ANMODNINGSSKJEMA — VURDERING NYE METODER

Anmodning om vurdering av legemiddel i Nye metoder

En leverandgr som gnsker et legemiddel vurdert i Nye metoder skal rette en henvendelse til sekretariatet for
Nye metoder ved a bruke dette skjemaet. Ved a sende en anmodning signaliserer leverandgren at de vil sende inn
dokumentasjon for vurdering av et nytt legemiddel eller en indikasjonsutvidelse for et eksisterende legemiddel.

Utfylt anmodningsskjema sendes via e-post til Nye metoder nyemetoder@helse-sorost.no.

Informasjon om Nye metoder finnes pa https://nyemetoder.no. Kontakt sekretariatet ved spgrsmal.

Anmodningen sendes tidligst ved dag 120 i vurderingsprosessen hos European Medicines Agency (EMA) for nye
legemidler i normal godkjenningsprosedyre og tidligst ved dag 1 for indikasjonsutvidelser og for nye legemidler i
akselerert godkjenningsprosedyre.

Hele anmodningsskjemaet skal fylles ut. Nye metoder bruker anmodningen om vurdering til a planlegge
vurderingsprosessen.

Leverandgren skal pa anmodningstidspunktet ha en plan for nar de skal levere dokumentasjon.

Merk: Skjemaet vil bli publisert i sin helhet.

Innsender er klar over at skjemaet vil bli publisert i sin helhet (Ma krysses av): \/

1 Kontaktopplysninger

Dato: January 09 2024

Leverandgr: Biogen Norway AS

Navn: Tine Eriksen

Stilling: Head of Value & Access and Governmental Affairs, Denmark & Norway
Telefon: +45 774157

E-post: tine.eriksen@biogen.com

Ekstern representasjon OBS: Ved ekstern representasjon, vedlegg fullmakt

Navn/virksomhet

Telefon/e-post

2 Legemiddelinformasjon

Gjelder anmodningen et nytt virkestoff? | Yes

Handelsnavn Skyclarys

Generisk navn (virkestoff(er)) Omaveloxolone [NORWEGIAN: omaveloksolon]
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Innehaver av markedsfgringstillatelse i Norge

Biogen Norway AS

ATC-kode

TBD

Administrasjonsform

Capsules for oral use

Farmakoterapeutisk gruppe og
virkningsmekanisme.

Skriv kort

Farmakoterapeutisk gruppe: TBD.

The precise mechanism by which omaveloxolone exerts its therapeutic effect in patients with Friedreich’s ataxia is
unknown. Omaveloxolone have been shown to activate the Nuclear factor (erythroid-derived 2)-like 2 (Nrf2) pathway
in vitro and in vivo in animals and humans. The Nrf2 pathway is involved in the cellular response to oxidative stress.

Hvilken indikasjon gjelder anmodningen?

For the treatment of Friedreich’s ataxia in adults and adolescents
aged 16 years and older. [NORWEGIAN: Til behandling av Friedreichs
ataksi hos voksne og ungdom fra og med 16 ar og oppover.]

3 Historikk

Er legemidlet vurdert til andre
indikasjoner tidligere i Nye metoder?

Hvis ja, oppgi ID-nummer i Nye metoder

No

Er du kjent med om andre legemidler er vurdert
i Nye metoder til ss mme indikasjon?

Hvis ja, oppgi ID-nummer i Nye metoder

No

4 Forventet tidslinje

Prosedyrenummer for MT-saken i EMA

EMEA/H/C/006084

Forventet tidspunkt (maned/ar) for CHMP
positive opinion i EMA

CHMP recommended marketing authorization for SKYCLARYS® for the treatment of Friedreich’s ataxia in people aged 16 years and
older December 15th 2023.

Forventet tidspunkt (maned/ar) for

Tidspunkt ma oppgis

markedsfgringstillatelse (MT) i Norge February 2024
Forventet tidspunkt (kvartal/ar) for levering av
dokumentasjon til Statens legemiddelverk Q32024

5 Diagnostikk og ressursbruk
Fyll inn der det er relevant

Vil anvendelse av legemidlet kreve diagnostisk
test for analyse av biomarkgr?

Yes, genestic testing is required to confirm the diagnosis.

