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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)



6

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: 1st OCTOBER 2023
	Health technology developer: Apellis Netherlands BV 
	name: Jesper Freij
	Position: Nordic Countries Lead
	Telephone: +44 (20) 45152731
	Email: Jesper.freij@apellis.com
	External representation - name/organizationn - phone/email: Not applicable.
	C2: Yes
	Active substance: No. The active substance has been previously approved under a different brand name for a different indication by another market authorisation holder. This is the first request for pegcetacoplan for the treatment of geographic atrophy (GA). 
	Trade name: SYFOVRE
	Generic name: Pegcetacoplan
	Marketing authorisation in norway: Planned market authorisation in Norway in Q1 2024.
	ATC-code: S01XA
	Mode of administration: Intravitreal injection under aseptic conditions.
	Pharmacotherapeutic group: GA is a progressive disease that today leads to irreversible vision loss (1). Pegcetacoplan is a targeted C3 and C3b complement therapy designed to regulate excessive activation of the complement cascade, with the goal of slowing the growth of GA lesions (2). Pegcetacoplan binds to complement protein C3 and its activation fragment C3b with high affinity, thereby regulating the cleavage of C3 and the generation of downstream effectors of complement activation (2). Complement overactivation is associated with GA progression, and C3 is a central protein in the complement cascade (3).


References
(1) Boyer DS, Schmidt-Erfurth U, van Lookeren Campagne M, Henry EC, Brittain C. THE PATHOPHYSIOLOGY OF GEOGRAPHIC ATROPHY SECONDARY TO AGE-RELATED MACULAR DEGENERATION AND THE COMPLEMENT PATHWAY AS A THERAPEUTIC TARGET. Retina. 2017 May;37(5):819-835.
(2) SYFOVRE PI. SYFOVRE™ (pegcetacoplan) injection, for intravitreal use: Apellis Pharmaceuticals, Inc., 2023.
(3) Liao DS, Grossi FV, El Mehdi D, et al. Complement C3 inhibitor pegcetacoplan for geographic atrophy secondary to age-related macular degeneration: a randomized phase 2 trial. Ophthalmology 2020; 127(2): 186-95

	expected indication: SYFOVRE forventes å være indisert hos voksne for behandling av geografisk atrofi (GA) sekundært til aldersrelatert makuladegenerasjon (AMD).
	Other indications: This product has not previously been assessed.

The substance pegcetacoplan has been previously assessed for a different form and for a different indication (Aspaveli, infusion, for treatment of paroxysmal nocturnal haemoglobinuria (PNH), Nye metoder ID number: ID2021_054).

	Same indications: No. 
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/005954/0000
	Expected date (month/year) of CHMP positive option: Expected positive CHMP opinion in December 2023.
	Expected date (month/year) marketing authorisation in norway:  Planned market authorisation in Norway in Q1 2024.
	Expected date (quarter/year) submission of documentation: Plan to submit documentation of SYFOVRE to the Norwegian Medicines Agency in post EMA approval. Dates to be confirmed. Quarter 1 2024
	testing for biomaker analysis?: No.
	Which biomaker: Not relevant.
	Diagnostics preformance: Yes, diagnostics for identifying GA can be performed by the public health service. 
The essential characteristics of GA are loss of areas in the outer retina, retinal pigment epithelium (RPE) along with photoreceptor layer, and choriocapillaris as observed using an optical coherence tomography (OCT). Accordingly, GA can be diagnosed using OCT imaging which can be performed by public health service.

	Establishment of other/new infrastructure: Many ophthalmology clinics in Norway have experience today with OCT imaging and with administering intravitreal injections. Nonetheless, introduction of SYFOVRE will increase the need of OCT imaging and other relevant infrastructure. A number of these patients are known to the health care system today as they will have been diagnosed with GA when being treated for other eye conditions. However, a proportion of patients living with GA will not be known to the system and a screening program will be needed in the future to identify these patients.
	Pre-analytical requirements: No.
	Tst extecution: No.
	Description of reading of results: Not relevant.
	Which patient groups: The applicant does not expect any new additional tests or investigations to be required beyond routine care in the management of GA. Historically, there has been no screening for GA. Rather, patients are diagnosed through routine vision checks or among those already within the healthcare system, for example with wet AMD. Earlier diagnostics for GA could mean more patients in the future and with a higher extent not having lesions involving the fovea than the clinical population today. With SYFOVRE as a treatment for the GA form of late AMD, screening should be introduced to capture patients with early GA, with lesions outside of the foveal centre to prevent irreversible decline before vision deteriorates. These are the patients which have the most to gain from treatment with SYFOVRE. A recent publication estimated through meta-analysis of Nordic publications that approximately 55% of GA patients in Nordic countries would be potentially eligible for treatment (1).

