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To request an assessment of a new medicinal product or a new indication for an existing medicinal product through 
Nye metoder, health technology developers should complete this form. By submitting a request for assessment, the 
developer signals that it plans to submit documentation for such an assessment.  

Please send the completed form to Nye metoder by e-mail: nyemetoder@helse-sorost.no.

A request for assessment may not be submitted prior to day 120 of the European Medicines Agency (EMA) market-
ing authorisation assessment process for new medicinal products under regular approval procedure, or prior to day 
1 for variation/extension assessments and for medicinal products under accelerated assessment. 

This form must be completed in its entirety. Nye metoder will plan the assessment process based on the informa-
tion provided in the request form. 

At the time of request for assessment, the health technology developer must have a plan for when it intends to 
submit documentation for assessment.

Information about Nye metoder can be found online (nyemetoder.no). Please contact Sekretariatet for Nye metod-
er if you have any questions.

Please note: The form will be published in its entirety. 

The submitter is aware that the form will be published in its entirety (tick): 

Nye metoder - Request for assessment of medicinal product

Date

1 Contact information

Health technology developer

Name

Position

Telephone

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

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

2 Medicinal product overview

3 Assessment history

Trade name

Generic name

Marketing authorisation in Norway

ATC code

Mode of administration

Pharmacotherapeutic group and 
mechanism of action

Briefly describe

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

If yes, enter the Nye metoder ID 
number

Expected indication relevant to the 
request

Expected indication must be 
written in Norwegian

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

If yes, enter the Nye metoder ID 
number

ASSESSMENT REQUEST FORM (ENGLISH)

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

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

Expected date (month/year) of CHMP 
positive opinion

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

Dates must be stated 

Will the new method require 
diagnostic testing for biomarker 
analysis? 

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

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

Please refer to publications 

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

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

Pre-analytical requirements 

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

4 Expected timeline

5 Diagnostics and resource use
Fill inn where relevant

ASSESSMENT REQUEST FORM (ENGLISH)

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)
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5

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: 2023-12-18
	Health technology developer: Pharmanovia
	name: Michael Withe
	Position: Associate Vice President, Global Market Access and Pricing
	Telephone: +44 (0) 7769 003542
	Email: michael.withe@pharmanovia.com
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: No
	Trade name: Sunosi
	Generic name: Solriamfetol
	Marketing authorisation in norway: Atnahs Pharma B.V.
	ATC-code: N06BA14
	Mode of administration: Oral
	Pharmacotherapeutic group: Psychoanaleptics.
The mechanism(s) of solriamfetol to improve wakefulness in patients with excessive daytime sleepiness (EDS) associated with narcolepsy or obstructive sleep apnea (OSA) has not been fully characterised. However, its efficacy could be mediated through its activity as a dopamine and norepinephrine reuptake inhibitor (DNRI).
	expected indication: Uttalt søvnighet på dagtid (EDS) hos voksne pasienter med obstruktiv søvnapné (OSA), hvor EDS ikke har blitt godt nok behandlet med primærbehandling av OSA, slik som pustemaske (continuous positive airway pressure, CPAP).
	Other indications: Yes, "Mot uttalt søvnighet ved narkolepsi og obstruktiv søvnapné" was sent to metodevurderinger on 31/08/2020.

ID number: ID2020_046

	Same indications: Pitolisant (Ozawade) has been assessed for the indication "Forbedre våkenhet og redusere overdreven søvnighet på dagtid (EDS) hos voksne pasienter med obstruktiv søvnapné (OSA) hvis EDS ikke har blitt tilfredsstillende behandlet av, eller ikke har blitt tolerert av primærbehandling for OSA, for eksempel kontinuerlig positivt luftveistrykk (CPAP)."