Hvilken biomarkgr(er) er aktuell og hvilke
publikasjoner beskriver dette?

Genetic biomarkers. For 96% of the cases, FA is caused by an expanded GAA repeat in the first intron of the FXN gene on chromosome 9 and is inherited
in an autosomal recessive pattern (1,2). A diagnosis of FA is confirmed with a genetic test for expansion mutation of the FXN GAA repeat length (3,4 ,5).

Henwvis til publikasjoner

1. Campuzano V, et al. Science. 1996,271(5254):1423-1427; 2. Dirr A, et al. N Engl ] Med. 1996;335(16):1169-1175; 3.
https: g ige-ataksier; 4. Barcia G, et al. Eur ] Med Genet. 2018;61(8):455-458; 5. Galea CA, et al. Ann Neurol.
2016;79(3):485-495; 6. Wedding IM, et al. Orphanet Journal of Rare Diseases 2015, 10:108
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Kjenner dere til om diagnostikk kan utfgres i
offentlig helsetjeneste eller om den ma utfgres
av ekstern leverandgr?

Several hospitals are performing genetic testing for point mutations.
Expansion mutations are analyzed at Telemark Hospital and Haukeland
University Hospital (3).

Kjenner dere til om innfgring vil kreve
etablering av annen/ny infrastruktur?

For eksempel tilpasset analysemaskin, digital
patologi/Al-basert analyse, proteomikk,
funksjonelle tester m.m.?

No

Due to the low prevalence numbers (~30 cases in Norway in 2015 (6), changes in infrastructure are not
expected (3).

Pre-analytiske forhold

F.eks. kreves biopsering, annen prgvetakning,
praveprosessering m.m.

Blood sample for genetic testing.

Testutfgrelse: er det behov for etablering av én
spesifikk test eller er biomarkgr allerede
etablert i helsetjenesten (f.eks. i genpanel)?

No, already established in clinical practice (3).

Beskrivelse av avlesning av resultat inkl.

dataanalyseprogram dersom det er ngdvendig.

66-1700 GAA biallelic trinucleotide repeat expansion on the FXN gene on
chromosome 9 are considered pathogenic and confirms the FA diagnosis
for most patients (4).

Hvilke pasientgrupper ma testes og hva er
forventet andel funn som gir
behandlingsmulighet?

All children and adults with a clinical phenotype in which FA is a differential diagnosis will be tested.

Itis anticipated that all cases of FA are diagnosed in Norway today (n~30) (6). Symptom onset typically occurs between 5-25
years, but may occur late (25-29 years) or very late (>40 years). Omaveloxolone is indicated for FA patients that are 16 years or
older.

6 Sykdommen og eksisterende behandling

Sykdomsbeskrivelse

Kort beskrivelse av sykdommens patofysiologi
og klinisk presentasjon / symptombilde,
eventuelt inkl. referanser

FAis caused by a biallelic trinucleotide (GAA) repeat expansion in the first intron of the FXN gene, which impairs transcription and significantly reduces the amount of functional frataxin
protein (1,2). In 4% of patients, there is a single expanded allele combined with a conventional mutation on the other allele (3).

The pathological consequences of frataxin deficiency include disruption of iron— sulfur cluster cellular iron and increased
sensitivity to oxidative stress in vitro (4,5) leading to the clinical features of FA. Ataxia is the most common clinical feature in FA, reflecting both proprioceptive loss and cerebellar disease.
Patients can also develop spasticity, visual and hearing loss, and jcal features such as cardi diabetes, and scoliosis

1. Lynch DR, Farmer JM, Balcer L), et al. Arch Neurol 2002;59:743— 74; 2. Pandolfo M. Arch Neurol 2008;65:1296— 1303; 3. Galea CA, Hug A, Lockhart PJ, et al. Ann Neurol 2016;79:485—
495; 4. Delatycki MB, Bidichandani SI. Neurobiol Dis 2019;132:104606; 5. Martelli A, Puccio H. Front Pharmacol 2014;5:130

Hvis metoden gjelder fagomrddet
Kreftsykdommer, angi hvilket kreftomrade
som er aktuelt

Fagomrade Nevrologi

Angi hvilket fagomrdde som best Psykiske lidelser og ruslidelser
beskriver metoden Radiologi og nukleaermedisin
Kreftomrade

* Ingen Kreftsykdom
Bein- og blgtvevskreft
Blod- beinmargs- og lymfekreft

Dagens behandling

Ndvaerende standardbehandling i Norge,
inkl. referanse

There is currently no curative treatment for FA, current treatment options are based on various
symptomatic treatments. Physiotherapy and physical exercise are important and are the form of
treatment that has the best documented effect. Any heart condition or diabetes requires treatment.
Follow-up of vision, hearing and speech difficulties, lung function and orthopedic problems (1).