References
(1) Vangsted A, Thinggaard BS, Nissen AHK, Hajari JN, Klefter ON, Krogh Nielsen M, Sørensen TL, Grauslund J, Subhi Y. Prevalence of geographic atrophy in Nordic countries and number of patients potentially eligible for intravitreal complement inhibitor treatment: A systematic review with meta-analyses and forecasting study. Acta Ophthalmol. 2023 Sep 8.

	Therapeutic area: [Øyesykdommer]
	Description of the disease: SYFOVRE is the first disease-modifying therapy for GA that reduces the rate of GA lesion growth. GA lesions can permanently impair visual acuity and consequently today, GA is one of the most common causes of progressive blindness.
GA is a consequence of dry age-related macular degeneration (AMD). Vision loss due to GA is irreversible in contrast to wet AMD which is an acute condition and reversible if treated (1, 2). The vision loss is a consequence of the GA lesions – sharply demarcated areas of the macula where irreversible retinal cell death has occurred, causing permanent loss of photoreceptors, retinal pigment epithelium (RPE), and choriocapillaris that progresses with GA lesion growth (3, 4). The disease can appear unilateral or bilateral, but it is often bilateral (3,4). The Tromsø study estimates that 36% of people with GA had it in both eyes (7). Thus, GA is characterised by irreversible and progressive vision loss caused by GA lesions and their growth (3).
Generally, patients with GA are aged over 60 years and experience gradual worsening of their visual function (3). Visual function diminishes significantly when the GA lesions encroach the fovea, the central part of the macula (5), and accordingly, patients may be categorised based on the distance of GA lesions from the fovea. GA lesions can grow in the foveal region (subfoveal lesions) or outside the fovea (non-subfoveal lesions). Non-subfoveal lesions tend to grow at a faster rate compared to subfoveal lesions (3,4). With further lesion development,  loss of retinal tissue, and foveal involvement, the patient experiences rapid loss of visual acuity function (3). A key treatment objective in GA is therefore to slow lesion progression as early as possible to preserve retinal tissue, spare the fovea, and protect vision over time (4,6).

References
(1) Liao DS, Grossi FV, El Mehdi D, et al. Complement C3 inhibitor pegcetacoplan for geographic atrophy secondary to age-related macular degeneration: a randomized phase 2 trial. Ophthalmology 2020; 127(2): 186-95.
(2) Ambati J, Atkinson JP, Gelfand BD. Immunology of age-related macular degeneration. Nat Rev Immunol 2013; 13(6): 438-51.
(3) Nielsen MK. Geographic atrophy: EyeWiki. American Academy of Ophthalmology, 2020.
(4) Fleckenstein M, Mitchell P, Freund KB, et al. The Progression of Geographic Atrophy Secondary to Age-Related Macular Degeneration. Ophthalmology 2018; 125(3): 369-90.
(5) Chakravarthy U, Peto T. Current perspective on age-related macular degeneration. JAMA 2020; 324(8): 794-5
(6) Zhang G, Fu DJ, Liefers B, et al. Clinically relevant deep learning for detection and quantification of geographic atrophy from optical coherence tomography: a model development and external validation study. Lancet Digit Health 2021; 3(10): e665-e75.
(7) Erke MG, Bertelsen G, Peto T, Sjølie AK, Lindekleiv H, Njølstad I. Prevalence of age-related macular degeneration in elderly Caucasians: the Tromsø Eye Study. Ophthalmology. 2012 Sep;119(9):1737-43.
	Cancer treatment: Unlike wet AMD, which is an acute condition, there is no available treatment for GA today despite an estimated prevalence of GA of 1.0% among Norwegians of 65 to 87 years of age (1). Rather, patients diagnosed with GA currently self-monitor their disease progression. They are recommended to contact healthcare upon a change in visual function and may also be offered visual rehabilitation and aides after referral to the relevant regional aid centre (regionale hjelpemiddelsentral) adapt to the loss of visual acuity (2). Accordingly, the current standard of care for GA comprises largely of visual rehabilitation, lifestyle changes, and self-monitoring of the condition. 
Loss of visual function because of GA is considered irreversible and usually bilateral, with half of patients developing GA in both eyes within seven years of the initial GA diagnosis (3). A new guideline for the treatment of patients with GA will need to be developed to identify these patients and provide treatment to prevent and delay further vision loss.