ID number: ID2020_085
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/004893/P46/005
	Expected date (month/year) of CHMP positive option: Received 14 November 2019
	Expected date (month/year) marketing authorisation in norway: Received 16 January 2020
	Expected date (quarter/year) submission of documentation: Q1/2024
	testing for biomaker analysis?: No
	Which biomaker: N/A
	Diagnostics preformance: No
	Establishment of other/new infrastructure: No
	Pre-analytical requirements: Blood pressure and heart rate should be assessed before initiating treatment with solriamfetol and should be monitored periodically during treatment, especially after increasing the dose. Pre-existing hypertension should be controlled before initiating treatment with solriamfetol and caution should be exercised in treating patients at higher risk of MACE, particularly patients with pre-existing hypertension, patients with known cardiovascular or cerebrovascular disease and elderly patients.
	Tst extecution: No
	Description of reading of results: N/A
	Which patient groups: N/A
	Therapeutic area: [Nevrologi]
	Description of the disease: OSA is a chronic, common, and incapacitating sleep disorder, characterized by the repeated occurrence of complete (apnea) or partial (hypopnea) closures of the upper airway during sleep. (1) Apneic episodes are accompanied by hypoxemia and hypercapnia, which affects regulation of the cardiovascular system and increases sympathetic nervous system activity, (2) placing patients at risk of hypertension, cardiovascular disease, cardiac arrhythmias, and diabetes (3). Although patients with OSA may be unaware of their night-time symptoms (i.e., loud snoring, or gasping during sleep), the fragmented sleep due to repeated awakening negatively impacts their sleep quality, and patients may become aware of daytime symptoms of OSA, which include EDS, napping, decreased energy, irritability, feeling unrefreshed or having headaches upon awakening, reduced enjoyment of usual activities, and impaired work performance (4, 5).

References:
1. Kapur VK. Obstructive Sleep Apnea: Diagnosis, Epidemiology, and Economics. Respiratory Care. 2010;55(9):1155-67.
2. Bauters F, Rietzschel ER, Hertegonne KB, Chirinos JA. The Link Between Obstructive Sleep Apnea and Cardiovascular Disease. Curr Atheroscler Rep. 2016;18(1):1.
3. Iacono Isidoro S, Salvaggio A, Lo Bue A, Romano S, Marrone O, Insalaco G. Quality of life in patients at first time visit for sleep disorders of breathing at a sleep centre. Health Qual Life Outcomes. 2013;11:207.
4. Hirsch Allen AJM, Bansback N, Ayas NT. The effect of OSA on work disability and work-related injuries. Chest. 2015;147(5):1422-8.
5. Engleman HM, Douglas NJ. Sleep. 4: Sleepiness, cognitive function, and quality of life in obstructive sleep apnoea/hypopnoea syndrome. Thorax. 2004;59(7):618-22.
	Cancer treatment: Moderate to severe OSA has been associated with an increase in all-cause mortality and cardiovascular mortality. (1)

The treatment of diagnosed OSA aims to improve quality-of-life and reduce the risk of complications. Continuous Positive Airway Pressure (CPAP) applied during sleep through a nasal, oral, or oronasal interface is considered the first-line therapy for OSA in Norway (2); this constitutes the standard-of-care. Use of CPAP has been associated with a reduction in cardiovascular mortality in OSA patients. (1) Sleep hygiene and lifestyle measures (such as weight loss and smoking cessation) should be undertaken, and in a small number of patients surgery may be appropriate.

CPAP manages the underlying airway obstruction in OSA rather than EDS, however, and it is not uncommon for treated patients with Apnea Hypopnea Index (AHI) scores in the normal range to still have substantial levels of EDS (3). For patients who use CPAP at an “optimal level” (for OSA), but continue to experience persistent EDS, there are currently no subsequent treatments or further guidelines in Norway on how to manage their EDS.

