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akselerert godkjenningsprosedyre. 

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

Leverandøren skal på anmodningstidspunktet ha en plan for når de skal levere dokumentasjon.
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1 Kontaktopplysninger 

Dato:

Leverandør:

Navn:

Stilling:

Telefon:

E-post:

Ekstern representasjon OBS: Ved ekstern representasjon, vedlegg fullmakt

Navn/virksomhet

Telefon/e-post

2 Legemiddelinformasjon

Gjelder anmodningen et nytt virkestoff?

Handelsnavn

Generisk navn (virkestoff(er))

mailto:nyemetoder%40helse-sorost.no?subject=
https://nyemetoder.no
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3 Historikk

Er legemidlet vurdert til andre 
indikasjoner tidligere i Nye metoder?

Hvis ja, oppgi ID-nummer i Nye metoder

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

Hvis ja, oppgi ID-nummer i Nye metoder

4 Forventet tidslinje

Prosedyrenummer for MT-saken i EMA

Forventet tidspunkt (måned/år) for CHMP
positive opinion i EMA
Forventet tidspunkt (måned/år) for 
markedsføringstillatelse (MT) i Norge
Forventet tidspunkt (kvartal/år) for levering av 
dokumentasjon til Statens legemiddelverk

Tidspunkt må oppgis

2

Innehaver av markedsføringstillatelse i Norge

ATC-kode

Administrasjonsform

Farmakoterapeutisk gruppe og 
virkningsmekanisme. 

Skriv kort

Hvilken indikasjon gjelder anmodningen?

5 Diagnostikk og ressursbruk
Fyll inn der det er relevant
Vil anvendelse av legemidlet kreve diagnostisk 
test for analyse av biomarkør?
Hvilken biomarkør(er) er aktuell og hvilke 
publikasjoner beskriver dette?

Henvis til publikasjoner

Anmodningsskjema vurdering versjon 1.1 (23.06.2023) 
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Kjenner dere til om diagnostikk kan utføres i 
offentlig helsetjeneste eller om den må utføres 
av ekstern leverandør?

Kjenner dere til om innføring vil kreve 
etablering av annen/ny infrastruktur?
For eksempel tilpasset analysemaskin, digital 
patologi/AI-basert analyse, proteomikk,
funksjonelle tester m.m.?

Pre-analytiske forhold 

F.eks. kreves biopsering, annen prøvetakning, 
prøveprosessering  m.m.

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

Beskrivelse av avlesning av resultat inkl. 
dataanalyseprogram dersom det er nødvendig.

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

3Anmodningsskjema vurdering versjon 1.1 (23.06.2023)  

6 Sykdommen og eksisterende behandling

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

Fagområde
Angi hvilket fagområde som best 
beskriver metoden

Kreftområde
Hvis metoden gjelder fagområdet 
Kreftsykdommer, angi hvilket kreftområde 
som er aktuelt

Dagens behandling
Nåværende standardbehandling i Norge, 
inkl. referanse
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Prognose

Beskriv prognosen med nåværende 
behandlingstilbud, inkl. referanse
Det nye legemidlets innplassering i 
behandlingsalgoritmen

Pasientgrunnlag

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

Antall norske pasienter antatt aktuell for ny 
behandling

* Hele pasientgruppen som omfattes av aktuell
indikasjon skal beskrives

4

7 Kan legemidlet vurderes som sammenlignbart med andre legemidler og 
inngå i anbud?

Er det eksisterende anbud på terapiområdet?

Finnes det andre legemidler med lignende 
virkningsmekanisme og /eller tilsvarende effekt 
(for samme indikasjon)?

Vurderer leverandøren at legemidlet er 
sammenlignbart med andre legemidler?

Anmodningsskjema vurdering versjon 1 (28.03.2023)

8 Studiekarakteristika for relevante kliniske studier

Studie 1	 Studie 2	 Studie 3

Studie ID

Studienavn, NCT-
nummer, hyperlenke

Studietype og -design

Formål 

Populasjon

Viktige inklusjons- og 
eksklusjonskriterier
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Anmodningsskjema vurdering versjon 1.1 (23.06.2023)

Studie 1	 Studie 2	 Studie 3
Intervensjon (n)

Dosering, 
doseringsintervall, 
behandlingsvarighet 
Komparator (n)

Dosering, 
doseringsintervall, 
behandlingsvarighet

Endepunkter

Primære, sekundære 
og eksplorative 
endepunkter, herunder 
definisjon, 
målemetode og ev. 
tidspunkt for måling