References
(1)  Erke MG, Bertelsen G, Peto T, Sjølie AK, Lindekleiv H, Njølstad I. Prevalence of age-related macular degeneration in elderly Caucasians: the Tromsø Eye Study. Ophthalmology. 2012 Sep;119(9):1737-43.
(2) Norsk legemiddelhåndbok. T7.7.8.1 Aldersrelatert makuladegenerasjon (AMD) og subretinale korioidale karnydannelser (CNV). 2020. Available from: www.legemiddelhandboka.no/T7.7.8.1/%C3%98yesykdommer#T7-Oye-Hovding-1335
(3) Boyer DS, Schmidt-Erfurth U, van Lookeren Campagne M, Henry EC, Brittain C. THE PATHOPHYSIOLOGY OF GEOGRAPHIC ATROPHY SECONDARY TO AGE-RELATED MACULAR DEGENERATION AND THE COMPLEMENT PATHWAY AS A THERAPEUTIC TARGET. Retina. 2017 May;37(5):819-835.
	Cancer: [* Ingen Kreftsykdom]
	Prognosis: GA is a chronic, progressive condition that causes irreversible vision loss. Given there is currently no available treatments, GA has a poor prognosis. Typically, GA lesions start in the non-subfoveal region; time to central subfoveal involvement varies among patients and may range from 1.3 years to 5.6 years (2,3). In the Copenhagen Eye Study, all with late AMD at baseline had progressed to blindness over the 14 year follow-up (4).  Accordingly, GA has a profound effect on activities of daily living and can limit independence (1).

References
(1) Sivaprasad S, Tschosik EA, Guymer RH, et al. Living with geographic atrophy: an ethnographic study. Ophthalmol Ther 2019; 8(1): 115-24.
(2) Colijn JM, Liefers B, Joachim N, et al. Enlargement of geographic atrophy from first diagnosis to end of life. JAMA Ophthalmol 2021; 139(7): 743-50
(3) Kandasamy R, Wickremasinghe S, Guymer R. New treatment modalities for geographic atrophy. Asia Pac J Ophthalmol (Phila) 2017; 6(6): 508-13.
(4) Buch H, Nielsen NV, Vinding T, Jensen GB, Prause JU, la Cour M. 14-year incidence, progression, and visual morbidity of age-related maculopathy: the Copenhagen City Eye Study. Ophthalmology. 2005 May;112(5):787-98.
	The new medicinal product: There is an urgent unmet need for patients with GA due to the lack of approved treatments for GA, and no clinically effective standard of care (1). SYFOVRE will be the first disease-modifying treatment approved in Norway for GA and will be available as an intravitreal treatment option for GA secondary to AMD. Thus, SYFOVRE will provide a much-needed treatment option for an elderly patient population, who otherwise self-monitor, and their carers who currently have no clinical interventions to reduce irreversible and progressive vision loss due to GA and alleviate the GA disease burden. 