References:
1. Ge X, Han F, Huang Y, Zhang Y, Yang T, Bai C, Guo X. Is obstructive sleep apnea associated with cardiovascular and all-cause mortality? PLoS One. 2013 Jul 25;8(7):e69432. doi: 10.1371/journal.pone.0069432. Erratum in: PLoS One. 2014;9(4):e95953. PMID: 23936014; PMCID: PMC3723897. 
2. HRUBOS-STRØM, H., RANDBY, A., NAMTVEDT, S.K., KRISTIANSEN, H.A., EINVIK, G., BENTH, J., SOMERS, V.K., NORDHUS, I.H., RUSSELL, M.B., DAMMEN, T., OMLAND, T. and KVÆRNER, K.J. (2011), A Norwegian population-based study on the risk and prevalence of obstructive sleep apnea The Akershus Sleep Apnea Project (ASAP). Journal of Sleep Research, 20: 162-170. https://doi.org/10.1111/j.1365-2869.2010.00861.x 
3. Schweitzer PK, Rosenberg R, Zammit GK, Gotfried M, Chen D, Carter LP, Wang H, Lu Y, Black J, Malhotra A, Strohl KP; TONES 3 Study Investigators. Solriamfetol for Excessive Sleepiness in Obstructive Sleep Apnea (TONES 3). A Randomized Controlled Trial. Am J Respir Crit Care Med. 2019 Jun 1;199(11):1421-1431. doi: 10.1164/rccm.201806-1100OC. PMID: 30521757; PMCID: PMC6835071.

	Cancer: [* Ingen Kreftsykdom]
	Prognosis: CPAP: Although increasing levels of CPAP use and compliance are associated with reduced EDS (1), the benefit of CPAP on EDS is specific to the individual and can be highly variable (2). It is unknown what proportion of patients with OSA will experience EDS following optimal treatment, but it has been estimated that 6-22% of patients who are compliant to CPAP will experience persistent EDS that cannot be explained by any other cause (3, 4).

A number of studies (5-7) have described how primary OSA therapies typically achieve mean absolute reductions in ESS scores of 2-4 points; therefore, many patients with lower levels of ESS (i.e., ESS 11-13) prior to commencing a primary OSA therapy may achieve normal ESS scores (≤10) after using the therapy, whereas patients with higher baseline levels of EDS (ESS ≥14) will be less likely to achieve normal ESS scores following therapy.

References:
1. Weaver TE, Maislin G, Dinges DF, Bloxham T, George CF, Greenberg H, et al. Relationship between hours of CPAP use and achieving normal levels of sleepiness and daily functioning. Sleep. 2007;30(6):711-9
2. Stradling J. How much CPAP is enough? 2016 [Available from: https://www.sleep-apnoea-trust.org/wp-content/uploads/2020/08/Sleep-Matters-No-59-Dec-2016.pdf.
3. Pepin JL, Viot-Blanc V, Escourrou P, Racineux JL, Sapene M, Levy P, et al. Prevalence of residual excessive sleepiness in CPAP-treated sleep apnoea patients: the French multicentre study. Eur Respir J. 2009;33(5):1062-7.
4. Budhiraja R, Kushida CA, Nichols DA, Walsh JK, Simon RD, Gottlieb DJ, et al. Predictors of sleepiness in obstructive sleep apnoea at baseline and after 6 months of continuous positive airway pressure therapy. Eur Respir J. 2017;50:1700348. 
5. Fong SY-y, Ho CK-W, Li AM, Wing Y-K. Excessive daytime sleepiness in obstructive sleep apnea patients after home CPAP treatment: A long-term outcome study. Sleep and Biological Rhytms. 2009;7(3):193-200.
6. Baltzan MA, Kassissia I, Elkholi O, Palayew M, Dabrusin R, Wolkove N. Prevalence of Persistent Sleep Apnea in Patients Treated with Continuous Positive Airway Pressure. Sleep.  2006;29(4):557-63.
7. Patel SR, White DP, Malhotra A, Stanchina ML, Ayas NT. Continuous positive airway pressure therapy for treating sleepiness in a diverse population with obstructive sleep apnea: results of a meta-analysis. Atch Intern Med. 2003;163(5):565-71.