Relevante 
subgruppeanalyser

Beskrivelse av ev. 
subgruppeanalyser

Oppfølgingstid

Hvis pågående studie, 
angi oppfølgingstid for 
data som forventes å 
være tilgjengelige for 
vurderingen i 
Legemiddelverket 
samt den 
forventede/planlagte 
samlede 
oppfølgingstid for 
studien

Tidsperspektiv 
resultater

Pågående eller 
avsluttet studie? 
Tilgjengelige og  
fremtidige datakutt

Publikasjoner

Tittel, forfatter, 
tidsskrift, årstall. Ev. 
forventet tidspunkt for 
publikasjon
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6

9 Igangsatte og planlagte studier

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

Hvis ja, oppgi forventet tidspunkt

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

11 Aktuelt for FINOSE?

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

Dersom nei, hvorfor ikke?

10 Forventet helseøkonomisk dokumentasjon
Angi informasjon om den forventede helseøkonomiske analysen
Type helseøkonomisk analyse

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

Pasientpopulasjonen som den helseøkonomiske 
analysen baseres på, herunder eventuelle 
subgrupper.
Grunnanalysen (basecase) skal omfatte hele 
pasientpopulasjonen omfattet av ansøkt 
indikasjon.

Hvilken dokumentasjon skal ligge til grunn for 
relativ effekt? 

(H2H studie, ITC, konstruert komparatorarm)

Hvilken dokumentasjon skal ligge til grunn for 
helserelatert livskvalitet?

Forventet legemiddelbudsjett i det året med 
størst budsjettvirkning i de første fem år.

Anmodningsskjema vurdering versjon 1.1 (23.06.2023)   
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7

12 Andre relevante opplysninger
Opplys om andre forhold som Nye metoder bør være oppmerksomme på.

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

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

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

Anmodningsskjema vurdering versjon 1.1 (23.06.2023)    

Anser leverandør at det kan være spesielle 
forhold ved dette legemidlet som gjør at en 
innkjøpsavtale ikke kan basere seg på 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/

Andre relevante opplysninger?

mailto:nyelegemidler%40sykehusinnkjop.no?subject=
https://www.sykehusinnkjop.no/om-oss/informasjon-og-opplering/
https://www.sykehusinnkjop.no/om-oss/informasjon-og-opplering/

	C1: Yes
	Dato: 19 februari 2024
	Leverandør: Italfarmaco
	Navn: Kristina Grafström
	Stilling: Rare Disease Lead Nordics
	Telefon: +46 70 523 05 96   
	E-post: k.grafstrom@italfarmacogroup.com
	Navn/virksomhet: NA
	Telefon/e-post: NA
	2 Virkestoff?: Yes
	2 Handelsnavn: Duvyzat
	2 Generetisk navn: Givinostat
	Innehaver markedsf: Italfarmaco
	ATC-kode: M09AX14
	Adminstrasjonsform: Oral (oral suspension)
	Farmakoterapeutisk gruppe: Givinostat is a novel class I and II zinc-dependent histone deacetylase inhibitor (HDACi) that, by modulating aberrant gene expression and cell signaling in the muscle, restores muscle homeostasis and promotes muscle regeneration in patients affected by Duchenne muscular dystrophy (DMD). 
	Hvilken indikasjon: Behandling av Duchennes muskeldystrofi.
Italfarmaco vil komme tilbake med en mer spesifikk terapeutisk indikasjon på ett senere tidspunkt, etter tilbakemelding fra EMA.

	3 Er legemiddelet vurdert i Nye metoder: No
	3 Er du kjent med om andre legemidler er vurdert: Translarna (ataluren) has been assessed for a subset of the DMD population: patients with DMD and a non-sense mutation in the dystrophin gene (approximately 10-15 % of the population): ID2019_062, ID2023_006, ID2019_033.



Vamorolone is currently under assessment in a "Forenklet metodevurdering": ID2023_044.


	4 Prosedyrenummer for MT-saken i EMA: EMEA/H/C/006079
	4 Forventet tidspunkt (måned/år): December/2024
	4 Forventet tidspunkt markedsføringstillatelse (MT) i Norge: February/2025
	4 dokumentasjon til Statens legemiddelverk: Q1/2025
	5 Vil anvendelse av legemidlet: No
	5 Hvilken biomarkør(er) : Not applicable
	Henvis til publikasjoner: 
	6 Fagområde: [Muskel-, skjelett- og bindevevssykdommer]
	6 Sykdomsbeskrivelse: DMD is an irreversible, progressive muscle-wasting disease caused by mutations in the dystrophin gene (Venugopal V, Pavlakis S. Duchenne muscular dystrophy. https://www.ncbi.nlm.nih.gov/books/NBK482346). Lack of dystrophin causes disassembly of the DAPC (dystrophin-associated protein complex) (Kodippili K, Rudnicki MA. Front Physiol. 2023;14:1180980) leading to muscle fibre injury and structural weakness in muscle cells, upregulated HDAC activity and downstream effects, including activation of chronic inflammatory pathways, impairment of muscle regeneration mechanisms and fibrogenesis and adipogenesis (Wilson DGS, et al. Commun Biol. 2022;5(1):1022).