References
(1) Nielsen MK. Geographic atrophy: EyeWiki. American Academy of Ophthalmology, 2020
	Patient population: The prevalence of AMD increases exponentially with age for both men and women (1) and predominately occurs in patients aged 60 and over (1,2). Estimates of the prevalence of GA range between 1.0%-3.6% among Norwegians, depending on the age cut-offs and study designs (3,4). In a recent meta-analysis of Nordic publications, GA is estimated to affect 0.4% (95% confidence intervals [CI]: 0.2%–0.8%), 1.5% (95% CI: 0.7%–2.6%), and 7.6% (95% CI: 4.6%–11.3%) for individuals aged 60–69, 70–79, and 80+ years, respectively (5).  Overall, this translates to 1 in 13 individuals aged 80+ in the Nordics are expected to suffer from GA, or 166,307 individuals in 2023 (5). Of which, 28,368 patients were estimated to be in Norway, corresponding to 0.5% of the registered population (5). Norway is suggested to expect an increase in the patient population with GA of 2.5% by year 2050, owing to forecasted demographic developments (5).

The potentially eligible patient population in Norway for intravitreal pegcetacoplan treatment to slow lesion growth has been estimated to correspond to 15,489 patients in 2023 (5). Patients with GA lesions outside of the fovea (non-subfoveal GA), which can be termed “early GA” in particular are relevant for intravitreal pegcetacoplan treatment as have yet to incur vision impairments and can delay irreversible vision loss.

References:
(1) Rudnicka AR, Jarrar Z, Wormald R, Cook DG, Fletcher A, Owen CG. Age and gender variations in age-related macular degeneration prevalence in populations of European ancestry: a meta-analysis. Ophthalmology. 2012 Mar;119(3):571-80.
(2) Owen CG, Jarrar Z, Wormald R, Cook DG, Fletcher AE, Rudnicka AR. The estimated prevalence and incidence of late stage age related macular degeneration in the UK. Br J Ophthalmol 2012; 96(5): 752-6.
(3) Erke MG, Bertelsen G, Peto T, Sjølie AK, Lindekleiv H, Njølstad I. Prevalence of age-related macular degeneration in elderly Caucasians: the Tromsø Eye Study. Ophthalmology. 2012 Sep;119(9):1737-43.
(4) Björnsson OM, Syrdalen P, Bird AC, Peto T, Kinge B. The prevalence of age-related maculopathy (ARM) in an urban Norwegian population: the Oslo Macular study. Acta Ophthalmol Scand. 2006 Oct;84(5):636-41.
(5) Vangsted A, Thinggaard BS, Nissen AHK, Hajari JN, Klefter ON, Krogh Nielsen M, Sørensen TL, Grauslund J, Subhi Y. Prevalence of geographic atrophy in Nordic countries and number of patients potentially eligible for intravitreal complement inhibitor treatment: A systematic review with meta-analyses and forecasting study. Acta Ophthalmol. 2023 Sep 8.
	Existing procurements in therapeutic area: No.
	Any other medicinal products: No.
	Consider supplier: No.
	1 Study ID: DERBY: Study to Compare the Efficacy and Safety of Intravitreal APL-2 Therapy With Sham Injections in Patients With Geographic Atrophy (GA) Secondary to Age-Related Macular Degeneration
EudraCT: 2020-002931-32
ClinicalTrials.gov (NCT number): NCT03525600

https://classic.clinicaltrials.gov/ct2/show/NCT03525600

	2 Study ID: OAKS: A Study to Compare the Efficacy and Safety of Intravitreal APL-2 Therapy With Sham Injections in Patients With Geographic Atrophy (GA) Secondary to Age-Related Macular Degeneration 
EudraCT: 2018-001435-52
ClinicalTrials.gov: NCT03525613

https://classic.clinicaltrials.gov/ct2/show/NCT03525613

	3 Study ID: GALE: An Extension Study to Evaluate the Long-term Safety and Efficacy of Pegcetacoplan (APL-2) in Subjects With Geographic Atrophy Secondary to AMD (GALE)
EudraCT: 2020-002931-32
ClinicalTrials.gov: NCT04770545