	The new medicinal product: Solriamfetol is expected to be used as an add-on treatment to the current standard-of-care (i.e., CPAP and lifestyle changes) in adult patients with OSA whose EDS has not been satisfactorily treated by this standard-of-care.
	Patient population: Data on the incidence and prevalence of adult patients with OSA whose EDS has not been satisfactorily treated by primary OSA therapy are limited. According to a Norwegian population-based study from 2011, the prevalence of OSA in the overall general population was estimated to be 15% for AHI≥5 and 8% for AHI≥15 (1). EDS has been reported to affect 40.5-58% of individuals with OSA (depending on severity of OSA) at initial diagnosis (2) and persistent EDS following CPAP treatment has been estimated in 6-22% of OSA patients (3, 4).

The expected market share of solriamfetol in the 5 years following potential approval would be as follows:
Year 1: 5%
Year 2: 8%
Year 3: 10%
Year 4: 14%
Year 5: 17%

Assuming a prevalence of 8% and a Norwegian population of 5.5 million, there would be an estimated 440,000 patients with OSA in Norway, of which 88,000 (20%) are assumed to be diagnosed and treated, and of these 5,280 (6%) will be patients with persistent EDS on current standard-of-care; these patients are thereby eligible for solriamfetol treatment. Of these patients, approximately 264 (5%) would be expected to use solriamfetol in Year 1 following potential approval.
Year 1: 264 patients
Year 2: 422 patients
Year 3: 528 patients
Year 4: 739 patients
Year 5: 898 patients

References:
1. Hrubos-Strøm, H., Randby, A., Namtvedt, S.K., Kristiansen, H.A., Einvik, G., Benth, J., Somers, V.K., Nordhus, I.H., Russell, M.B., Dammen, T., Omland, T. and Kværner, K.J. (2011), A Norwegian population-based study on the risk and prevalence of obstructive sleep apnea The Akershus Sleep Apnea Project (ASAP). Journal of Sleep Research, 20: 162-170. https://doi.org/10.1111/j.1365-2869.2010.00861.x
2. Bjorvatn B, Lehmann S, Gulati S, Aurlien H, Pallesen S, Saxvig IW. Prevalence of excessive sleepiness is higher whereas insomnia is lower with greater severity of obstructive sleep apnea. Sleep Breath. 2015;19:1387–1393. 
3. Pepin JL, Viot-Blanc V, Escourrou P, Racineux JL, Sapene M, Levy P, et al. Prevalence of residual excessive sleepiness in CPAP-treated sleep apnoea patients: the French multicentre study. Eur Respir J. 2009;33(5):1062-7.
4. Budhiraja R, Kushida CA, Nichols DA, Walsh JK, Simon RD, Gottlieb DJ, et al. Predictors of sleepiness in obstructive sleep apnoea at baseline and after 6 months of continuous positive airway pressure therapy. Eur Respir J. 2017;50:1700348.
	Existing procurements in therapeutic area: No, regarding solriamfetol.
Yes, regarding CPAP.