1. https://nevrologi.legehandboka.no/handboken/sykdommer-og-symptomer/arvelige-ataksier
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Prognose

Beskriv prognosen med ndvaerende
behandlingstilbud, inkl. referanse

In most patients, symptoms begin between 5 and 15 years of age, and patients lose the ability to ambulate by their mid-20s
(1,2). FA shortens life span, most often through consequences of cardiomyopathy; average age at death is 37.5 years (1,2).

1. Tsou AY, Paulsen EK, Lagedrost SJ, et al. J Neurol Sci 2011;307:46-49; 2. Pousset F, Legrand L, Monin ML, et al. JAMA Neurol
2015;72:1334-1341.

Det nye legemidlets innplassering i
behandlingsalgoritmen

Omaveloxelone will be the first disease-modifying treatment for FA.

Pasientgrunnlag

referanse.

behandling

Beskrivelse, insidens og prevalens av pasienter
omfattet av aktuell indikasjon* i Norge, ink.

Antall norske pasienter antatt aktuell for ny

* Hele pasientgruppen som omfattes av aktuell
indikasjon skal beskrives

In 2015, an epidemiological study mapped all FA patients in
Norway (n=29). The prevalence is anticipated to be similar
today (1:176.0000) (1). Approximately 25% are expected to
be <16 years (1) and hence not eligible for treatment with
omaveloxolone.

1. Wedding IM, et al. Orphanet Journal of Rare Diseases
2015, 10:108

innga i anbud?

7 Kan legemidlet vurderes som sammenlignbart med andre legemidler og

Er det eksisterende anbud pa terapiomradet? No

Finnes det andre legemidler med lignende No
virkningsmekanisme og /eller tilsvarende effekt
(for samme indikasjon)?

Vurderer leverandgren at legemidlet er
sammenlignbart med andre legemidler?

No

8 Studiekarakteristika for relevante kliniske studier

Studie 1

Studie 2

Studie 3

Studie ID

Studienavn, NCT-
nummer, hyperlenke

MOXle, Partl
NCT02255435

MOXIle, Part 2
NCT02255435

MOXIle, Open Label Extension
Study
NCT02255435

Studietype og -design

Phase 2: International, randomized,

placebo-controlled, dose-ranging trial.

Phase 2: International,
double-blind, placebo-controlled,
randomized, registrational trial.

Phase 2: Open-label extension
study for patients with FA who
completed MOXle Part 1 or Part 2.

To evaluate the safety, pharmakokinetics,
pharmacodynamics and potential benefit of

To evaluate the safety and efficacy

To assess long-term safety and tolerability of
omaveloxolone in qualified patients with Friedreich's ataxia
following completion of Part 1 or Part 2, and to provide

Viktige inklusjons- og
eksklusjonskriterier

216 and < 40 years of age, mFARS score > 10 and < 80, and
ability to complete maximal exercise testing.

Exclusion criteria: Uncontrolled diabetes, increased B-type
natriuretic peptide, history of clinically significant cardiac
disease.

maximal exercise testing. Patients with severe pes cavus were
included in the study but limited to 20% of subjects enrolled.
Exclusion criteria: Uncontrolled diabetes, clinically significant cardiac
disease, active infections, significant laboratory abnormalities, or
interfering medical conditions.