https://classic.clinicaltrials.gov/ct2/show/NCT04770545
	1 Study type and design: The study type was interventional / clinical trial. DERBY was a phase 3, 24-month, randomised, double-blind, sham injection-controlled, multicentre study. Participants were randomised to one of four treatment arms.
	2 Study type and design: The study type was interventional / clinical trial. OAKS was a phase 3, 24-month, randomised, double-blind, sham injection-controlled, multicentre study. Participants were randomised to one of four treatment arms.
	3 Study type and design: The study type was interventional / clinical trial. GALE is a Phase 3, 36-month, open-label, multicentre, extension study. Accordingly, it has non-randomised treatment allocation. 
	1 Objective: DERBY was a 24-month, Phase III, multicentre, randomised, double-blind, sham-injection controlled study to assess the efficacy and safety of multiple IVT injections of APL-2 (pegcetacoplan) in subjects with GA secondary to AMD.
	2 Objective: OAKS was a 24-month, Phase III, multicenter, randomised, double-blind, sham-injection controlled study to assess the efficacy and safety of multiple IVT injections of APL-2 (pegcetacoplan) in subjects with GA secondary to AMD
	3 Objective: GALE is a phase 3, open-label, multicenter, extension study to evaluate the long-term safety and efficacy of pegcetacoplan (APL-2) in subjects with geographic atrophy (GA) secondary to age-related macular degeneration (AMD) who participated in Study APL2-103 (NCT03777332) or completed the treatment at Month 24 of either Study APL2-303 (Derby, NCT03525613) or Study APL2-304 (Oaks, NCT03525600).  
	1 Population: In DERBY, 621 patients were randomised across 122 sites (US, Argentina, Australia, Brazil, Canada, Czech Republic, France, Germany, Israel, Italy, New Zealand, Poland, Spain, and UK).

Key inclusion criteria: 
   • Age ≥60 years
   • BCVA ≥24 letters ETDRS (20/320 Snellen equivalent)
   • GA lesion requirements: 
    o Total GA area: ≥2.5 and ≤17.5 mm2 
    o GA lesions with or without subfoveal involvement
    o If multifocal, at least 1 focal lesion must be ≥1.25 mm2 (0.5 DA)
    o Presence of perilesional hyperautofluorescence
 
 Key exclusion criteria:
   • GA secondary to a condition other than AMD, such as Stargardt disease in either eye 
   • Spherical equivalent of the refractive error demonstrating >6 diopters of myopia or an axial length >26 mm
   • CNV in the study eye (active or history of), including presence of retinal pigment epithelial tear (assessed by reading centre)
   • Presence of an active ocular disease that compromises or confounds visual function
   • Intraocular surgery within 3 months prior randomisation
   • History of laser therapy in the macular region
   • Aphakia or absence of the posterior capsule
           • Any ocular condition other than GA secondary to AMD that may require surgery or medical intervention during the study period, or that could compromise visual functioning during the study period
   • Contraindication to IVT injections
   • History of prior IVT injections
   • Prior participation in interventional clinical study for IVT therapies in either eye or for a therapy for GA (treatment and placebo included)
   • Participation in any systemic experimental treatment or other investigational new drug within 6 weeks or 5 half-lives of the active ingredient (whichever is longer) prior to the start of study treatment
   • Any screening laboratory value that is clinically significant and not suitable for study participation
   • Known hypersensitivity to fluorescein sodium for injection or hypersensitivity to pegcetacoplan or any of the excipients in pegcetacoplan solution 

	2 Population: In OAKS, 637 subjects were randomised across 110 sites (US, Australia, Brazil, Canada, Czech Republic, France, Germany, Israel, Italy, Netherlands, New Zealand, Poland, Spain, and UK).
   
Key inclusion criteria:
•Age ≥60 years
•BCVA ≥24 letters ETDRS (20/320 Snellen equivalent)
•GA lesion requirements:
–Total size: ≥2.5 and ≤17.5 mm2 
–GA lesions with or without subfoveal involvement allowed
–If multifocal, at least 1 focal lesion must be ≥1.25 mm2 (0.5 DA)
–Presence of perilesional hyperautofluorescence
   
Key exclusion criteria:
•GA secondary to a condition other than
AMD, such as Stargardt disease in either eye
•CNV in the study eye (active or history of), including presence of RPE tear (assessed by reading center)
 
CNV in the fellow eye was not exclusionary
	3 Population: Adult patients diagnosed with GA secondary to AMD who participated in Study APL-2-103 or completed the treatment at month 24 of either DERBY or OAKS
   
   Inclusion
Ocular-specific inclusion criteria apply to the study eye only
• Participation in APL2-103 (NCT03777332) or completion of treatment at Month 24 of either DERBY (NCT03525613) or OAKS (NCT03525600). 