	Any other medicinal products: Solriamfetol is the only dopamine/norepinephrine reuptake inhibitor indicated for EDS in patients with OSA.
	Consider supplier: Yes, it is comparable to CPAP (please refer to Section 6).
	1 Study ID: TONES 3 (14-003)
NCT02348606 (https://clinicaltrials.gov/study/NCT02348606 )
	2 Study ID: TONES 4 (14-004)
NCT02348619 (https://clinicaltrials.gov/study/NCT02348619 )
	3 Study ID: TONES 5 (14-005)
NCT02348632 (https://clinicaltrials.gov/ct2/show/NCT02348632 )
	1 Study type and design: Phase 3, multicentre, randomised, double-blind, placebo-controlled, 5-arm parallel-group, 12-week study
	2 Study type and design: Phase 3, multicentre, double-blind, placebo-controlled, 2-arm parallel-group, 6-week, randomised-withdrawal study
	3 Study type and design: Phase 3, open-label, long-term (40-52 week) extension study
	1 Objective: Assess safety and efficacy of JZP-110 (solriamfetol) in the treatment of excessive sleepiness in adult subjects with OSA
	2 Objective: Assess safety and efficacy of JZP-110 (solriamfetol) in the treatment of excessive sleepiness in adult subjects with OSA
	3 Objective: Assess the safety and maintenance of efficacy of solriamfetol in the treatment of excessive sleepiness in participants with narcolepsy or OSA
	1 Population: Ages: 18-75 years old. Any sex/gender. Location: Canada, France, Germany, Netherlands, United States. 

Major inclusion criteria:
Male or female between 18 and 75 years of age, inclusive; Diagnosis of OSA according to ICSD-3 criteria; Body mass index from 18 to <45 kg/m2; Consent to use a medically acceptable method of contraception; Willing and able to provide written informed consent. 

Major Exclusion Criteria:
Female subjects who are pregnant, nursing, or lactating; Any other clinically relevant medical, behavioral, or psychiatric disorder other than narcolepsy or OSA that is associated with excessive sleepiness; History or presence of bipolar disorder, bipolar related disorders, schizophrenia, schizophrenia spectrum disorders, or other psychotic disorders according to DSM-5 criteria; History or presence of any acutely unstable medical condition, behavioral or psychiatric disorder (including active suicidal ideation), or surgical history that could affect the safety of the subject or interfere with study efficacy or safety assessments, or the ability of the subject to complete the trial per the judgment of the Investigator; History of bariatric surgery within the past year or a history of roux-en-y procedure; Presence or history of significant cardiovascular disease; Use of any over the counter (OTC) or prescription medications that could affect the evaluation of excessive sleepiness; Received an investigational drug other than JZP-110 in the past 30 days or five half-lives (whichever is longer); History of phenylketonuria (PKU) or history of hypersensitivity to phenylalanine-derived products.
	2 Population: Ages: 18-75 years old. Any sex/gender. Location: Canada, Finland, France, Germany, Netherlands, United States.

Major inclusion criteria:
Male or female between 18 and 75 years of age, inclusive; Diagnosis of OSA according to ICSD-3 criteria; Body mass index from 18 to <45 kg/m2; Consent to use a medically acceptable method of contraception; Willing and able to provide written informed consent.

Major Exclusion Criteria:
Female subjects who are pregnant, nursing, or lactating; Any other clinically relevant medical, behavioral, or psychiatric disorder other than narcolepsy or OSA that is associated with excessive sleepiness; History or presence of bipolar disorder, bipolar related disorders, schizophrenia, schizophrenia spectrum disorders, or other psychotic disorders according to DSM-5 criteria; History or presence of any acutely unstable medical condition, behavioral or psychiatric disorder (including active suicidal ideation), or surgical history that could affect the safety of the subject or interfere with study efficacy or safety assessments, or the ability of the subject to complete the trial per the judgment of the Investigator; History of bariatric surgery within the past year or a history of roux-en-y procedure; Presence or history of significant cardiovascular disease; Use of any over the counter (OTC) or prescription medications that could affect the evaluation of excessive sleepiness; Received an investigational drug other than JZP-110 in the past 30 days or five half-lives (whichever is longer); History of phenylketonuria (PKU) or history of hypersensitivity to phenylalanine-derived products.
	3 Population: Ages: 18-75 years old. Any sex/gender. Location: Canada, Finland, France, Germany, Netherlands, United States.

Major Inclusion Criteria:
Subject meets one of the following: Completed Study 14-002 or 14-003 (Group A) or Completed Study 14-004, 15-004, 15-005, ADX-N05 201 or ADX-N05 202 (Group B); Body mass index from 18 to <45 kg/m2; Consent to use a medically acceptable method of contraception; Willing and able to provide written informed consent.