2 i in pati of omaveloxolone 150 mg in
Forma I omaveloxolone at various doses in patients . - . . Y . data on the persistence of benefits associated with
with Friedreich's ataxia. patlents with Friedreich's ataxia. Omaveloxolone treatment through confirmatory analyses.
1 Inclusion criteria: Genetically confirmed Friedreich's ataxia, Inclusion criteria: Genetically confirmed Friedreich's ataxia, > 16 and < . N .
PopUIaS.lon Y 40 years of age, mFARS score > 20 and < 80, and ability to complete The StUdy includes all patients followmg

completion of Study 1, Part 1 (n=57) and Part
2 (n=92), regardless of randomized treatment,
after a 4-week drug washout period.
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Studie 1

Studie 2

Studie 3

Intervensjon (n)

Dosering,
doseringsintervall,
behandlingsvarighet

Omaveloxolone capsules
at 2.5 - 300 mg or placebo
once daily.

Omaveloxolone capsules,
150 mg, once dalily.

Omaveloxolone capsules,
150 mg, once daily.

Komparator (n)

Dosering,
doseringsintervall,
behandlingsvarighet

Eligible patients (n=69) were
randomized (3:1) to omaveloxolone
capsules (various doses) or

placebo for 12 weeks.

Eligible patients were randomized (1:1) to
omaveloxolone capsules 150 mg (n=51) or

placebo (n=52) for 48 weeks.

Randomization was stratified by pes cavus status
(with / without pes cavus) based on findings from
MOXIe Part 1.

Open-label with no comparator group.

2 groups:

Omaveloxolone-omaveloxolone: those who were randomized to
omaveloxolone in MOXIe part 2 and then continued with
omaveloxolone in the open-label extension.
Placebo-omaveloxolone: those originally randomized to placebo
in part 2 who then initiated treatment with omaveloxolone in
the open-label extension.

Endepunkter

Primeaere, sekundaere
og eksplorative
endepunkter, herunder
definisjon,
mdlemetode og ev.
tidspunkt for mdling

Primary endpoint: Neuromuscular abilities measured as change from
baseline in peak work (in Watts/kg) during exercise testing at week 12
using a stationary bicycle.

Key secondary endpoint: Neurological abilities assessed by change in the
Modified Friedreich's Ataxia Rating Scale (mFARS) at Week 12.
Exploratory endpoints:

* Performance measures (the timed 25 foot walk test, nine hole peg test,
low contrast vision, assessed at baseline and 12 weeks).

* Health related quality of life (SF-36 Health Survey Update, assessed at
baseline and Week 12)

* Pharmacodynamic parameters: protein and enzyme (AST, GGT, CK, and
ferritin) levels in serum samples, and assessment of platelet metabolism
* Pharmacokinetic measures: Omav plasma concentration levels

* Safety parameters: weight, BMI, vital sign measurements, physical
examinations, laboratory test results, concomitant medications, adverse
events, and serious adverse events

Primary endpoint: Change in the Modified Friedreich's
Ataxia Rating Scale (mFARS) at Week 48.

Secondary endpoints (hierarchical order): Patient
Global Impression of Change [PGIC], Clinician Global
Impression of Change [CGIC], 9-hole peg test [9-HPT],
Timed 25-foot walk test [T25-FW], Frequency of falls,
Peak work during maximal exercise testing, Activities of
Daily Living [FA-ADL] score.

Other endpoints: Vital signs, electrocardiograms, and
the frequency and severity of adverse events.

Safety/tolerability: Results from physical examinations,
laboratory results, vital sign measurements, weights,
AEs, SAEs, concominant medications, pregnancy tests.

Sustained efficacy: mFARS, ADL, 9-HTP, T25-FW

Delayed start analysis: To evaluate the persistence of
omaveloxolone’s treatment effect by comparing the
difference in mFARS scores at the end of the 48-week
placebo-controlled period with the difference after 72
weeks (up to 144 weeks) in the open-label extension.

Relevante
subgruppeanalyser

Beskrivelse av ev.
subgruppeanalyser

Not applicable

A full analysis set (FAS) was used for primary analysis of efficacy and
limited to patients without pes cavus. Safety analyses and sensitivity
analyses included all randomized patients (ARP).

Prespecified sensitivity analyses of the primary endpoint in ARP
confirmed the primary analysis in the FAS population, with a significant
difference between omaveloxolone and placebo groups. The

in MFARS with were consistent across

subgroups.

Delayed start analysis: mFARS between omaveloxolone and placebo observed
atthe end of the placebo-controlled portion was preserved at the end of the
delayed-start period in the FAS (without pes cavus) and the ARP (with pes
cavus), indicating a persistent benefit of omaveloxolone treatment on disease
course.