Specifically for OAKS and DERBY, the following criteria also applied:
o Subjects who did not permanently discontinue treatment but missed the Month 24 visit were also eligible to participate in study if they had been screened within 60 days from the last day of the expected Month 24 visit
• Clarity of ocular media, adequate pupillary dilation, and fixation to permit the collection of good quality images as determined by the investigator 
• Female subjects had to be of non-childbearing potential 
• Women of childbearing potential had to have a negative serum pregnancy test at screening and agree to use contraception for the duration of the study and 90 days after their last dose of pegcetacoplan, and to refrain from breastfeeding for the duration of the study
• Males with female partners of childbearing potential were required to use contraception and refrain from donating sperm for the duration of the study and for 90 days after their last dose of pegcetacoplan

Exclusion
• Ocular-specific exclusion criteria apply to the study eye only, unless otherwise specified
• Subjects who permanently discontinued the study drug prior to Month 24 in DERBY or OAKS and remained only for safety assessments. A temporary pause of the study drug was not exclusionary
• Presence of an active ocular disease that compromised or confounded visual function, including, but not limited to, macular hole or other macular diseases (e.g. clinically significant epiretinal membrane). Benign conditions such as peripheral retinal dystrophy were not exclusionary
• Any contraindication to IVT injection including current ocular or periocular infection
• Medical or psychotic conditions that were clinically significant and unsuitable for study participation or that would have made consistent follow-up over the 36-month treatment period unlikely
• Pregnancy, breastfeeding, or a positive pregnancy test
	1 Endpoints: Primary endpoint: 
Least squares mean change from baseline screening in total area of GA lesion(s) in the study eye (in mm2) based on FAF images at Month 12.

Key secondary endpoints: 
Pre specified secondary endpoints at 24-months
• NL-BCVA,  
•  LL-BCVA
• Reading speed
• NEI VFQ-25
• FRI Index score
• Lesion growth 

The main safety endpoints included the incidence and severity of ocular and systemic treatment.
• Treatment emergent adverse events (TEAEs), at 12 and 24 months
• Incidence of new CNV in the study eye 

	2  Endpoints: Primary endpoint: 
Least squares mean change from baseline screening in total area of GA lesion(s) in the study eye (in mm2) based on FAF images at Month 12.

Key secondary endpoints: 
•NL- BCVA,  
 LL-BCVA
•Reading speed
•NEI VFQ-25 
•FRI Index scorea
•Microperimetry  MAIA device
•Lesion growth

 The main safety endpoints included the incidence and severity of ocular and systemic treatment.
• Treatment emergent adverse events (TEAEs), at 12 and 24 months
• Incidence of new CNV in the study eye 

	3 Endpoints: Primary endpoint: 
• Incidence and severity of ocular and systemic AEs (time frame: up to 36 months) - Long-term safety of IVT injected pegcetacoplan 

Key secondary endpoints: 

Efficacy/Functional outcomes
Efficacy analysis: Change in GA lesion area based on 6-month GALE data
30-month continuous Pegcetacoplan treatment compared with sham. Whereby, pegcetacoplan was compared with sham (actual sham [24 months OAKS and DERBY] + projected sham [6 months GALE]) using piecewise linear slope analysis with 6-month segments with 6-month pegcetacoplan treatment for sham crossover.

 Patient reported outcomes (assessed at Months 12, 24, and 36)
• Mean FRI Index score 
• NEI VFQ-25 composite score, near activity subscale score, and distance activity subscale score

Safety outcomes
• Presence of antibodies to the PEG and/or peptide moiety of pegcetacoplan (time frame: up to 36 months)
• Incidence of new active CNV in the study eye

	1 Relevant subgroup: Change from baseline in total area of GA lesions in the study eye at Month 12 were investigated in the following subgroups:
• Age group (<75 years, 75 to <85 years, and ≥85 years)
• Sex 
• Race
• Geographic region (US and rest of the world)

Subgroups were indicative of disease severity 
• GA lesion size (<7.5 mm2 and ≥7.5 mm2) 
• NL-BCVA categories 
• LL-BCVA categories 
• Monocular maximum reading speed categories 
• FRI level 