Major Exclusion Criteria:
Female subjects who are pregnant, nursing, or lactating; Any other clinically relevant medical, behavioral, or psychiatric disorder other than narcolepsy or OSA that is associated with excessive sleepiness; History or presence of bipolar disorder, bipolar related disorders, schizophrenia, schizophrenia spectrum disorders, or other psychotic disorders according to DSM-5 criteria; Presence of any acutely unstable medical condition, behavioral or psychiatric disorder (including active suicidal ideation), or surgical history that could affect the safety of the subject or interfere with study efficacy or safety assessments, or the ability of the subject to complete the trial per the judgment of the Investigator; History of bariatric surgery within the past year or a history of roux-en-y procedure; Presence or history of significant cardiovascular disease; Use of any over the counter (OTC) or prescription medications that could affect the evaluation of excessive sleepiness; Received an investigational drug other than JZP-110 in the past 30 days or five half-lives (whichever is longer); History of phenylketonuria (PKU) or history of hypersensitivity to phenylalanine-derived products.
	1 Endpoints: Primary endpoints:
Change in Maintenance of Wakefulness Test (MWT) From Baseline to Week 12 [Time Frame: Baseline to Week 12]

Change in ESS Score From Baseline to Week 12 [Time Frame: Baseline to Week 12]

Secondary endpoints:
Subjects Reported Improved on the Patient Global Impression of Change (PGIc) at Week 12 [Time Frame: 12 Weeks]

Change in Sleep Latency Time on Each of the 5 MWT Trials at Week 12 [Time Frame: Baseline and Week 12]

Change in the Mean Sleep Latency Time as Determined From the First 4 Trials of a 40-minute MWT From Baseline to Week 4 [Time Frame: Baseline to Week 4]

Change in ESS Score From Baseline to Week 1, Week 4, and Week 8 [Time Frame: Baseline to Weeks 1, 4, and 8]

Percentage of Subjects Reported as Improved on the PGIc at Week 1, Week 4, and Week 8 [Time Frame: Weeks 1, 4, and 8]

Percentage of Subjects Reported as Improved on the Clinical Global Impression of Change (CGIc) at Week 12 [Time Frame: Week 12]

Percentage of Subjects Reported as Improved on the CGIc at Week 1, Week 4, and Week 8 [Time Frame: Weeks 1, 4, and 8]

	2  Endpoints: Primary endpoints:
Change in the Maintenance of Wakefulness Test (MWT) [Time Frame: Week 4 to Week 6]

Change in the Epworth Sleepiness Scale (ESS) [Time Frame: Week 4 to Week 6]

Secondary endpoints:
Patient Global Impression of Change (PGIc) [Time Frame: Week 4 to Week 6]

Clinical Global Impression of Change (CGIc) [Time Frame: Week 4 to Week 6]

Change in Functional Outcomes of Sleep Questionnaire (FOSQ-10) [Time Frame: Week 4 to Week 6]
	3 Endpoints: Primary endpoints:
See subgroup analyses, below.

Secondary endpoints:
Percentage of subjects reporting improvement in PGI-C and CGI-C solriamfetol versus placebo during the open-label phase

HRQoL as assessed by FOSQ-10 during the open-label phase

Safety and tolerability of Solriamfetol (≤52 weeks) during the open-label phase
	1 Relevant subgroup: Compliant use of a primary OSA therapy at screening

Region (North America and Europe)/Country
	2 Relevant subgroup: Compliant use of a primary OSA therapy at screening
Region (North America and Europe)/Country
	3 Relevant subgroup: Subgroup: After approximately 6 months of open-label treatment with solriamfetol, patients from Groups A and B entered a 2-week, placebo-controlled, randomized withdrawal phase (as described above).