Those who received omaveloxolone during the MOXle part 2 experienced a
sustained benefit that could not be recovered by individuals initially
randomized to placebo who began omaveloxolone in the extension study,
implying a benefit of starting omaveloxolone treatment earlier.

Oppfelgingstid

Hvis pdgdende studie,
angi oppfalgingstid for
data som forventes
veere tilgjengelige for
vurderingen i
Legemiddelverket
samt den
forventede/planlagte
samlede
oppfalgingstid for
studien

Participants from this
study were offered to
continue in MOXle open
label extension study.

Participants from this
study were offered to
continue in MOXle open
label extension study.

Study continuation until
commercially availability
of omaveloxolone.

A delayed start analysis
after 72 weeks (up to 144
weeks) is published.

Tidsperspektiv
resultater

Pagaende eller
avsluttet studie?
Tilgjengelige og
fremtidige datakutt

The study was published
in 2018.

The study was published
in 2021.

Estimated study
completion: 2024-12-01.

Publikasjoner

Tittel, forfatter,
tidsskrift, drstall. Ev.
forventet tidspunkt for
publikasjon

Lynch DR, Farmer J, Hauser L, et al.
Safety, pharmacodynamics, and
potential benefit of omaveloxolone
in Friedreich ataxia. Ann Clin Transl
Neurol. 2018, 10;6(1):15-26.

Lynch DR, Chin MP, Delatycki
MB, et al. Safety and Efficacy of
Omaveloxolone in Friedreich
Ataxia (MOXle Study). Ann
Neurol. 2021, 89(2):212-225.

Delayed start analysis:

Lynch DR, Chin MP, Boesch S, et al.
Efficacy of Omaveloxolone in
Friedreich’s Ataxia: Delayed-Start
Analysis of the MOXle Extension. Mov
Disord. 2023, 38(2):313-320.
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9 Igangsatte og planlagte studier

Er det pagdende eller planlagte studier for
legemidlet innenfor samme indikasjon som kan
gi ytterligere informasjon i fremtiden?

Hvis ja, oppgi forventet tidspunkt

No

Er det pagaende eller planlagte studier for
legemidlet for andre indikasjoner?

NTC06054893: A study of omaveloxolone in children with
Friedreich's ataxia. A phase 1 open label study planned.

10 Forventet helsepkonomisk dokumentasjon
Angi informasjon om den forventede helsegkonomiske analysen

Type helsepkonomisk analyse

F.eks. kostnad-per-QALY analyse eller
kostnadsminimeringsanalyse
(Begrunn forslaget)

Cost per QALY
Omaveloxolone is a 'first in class' treatment of FA. The CpQ
will meassure the cost of efficacy of the treatment.

Pasientpopulasjonen som den helsegkonomiske
analysen baseres pa, herunder eventuelle
subgrupper.

Grunnanalysen (basecase) skal omfatte hele
pasientpopulasjonen omfattet av ansgkt
indikasjon.

In alignment with the label: treatment of Friedreich ataxia
(FA) in adults and children 16 years of age and older

Hvilken dokumentasjon skal ligge til grunn for
relativ effekt?

(H2H studlie, ITC, konstruert komparatorarm)

The analysis is based on a placebo-controlled study.

Hvilken dokumentasjon skal ligge til grunn for
helserelatert livskvalitet?

Biogen is currently considering different approaches - it will
be determined at a later stage.

Forventet legemiddelbudsjett i det aret med
stgrst budsjettvirkning i de fgrste fem ar.

Will be determined at a later stage.

11 Aktuelt for FINOSE?

Kan legemidlet vaere aktuelt for utredning i
FINOSE (ja/nei)

Dersom nei, hvorfor ikke?

No. For Biogen's launch of Skyclarys in Finland, FINOSE is not relevant.
Skyclarys is an oral medicine that requires a prescription in Finland. This
means that Biogen must apply for a price at HILA with a complete dossier
containing clinical and health economic data. HILA is not part of FINOSE.
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12 Andre relevante opplysninger

Opplys om andre forhold som Nye metoder bgr vaere oppmerksomme pa.