Subgroups at baseline associated with GA progression rate
• GA focality (multifocal and unifocal) 
• GA lesion location (subfoveal involvement and without subfoveal involvement)
• GA laterality (bilateral GA [with or without CNV in fellow eye] and GA in the study eye only
• CNV in fellow eye (fellow eye CNV and no fellow eye CNV)
• LLD categories (<20 and ≥20 ETDRS letters) 
• NL-BCVA (<60 and ≥60 ETDRS letters) and LLD (<20 and ≥20 ETDRS letters) combinations

	2 Relevant subgroup: Change from baseline in total area of GA lesions in the study eye at Month 12 were investigated in the following subgroups:
• Age group (<75 years, 75 to <85 years, and ≥85 years)
• Sex 
• Race
• Geographic region (US and rest of the world)

Subgroups of interest for disease severity 
• GA lesion size (<7.5 mm2 and ≥7.5 mm2) 
• NL-BCVA categories 
• LL-BCVA categories 
• Monocular maximum reading speed categories 
• FRI level 
• Study eye mean threshold sensitivity of all points categories

Subgroups at baseline of interest for GA progression rate
• GA focality (multifocal and unifocal) 
• GA lesion location (subfoveal involvement and without subfoveal involvement)
• GA laterality (bilateral GA [with or without CNV in fellow eye] and GA in the study eye only
• CNV in fellow eye (fellow eye CNV and no fellow eye CNV)
• LLD categories (<20 and ≥20 ETDRS letters) 
• NL-BCVA (<60 and ≥60 ETDRS letters) and LLD (<20 and ≥20 ETDRS letters) combinations


	3 Relevant subgroup: Not specified in protocol 
	1 Intervention: Intervention Drug: APL-2 (Pegcetacoplan) a complement (C3) inhibitor

Arm 1: Pegcetacoplan (15 mg/0.1 mL IVT) monthly for 24 months. A single dose of 15 mg APL-2/0.1 mL will be administered via intravitreal injection in this study. Subjects will receive an injection every month.

Arm 2: Pegcetacoplan (15 mg/0.1 mL IVT) every other month for 24 months. A single dose of 15 mg APL-2/0.1 mL will be administered via intravitreal injection in this study. Subjects will receive an injection every other month.

	2 Intervention: Intervention Drug: APL-2 (Pegcetacoplan) a complement (C3) inhibitor

Arm 1: Pegcetacoplan (15 mg/0.1 mL IVT) monthly for 24 months. A single dose of 15 mg APL-2/0.1 mL will be administered via intravitreal injection in this study. Subjects will receive an injection every month.

Arm 2: Pegcetacoplan (15 mg/0.1 mL IVT) every other month for 24 months. A single dose of 15 mg APL-2/0.1 mL will be administered via intravitreal injection in this study. Subjects will receive an injection every other month.

	3  Intervention: Intervention Drug: APL-2 (Pegcetacoplan) a complement (C3) inhibitor

Arm 1: Pegcetacoplan (15 mg/0.1 mL IVT) monthly for 24 months. A single dose of 15 mg APL-2/0.1 mL will be administered via intravitreal injection in this study. Subjects will receive an injection every month.

Arm 2: Pegcetacoplan (15 mg/0.1 mL IVT) every other month for 24 months. A single dose of 15 mg APL-2/0.1 mL will be administered via intravitreal injection in this study. Subjects will receive an injection every other month.

	1 Comparator: The comparator was a sham procedure.

Arm 3: Sham (IVT) monthly for 24 months.

Arm 4: Sham (IVT) every other month for 24 months.

	2 Comparator: The comparator was a sham procedure.

Arm 3: Sham (IVT) monthly for 24 months.

Arm 4: Sham (IVT) every other month for 24 months.

	3 Comparator: Not applicable.
	1 Follow up time:  The study is completed with 24 months of follow-up time.
	2 Follow up time: The study is completed with 24 months of follow-up time.
	3 Follow up time: GALE is an ongoing study with expected primary completion date in September 2025. 
	1 Time perspective: DERBY is completed with 24 months of follow-up time.
	2 Time perspective: OAKS is completed with 24 months of follow-up time.
	3 Time perspective: 
	1 Publications: Lancet (in press) expected October 2023
	2 Publications: Lancet (in press) expected October 2023
	3 Publications: 
	Ongoing studies - further information: Yes. 