The key endpoints of the withdrawal phase were:
Change in Epworth Sleepiness Scale (ESS) Score [Time Frame: Start of randomized withdrawal phase to end of randomized withdrawal (2 weeks)]

Subjects Reported as Worse on the Patient Global Impression of Change (PGIc) [Time Frame: Beginning of randomized withdrawal phase to end of the randomized withdrawal phase (2 weeks)]

Subjects Reported as Worse on the Clinical Global Impression of Change (CGIc) [Time Frame: Beginning of randomized withdrawal phase to end of the randomized withdrawal phase (2 weeks)]
	1 Intervention: Drug: JZP-110 (solriamfetol)

Once daily dosing of 37.5, 75, 150 or 300 (unlicensed) mg for 12 weeks. Patients randomized to the solriamfetol 150 mg and 300 mg doses received 75 mg and 150 mg doses, respectively, on days 1-3 and started their full dose from day 4 to the end of the 12 weeks.
37.5 mg: n=58
75 mg: n=62
150mg: n= 117
300mg: n=118
	2 Intervention: Drug: JZP-110 (solriamfetol)

2-week titration phase with starting daily dose of 75 mg up to a maximum tolerated dose (maximum 300 mg), followed by 2-week stable-dose phase during which patients continued to receive solriamfetol at the dose they were titrated to in the titration phase. Finally, a 2-week double-blind randomized phase, during which specific patients were randomized to placebo or to continue their stable dose of solriamfetol.

Titration phase: n=174

Stable-dose phase: n=157 (75 mg: n=23; 150 mg: n=50; 300 mg: n=84)

Double-blind withdrawal phase: n=62
	3  Intervention: Drug: JZP-110 (solriamfetol)

2-week titration phase with starting daily dose of 75 mg up to a maximum tolerated dose (maximum 300 mg), followed by open-label maintenance phase of 38 (Group A) or 50 (Group B) weeks at stable daily dose reached at end of titration phase.

n=643 at baseline (n=458 at completion)

After approximately 6 months of treatment, a double-blind, placebo-controlled randomized withdrawal phase (2 weeks) was conducted in a maximum of 300 patients, who were randomized to placebo or to continue a stable dose of solriamfetol. After this phase, they resumed the dose of solriamfetol that they had received prior to entering the phase.

n=140 entering the withdrawal phase (n=137 completing this phase)
	1 Comparator: Drug: Placebo
n=119

	2 Comparator: Drug: Placebo
Double-blind withdrawal phase: n=62
	3 Comparator: Drug: placebo

Administered orally once a day for the 2-week randomized withdrawal phase, after which patients resumed the dose of solriamfetol that they had received prior to entering the phase.

n=142 entering the withdrawal phase (n=141 completing this phase)
	1 Follow up time: 12 weeks
	2 Follow up time: 6 weeks
	3 Follow up time: 40 weeks (Group A)
52 weeks (Group B)
2 weeks (withdrawal phase)

	1 Time perspective: Completed (2016-12)
	2 Time perspective: Completed (2016-11)
	3 Time perspective: Completed (2017-12)
	1 Publications: Rosenberg R, Thorpy MJ, Dauvilliers Y, Schweitzer PK, Zammit G, Gotfried M, Bujanover S, Scheckner B, Malhotra A. Incidence and duration of common early-onset adverse events in randomized controlled trials of solriamfetol for treatment of excessive daytime sleepiness in obstructive sleep apnea and narcolepsy. J Clin Sleep Med. 2022 Jan 1;18(1):235-244. doi: 10.5664/jcsm.9550.
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	2 Publications: Strollo PJ Jr, Hedner J, Collop N, Lorch DG Jr, Chen D, Carter LP, Lu Y, Lee L, Black J, Pepin JL, Redline S; Tones 4 Study Investigators. Solriamfetol for the Treatment of Excessive Sleepiness in OSA: A Placebo-Controlled Randomized Withdrawal Study. Chest. 2019 Feb;155(2):364-374. doi: 10.1016/j.chest.2018.11.005. Epub 2018 Nov 22
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	Ongoing studies - further information: Yes: Clinical trial NCT04789174, Solriamfetol's Effect on Cognitive Health in Apnea Patients During a Randomized Placebo-Controlled study (SHARP).