Har dere veert i kontakt med klinikere ved
norske helseforetak om dette
legemidlet/indikasjonen? Ja/nei

Hvis ja, hvem har dere veert i kontakt med og
hva har de bidratt med?

(Relevant informasjon i forbindelse med
rekruttering av fageksperter i Nye metoder)

No

Anser leverandgr at det kan vaere spesielle
forhold ved dette legemidlet som gjgr at en
innkjppsavtale ikke kan basere seg pa flat rabatt
for at legemidlet skal kunne oppfylle
prioriteringskriteriene (ja/nei)?

Hvis ja, skal eget skjema fylles ut og sendes
nyelegemidler@sykehusinnkjop.no samtidig
med at dokumentasjon sendes til Statens
legemiddelverk for metodevurdering.

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

Due to the rare/ ultra-rare nature of FA in Norway it will
potentially be necessary to explore alternative agreement
models instead of a 'flat-discount- agreement’. The
framework for such an alternative agreement is still not in
place. Preferably it will be developed in dialogue with Nye
Metoder.

Andre relevante opplysninger?

No
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The pathological consequences of frataxin deficiency include disruption of iron–sulfur cluster biosynthesis, cellular iron dysregulation, mitochondrial dysfunction, and increased sensitivity to oxidative stress in vitro (4,5) leading to the clinical features of FA. Ataxia is the most common clinical feature in FA, reflecting both proprioceptive loss and cerebellar disease. Patients can also develop spasticity, visual and hearing loss, and non-neurological features such as cardiomyopathy, diabetes, and scoliosis. 
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	Kjenner dere til om diagnostikk: Several hospitals are performing genetic testing for point mutations. Expansion mutations are analyzed at Telemark Hospital and Haukeland University Hospital (3).
	Kjenner dere til om innføring vil kreve : No 

Due to the low prevalence numbers (~30 cases in Norway in 2015 (6), changes in infrastructure are not expected (3). 


	Pre-analytiske forhold 
: Blood sample for genetic testing. 
	Testutførelse: : No, already established in clinical practice (3).
	Beskrivelse av avlesning: 66-1700 GAA biallelic trinucleotide repeat expansion on the FXN gene on chromosome 9 are considered pathogenic and confirms the FA diagnosis for most patients (4).
	Hvilke pasientgrupper: All children and adults with a clinical phenotype in which FA is a differential diagnosis will be tested. 

It is anticipated that all cases of FA are diagnosed in Norway today (n~30) (6). Symptom onset typically occurs between 5-25 years, but may occur late (25-29 years) or very late (>40 years). Omaveloxolone is indicated for FA patients that are 16 years or older. 
	6 Fagområde 2: [* Ingen Kreftsykdom]
	Prognose: In most patients, symptoms begin between 5 and 15 years of age, and patients lose the ability to ambulate by their mid-20s (1,2). FA shortens life span, most often through consequences of cardiomyopathy; average age at death is 37.5 years (1,2).

1. Tsou AY, Paulsen EK, Lagedrost SJ, et al. J Neurol Sci 2011;307:46–49; 2. Pousset F, Legrand L, Monin ML, et al. JAMA Neurol 2015;72:1334–1341.
	Det nye legemidlets innplassering: Omaveloxelone will be the first disease-modifying treatment for FA.
	Pasientgrunnlag: In 2015, an epidemiological study mapped all FA patients in Norway (n=29). The prevalence is anticipated to be similar today (1:176.0000) (1). Approximately 25% are expected to be <16 years (1) and hence not eligible for treatment with omaveloxolone.

1. Wedding IM, et al. Orphanet Journal of Rare Diseases 2015, 10:108
	7 Er det eksisterende anbud: No
	7 Finnes det andre legemidler: No
	7 Vurderer leverandøren: No
	1 Studie ID: MOXIe, Part1
NCT02255435
	2 Studie ID: MOXIe, Part 2
NCT02255435
	3 Studie ID: MOXIe, Open Label Extension Study
NCT02255435
	1 Studietype og –design: Phase 2: International, randomized, placebo-controlled, dose-ranging trial.