GALE as presented above in part 8, is open-label long-term extension study of DERBY and OAKS. Interim 6-month results have recently been presented at the American Society of Retina Specialists (ASRS) Annual Scientific Meeting and more results are expected towards the end of the year.

In addition, GALTOS is an ongoing multicentre, ambispective observational study conducted in patients with a diagnosis of GA which is due to be read out in Q4 2023. GALTOS 19 centres are in Australia, Canada, France, Germany, Italy, and the UK. ( non-product related observational study)

	Ongoing studies indications: No, not that the applicant is aware of.
	Type of health economic analysis: The expected type of health economic analysis is a cost effectiveness analysis based on a health-state transition Markov model. The proposed analysis can be justified in the fact that the comparator will be best supportive care (BSC).
	Patient population sungroups: The base case will include adults with GA according to the applied indication for SYFOVRE.

	Which documentation estimating relative efficacy: Direct evidence will form the basis for estimating the efficacy of SYFOVRE in reducing the lesion growth rate. This evidence will come from the pivotal Phase III trials, Derby and Oaks. 

Reference
(1) Steinle N, Li C, Burch M, R. R. Long-Term Efficacy of Pegcetacoplan in Patients With Geographic Atrophy.  American Society of Retina Specialists 41st Annual Meeting; Seattle, Washington July 28, 2023.

	Health related quality of life: In the base-case CEA, the utilities for the health states will be derived from a vignette study using time trade-off methodology (1).  Use of literature and studies other than the Phase III trials, are a consistent practice in HTA submissions in ophthalmology, given the difficulty in translating generic QoL utilities from RCTs into real-world settings for most health states. 

Reference
(1) PHMR. Geographic atrophy health state vignette development and utility valuation study. 2023
	Expected pharmaceutical budget: There are an estimated 28,368 patients in Norway with GA in 2023, of which, 15,489 are likely to be eligible for treatment (1). 

Reference
(1) Vangsted A, Thinggaard BS, Nissen AHK, Hajari JN, Klefter ON, Krogh Nielsen M, Sørensen TL, Grauslund J, Subhi Y. Prevalence of geographic atrophy in Nordic countries and number of patients potentially eligible for intravitreal complement inhibitor treatment: A systematic review with meta-analyses and forecasting study. Acta Ophthalmol. 2023 Sep 8.

	Suitable for FINOSE: 
No. There is a large degree of diversity in healthcare organisation and dissimilarity in the IVT treatment practices for other diseases (setting, dosing, and healthcare professional administering). As there is no set treatment practice for GA in any of the countries, there is likely to be vast differences in how this is set up in the respective countries. In addition, the clinical trial programme was not conducted with an active comparator, the preferred study design products prioritised for FINOSE collaboration.

	Contact with clinicians at norwegian health trusts:  yes- Moreton Moe in Oslo has participated in an Ad.Board
	Spesific circumstances:  No.
	Andre relevante opplysninger? 2: In February 2023, the U.S. Food and Drug Administration (FDA) has approved SYFOVRE (pegcetacoplan injection) for the treatment of geographic atrophy (GA) secondary to age-related macular degeneration (AMD) (1). Accordingly, the roll-out of SYFOVRE is ongoing and updates of the launch and real-world outcomes can be followed on Apellis Pharmaceuticals Inc’s webpages (2, 3).
Currently in the USA - numbers of injections that have been given to date (approx. 100,000) Apellis data.
References
(1) Apellis Pharmaceuticals, Inc. Release details. 2023. Available here: www.investors.apellis.com/news-releases/news-release-details/fda-approves-syfovretm-pegcetacoplan-injection-first-and-only
(2) Apellis Pharmaceuticals, Inc. News releases. 2023. Available here: https://investors.apellis.com/news-releases
(3) Apellis International GmbH. Geographic atrophy. 2023. Available here: https://geographicatrophy.eu/