Latest results submitted for quality control review: 2023-10-09

MAH will make the CSR available (in confidence) at the time of submission of the dossier.
	Ongoing studies indications: No
	Type of health economic analysis: Cost-effectiveness analysis (cost-per-QALY): Two-stage model, comprised of a decision tree that determined response and non-responder status (and associated costs) at 12 weeks of treatment and a Markov model with annual cycles for the remainder of the model time horizon (lifetime). 

The health economic model assesses solriamfetol (at the same doses as assessed in TONES 3) as an addition to standard-of-care, versus standard-of-care alone. 

The assumptions, structure, and inputs within the model are expected to reflect Norwegian clinical practice.  
	Patient population sungroups: The health economic model uses the individual patient-level data (IPD) from the pivotal TONES 3 RCT in OSA. 

The population consists of adult patients with EDS due to OSA (diagnosed according to the ICSD-3), with EDS defined as a baseline ESS >10. This is consistent with the population in scope, and broadly consistent with the TONES trials, and European marketing authorisation of solriamfetol both of which defined EDS as ESS ≥10.
	Which documentation estimating relative efficacy: Efficacy estimates for solriamfetol and standard-of-care are determined directly from the mITT IPD from the RCT TONES 3 which provides the ESS score for each patient at baseline and at week 12, allowing for the change in ESS to be determined for responders and non-responders, for the intervention and the comparator.
	Health related quality of life: The health-related quality of life data was obtained from the NHWS, a self-administered, internet-based questionnaire from a sample of adults (aged 18 years or older) in several countries, including the EU5 (UK, France, Germany, Italy, and Spain). The NHWS is designed to reflect the European population and is therefore expected to reflect the Norwegian population. 

The 2016-2017 EU5 NHWS included data from 123,214 respondents. For the health economic analysis, a de novo analysis was conducted based on a subset of 2,348 respondents across the EU5 who self-reported experiencing OSA and/or narcolepsy in the past 12 months, self-reported a diagnosis of OSA and/or narcolepsy, and completed the ESS.

The NHWS was determined to be the most robust dataset and has been chosen as the base case source of utility data for this submission.
	Expected pharmaceutical budget: Please refer to section 6 to see the number of patients expected to be eligible for treatment of EDS due to OSA with solriamfetol. 

The cost per 75 mg tablet = 98.05 NOK and the cost per 150 mg tablet = 136.24 NOK. The dosing schedule of solriamfetol is one tablet, once per day. This corresponds to an annual, per patient cost of:

75 mg: NOK 35,692 NOK; 150 mg: NOK 49,590 NOK

For this request, we have weighted the costs, assuming a 50/50 split between 75 mg and 150 mg, giving an annual, per patient cost of NOK 42,641.

If solriamfetol is approved for reimbursement, the weighted pharmaceutical budget impact for treatment of EDS due to OSA is therefore expected to be:
Year 1: NOK 11,257,180
Year 2: NOK 18,011,487
Year 3: NOK 22,514,359
Year 4: NOK 31,520,103
Year 5: NOK 38,274,411

If solriamfetol is not approved for reimbursement, it may still be used by some patients in Norway. A weighted budget impact for an estimated 10 patients who are treated with the product each year (this is assumed to remain constant) is therefore also shown below.
Drug expenditure per year if solriamfetol is not approved:
Year 1: NOK 426,408 
Year 2: NOK 426,408
Year 3: NOK 426,408
Year 4: NOK 426,408
Year 5: NOK 426,408
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