	2 Studietype og –design: Phase 2: International, double-blind, placebo-controlled, randomized, registrational trial.
	3 Studietype og –design: Phase 2: Open-label extension study for patients with FA who completed MOXIe Part 1 or Part 2.
	1 Formål: To evaluate the safety, pharmakokinetics, pharmacodynamics and potential benefit of omaveloxolone at various doses in patients with Friedreich's ataxia.

	2 Formål: To evaluate the safety and efficacy of omaveloxolone 150 mg in patients with Friedreich's ataxia.
	3 Formål: To assess long-term safety and tolerability of omaveloxolone in qualified patients with Friedreich's ataxia following completion of Part 1 or Part 2, and to provide data on the persistence of benefits associated with Omaveloxolone treatment through confirmatory analyses.

	1 Populasjon
: Inclusion criteria: Genetically confirmed Friedreich's ataxia, ≥ 16 and ≤ 40 years of age, mFARS score ≥ 10 and ≤ 80, and ability to complete maximal exercise testing.
Exclusion criteria: Uncontrolled diabetes, increased B-type natriuretic peptide, history of clinically significant cardiac disease.
	2 Populasjon: Inclusion criteria: Genetically confirmed Friedreich's ataxia, ≥ 16 and ≤ 40 years of age, mFARS score ≥ 20 and ≤ 80, and ability to complete maximal exercise testing. Patients with severe pes cavus were included in the study but limited to 20% of subjects enrolled.
Exclusion criteria: Uncontrolled diabetes, clinically significant cardiac disease, active infections, significant laboratory abnormalities, or interfering medical conditions.
	3 Populasjon: The study includes all patients following completion of Study 1, Part 1 (n=57) and Part 2 (n=92), regardless of randomized treatment, after a 4-week drug washout period.
	1 Endepunkter: Primary endpoint: Neuromuscular abilities measured as change from baseline in peak work (in Watts/kg) during exercise testing at week 12 using a stationary bicycle.
Key secondary endpoint: Neurological abilities assessed by change in the Modified Friedreich's Ataxia Rating Scale (mFARS) at Week 12.
Exploratory endpoints: 
* Performance measures (the timed 25 foot walk test, nine hole peg test, low contrast vision, assessed at baseline and 12 weeks).
* Health related quality of life (SF-36 Health Survey Update, assessed at baseline and Week 12)
* Pharmacodynamic parameters: protein and enzyme (AST, GGT, CK, and ferritin) levels in serum samples, and assessment of platelet metabolism
* Pharmacokinetic measures: Omav plasma concentration levels
* Safety parameters: weight, BMI, vital sign measurements, physical examinations, laboratory test results, concomitant medications, adverse events, and serious adverse events
	2 Endepunkter: Primary endpoint: Change in the Modified Friedreich's Ataxia Rating Scale (mFARS) at Week 48.

Secondary endpoints (hierarchical order): Patient Global Impression of Change [PGIC], Clinician Global Impression of Change [CGIC], 9-hole peg test [9-HPT], Timed 25-foot walk test [T25-FW], Frequency of falls, Peak work during maximal exercise testing, Activities of Daily Living [FA-ADL] score.

Other endpoints: Vital signs, electrocardiograms, and the frequency and severity of adverse events.
	3 Endepunkter: Safety/tolerability: Results from physical examinations, laboratory results, vital sign measurements, weights, AEs, SAEs, concominant medications, pregnancy tests.

Sustained efficacy: mFARS, ADL, 9-HTP, T25-FW

Delayed start analysis: To evaluate the persistence of omaveloxolone’s treatment effect by comparing the difference in mFARS scores at the end of the 48-week placebo-controlled period with the difference after 72 weeks (up to 144 weeks) in the open-label extension.
	1 Relevante 
subgruppe: Not applicable
	2 Relevante 
subgruppe: A full analysis set (FAS) was used for primary analysis of efficacy and limited to patients without pes cavus. Safety analyses and sensitivity analyses included all randomized patients (ARP).

Prespecified sensitivity analyses of the primary endpoint in ARP confirmed the primary analysis in the FAS population, with a significant difference between omaveloxolone and placebo groups. The improvements in mFARS with omaveloxolone were consistent across subgroups.
	3 Relevante 
subgruppe : Delayed start analysis: mFARS between omaveloxolone and placebo observed at the end of the placebo-controlled portion was preserved at the end of the delayed-start period in the FAS (without pes cavus) and the ARP (with pes cavus), indicating a persistent benefit of omaveloxolone treatment on disease course. 

