participant administered a pharmaceutical product, and which does not necessarily have to have a causal relationship with this treatment. A SAE is defined as any untoward medical occurrence that at any dose which results in death, is life-threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability or incapacity, is a congenital anomaly or birth defect, is an important medical event(s) as per medical and scientific judgment. Adverse events which were not serious adverse events were considered as non serious adverse events. The data is presented for post-study unblinding duration 01-Apr-2021 to 26-Dec-2021; Up to 8 months, 26 days

Number of Participants With Non-serious AEs and SAEs in FE Sub-study; An AE is any untoward medical occurrence that occurs in a participants or clinical investigation participant administered a pharmaceutical product, and which does not necessarily have to have a causal relationship with this treatment. A SAE is defined as any untoward medical occurrence that at any dose which results in death, is life-threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability or incapacity, is a congenital anomaly or birth defect, is an important medical event(s) as per medical and scientific judgment. Adverse events which were not serious adverse events were considered as non serious adverse events; Up to 2 years, 3 months and 11 days

Number of Participants With Non-serious AEs and SAEs in QTc Sub-study; An AE is any untoward medical occurrence that occurs in a participants or clinical investigation participant administered a pharmaceutical product, and which does not necessarily have to have a causal relationship with this treatment. A SAE is defined as any untoward medical occurrence that at any dose which results in death, is life-threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability or incapacity, is a congenital anomaly or birth defect, is an important medical event(s) as per medical and scientific judgment. Adverse events which were not serious adverse events were considered as non serious adverse events.; Up to 5 years 10 months and 22 days

Area Under the Plasma Concentration-time Curve From Time 0 Extrapolated to Infinity (AUC[0-infinity]) Following Administration of Niraparib (FE Sub-study); Blood samples were collected at indicated time points to analyze AUC(0-infinity) of niraparib; Pre-dose and at 1, 1.5, 2, 3, 4, 6, 8, 12, 24, 48, 72, 96, 120 hours post dose

Area Under the Plasma Concentration-time Curve From Time 0 to the Last Quantifiable Concentration (AUC[0-last]) Following Administration of Niraparib (FE Sub-study); Blood samples were collected at indicated time points to analyze the AUC(0-last) of niraparib.; Pre-dose (Day -1) and at 1, 1.5, 2, 3, 4, 6, 8, 12, 24, 48, 72, 96, 120 hours post dose

Maximum Observed Plasma Concentration (Cmax) Following Administration of Niraparib (FE Sub-study); Blood samples were collected at indicated time points to analyze the maximum observed plasma concentration of niraparib.; Pre-dose (Day -1) and at 1, 1.5Blood samples were collected at indicated time points to analyze the tmax of niraparib., 2, 3, 4, 6, 8, 12, 24, 48, 72, 96, 120 hours post dose

Time to Reach Maximum (Tmax) Following Administration of Niraparib (FE Sub-study); Pre-dose (Day -1) and at 1, 1.5, 2, 3, 4, 6, 8, 12, 24, 48, 72, 96, 120 hours post dose

Terminal Elimination Half-life (t1/2) Following Administration of Niraparib (FE Sub-study); Blood samples were collected at indicated time points to analyze the t1/2 of niraparib.; Pre-dose (Day -1) and at 1, 1.5, 2, 3, 4, 6, 8, 12, 24, 48, 72, 96, 120 hours post dose

Number of Participants With Maximum Post-Baseline QT Interval Corrected by Fridericia's Formula (QTcF) Greater Than Pre-specified Threshold; 12-lead electrocardiogram was obtained at indicated time points using an automated electrocardiogram machine that measured QTcF interval. The number of participants with maximum post-Baseline ECG value exceeding the following limits have been reported: QTcF interval >450 and <= 480 milliseconds (msec) and >500 msec; At Baseline (Cycle 1 Day 1, each cycle was of 28 days)
	3 Endpoints: 
	1 Relevant subgroup: Exploratory analyses of progression-free survival in prespecified and post-hoc subgroups of the efficacy population. The prespecified subgroups were based on platinum sensitivity status as determined by the investigator (platinum resistant, partially platinum sensitive, and fully platinum sensitive), age (<65 years and ≥65 years), and race (White and not White or unknown). The post-hoc subgroups were based on BRCA mutation status (germline and somatic), progressionfree interval (≥1 to <6 months, ≥6 to <12 months, and ≥12 months), number of previous chemotherapy regimens (two or three or more), and geographical region (central or eastern Europe, northern or southern Europe, and North or South America).
	2 Relevant subgroup: patients were categorized according to the presence or absence of a germline BRCA mutation (gBRCA cohort and non-gBRCA cohort), there was no other pre-determined subgroup 

A subset of the niraparib arm maintained a long-term response;approximately 20%of niraparib-treated patients received treatment for > 2years
	3 Relevant subgroup: 
	1 Intervention: Rucaparib
Oral tablets administered twice daily with 8 oz (240 mL) of water on an empty stomach or with food; 28-day cycles of treatment. Doses should be taken as close to 12 hours apart as possible, preferably at the same times every day. Tablets should be swallowed whole.
	2 Intervention: Active Comparator: Niraparib
2:1 Ratio administered once daily continuously during a 28 day cycle.
	3  Intervention: 
	1 Comparator: Placebo
Oral tablets administered twice daily with 8 oz (240 mL) of water on an empty stomach or with food; 28-day cycles of treatment. Doses should be taken as close to 12 hours apart as possible, preferably at the same times every day. Tablets should be swallowed whole
	2 Comparator: Placebo Comparator: Placebo
Administered once daily continuously over a 28 day cycle.

	3 Comparator: 
	1 Follow up time: Median follow-up was 25.0 months

Study is no longer ongoing


	2 Follow up time: The median follow-up was 16.9 months for patients in the overall population.

Study is no longer ongoing
	3 Follow up time: 
	1 Time perspective: Completed 2022-07-07
	2 Time perspective: Completed 2021-12-26
	3 Time perspective: 
	1 Publications: Rucaparib for patients with platinum-sensitive, recurrent ovarian carcinoma (ARIEL3): post-progression outcomes and updated safety results from a randomised, placebo-controlled, phase 3 trial. Ledermann et al. Lancet Oncol. 2020 May;21(5):710-722. doi: 10.1016/S1470-2045(20)30061-9.

	2 Publications: Long-term safetyinpatients with recurrent ovarian cancer treated with niraparibversusplacebo:ResultsfromthephaseIIIENGOT-OV16/NOVAtrial, 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
	3 Publications: 
	Ongoing studies - further information: NO
	Ongoing studies indications: Yes, for 1L maintenance treatments; see separate request for assessment for Rubraca for 1L maintenance treatment. 
	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