Those who received omaveloxolone during the MOXIe part 2 experienced a sustained benefit that could not be recovered by individuals initially randomized to placebo who began omaveloxolone in the extension study,
implying a benefit of starting omaveloxolone treatment earlier.
	1 Oppfølgingstid: Participants from this study were offered to continue in MOXIe open label extension study.
	2 Oppfølgingstid: Participants from this study were offered to continue in MOXIe open label extension study.
	3 Oppfølgingstid: Study continuation until  commercially availability of omaveloxolone.

A delayed start analysis after 72 weeks (up to 144 weeks) is published.


	1 Tidsperspektiv 
resultater: The study was published in 2018.
	2 Tidsperspektiv 
resultater: The study was published in 2021.
	3 Tidsperspektiv 
resultater: Estimated study completion: 2024-12-01.
	1 Publikasjoner: Lynch DR, Farmer J, Hauser L, et al. Safety, pharmacodynamics, and potential benefit of omaveloxolone in Friedreich ataxia. Ann Clin Transl Neurol. 2018, 10;6(1):15-26.
	2 Publikasjoner: Lynch DR, Chin MP, Delatycki MB, et al. Safety and Efficacy of Omaveloxolone in Friedreich Ataxia (MOXIe Study). Ann Neurol. 2021, 89(2):212-225.
	3 Publikasjoner: Delayed start analysis:
Lynch DR, Chin MP, Boesch S, et al. Efficacy of Omaveloxolone in Friedreich’s Ataxia: Delayed-Start Analysis of the MOXIe Extension. Mov Disord. 2023, 38(2):313-320.
	1 Intervensjon (n): Omaveloxolone capsules at 2.5 - 300 mg or placebo once daily.
	2 Intervensjon (n): Omaveloxolone capsules, 150 mg, once daily.

	3 Intervensjon (n): Omaveloxolone capsules, 150 mg, once daily.
	1 Komparator (n): Eligible patients (n=69) were randomized (3:1) to omaveloxolone capsules (various doses) or 



placebo for 12 weeks.
	2 Komparator (n): Eligible patients were randomized (1:1) to omaveloxolone capsules 150 mg (n=51) or 



placebo (n=52) for 48 weeks.

Randomization was stratified by pes cavus status (with / without pes cavus) based on findings from MOXIe Part 1.
	3 Komparator (n): Open-label with no comparator group. 
2 groups:
Omaveloxolone-omaveloxolone: those who were randomized to omaveloxolone in MOXIe part 2 and then continued with omaveloxolone in the open-label extension. 
Placebo-omaveloxolone: those originally randomized to placebo in part 2 who then initiated treatment with omaveloxolone in the open-label extension.
	Er det pågående: No
	eller planlagte studier: NTC06054893: A study of omaveloxolone in children with Friedreich's ataxia. A phase 1 open label study planned.
	Type helseøkonomisk analyse: Cost per QALY

Omaveloxolone is a 'first in class' treatment of FA. The CpQ will meassure the cost of efficacy of the treatment.
	Pasientpopulasjonen: In alignment with the label: treatment of Friedreich ataxia (FA) in adults and children 16 years of age and older
	Hvilken dokumentasjon: The analysis is based on a placebo-controlled study.
	helserelatert livskvalitet?: Biogen is currently considering different approaches - it will be determined at a later stage.
	Forventet legemiddelbudsjett: Will be determined at a later stage.
	Kan legemidlet være aktuelt: No. For Biogen's launch of Skyclarys in Finland, FINOSE is not relevant.
Skyclarys is an oral medicine that requires a prescription in Finland. This means that Biogen must apply for a price at HILA with a complete dossier containing clinical and health economic data. HILA is not part of FINOSE.
	Har dere vært i kontakt med klinikere: No
	Anser leverandør at det kan være spesielle : Due to the rare/ ultra-rare nature of FA in Norway it will potentially be necessary to explore alternative agreement models instead of a 'flat-discount- agreement'. The framework for such an alternative agreement is still not in place. Preferably it will be developed in dialogue with Nye Metoder.

 
	Andre relevante opplysninger?: No