DMD is linked to severe outcomes: a reduced life expectancy (median survival estimates for DMD patients range from 21 to 39 years), respiratory and/or cardiac complications are the most common causes of death (Passamano L, Taglia A, palladina A et al. Improvement of survival in DMD: retrospective analysis of 835 patients. 2012; Acta Lyol 31 (2): 121-125).

DMD is typically diagnosed between the ages of 4 and 5 years. The diagnostic process typically begins in early childhood after suggestive signs and symptoms are noticed. The early signs and symptoms of DMD are linked to the observation of abnormal muscle function, such as weakness, clumsiness, Gower´s sign, difficulty with stair climbing or toe walking (Birnkant DJ, Bushby K, Bann CM et al. Diagnosis and management of DMD part 1: diagnosis, and neuromuscular, rehabilitation, endocrine and gastrointestinal and nutritional management. 2018; Lancet Neurol 17 (3): 251-267). Loss of ambulation is a key milestone in DMD disease progression, a significant event that typically occurs between the ages of 8 and 14 years old (Andreozzi, V., Labisa, P., Mota, M., et al. (2022).
	6 Dagens behandling: For DMD patients in Norway, current standard of care involves an interdisciplinary approach including, respiratory, cardiac, orthopedic and psychosocial management, as well as use of corticosteroids.
The only EMA authorized treatment for DMD patients has until very recently been ataluren (Translarna), conditionally approved for patients with a nonsense mutation in the dystrophin gene (present in 10-15% of DMD cases) in ambulatory people, two years and older. Ataluren has not been reimbursed in Norway. During the autumn 2023, EMA withdraw the marketing authorization for ataluren and CHMP has, in January 2024, published a negative opinion for ataluren.
In December 2023 a corticosteroid was approved for DMD, Vamorolone.  In January 2024, deflazacort a glucocorticosteroid, gained an approval for DMD in the Nordic countries. Deflazacort has earlier been used off-label for treatment of DMD. Prednisone is also used off-label for treatment of DMD patients.
There is a clear unmet need for disease modifying treatments for patients with DMD.

Reference: Birnkrant DJ., et al. Diagnosis and management of Duchenne muscular dystrophy, part 1: diagnosis, and neuromuscular, rehabilitation, endocrine, and gastrointestinal and nutritional management. Lancet Neurology, 2018 Mar;17(3):251-267
	Kjenner dere til om diagnostikk: Not applicable
	Kjenner dere til om innføring vil kreve : No new infrasturctural investments will be necessary
	Pre-analytiske forhold 
: No
	Testutførelse: : No
	Beskrivelse av avlesning: Not applicable
	Hvilke pasientgrupper: Not applicable
	6 Fagområde 2: [* Ingen Kreftsykdom]
	Prognose: DMD is characterized by a measurable decline in motor function and delays in achieving developmental motor milestones such as unassisted walking. In the natural course of DMD, the decline in lower limb function becomes apparent in the initial decade of life, ultimately leading to loss of ambulation (LoA) and wheelchair dependency in the early teens (McDonald, C.M., Muntoni, F., Penematsa, V., et al. (2022). "Ataluren delays loss of ambulation and respiratory decline in nonsense mutation Duchenne muscular dystrophy patients." J Comp Eff Res 11(3): 139-155). 

Loss of ambulation is a key milestone in DMD disease progression, a significant event that typically occurs between the ages of 8 and 14 years old (Andreozzi, V., Labisa, P., Mota, M., et al. (2022). "Quality of life and informal care burden associated with duchenne muscular dystrophy in Portugal: the COIDUCH study." Health Qual Life Outcomes 20(1): 36.; McDonald, C.M., Muntoni, F., Penematsa, V., et al. (2022). "Ataluren delays loss of ambulation and respiratory decline in nonsense mutation Duchenne muscular dystrophy patients." J Comp Eff Res 11(3): 139-155).

Additionally, as DMD patients lose the ability to walk and become wheelchair-bound, certain comorbid complications, such as scoliosis and muscular contractures progress more rapidly, leading to additional orthopedic, respiratory and cardiac problems (Ryder S, Leadley RM, Armstrong N et al. The burden, epidemiology, costs and treatment for DMD: an evidence review. 2017. Orphanet J Rare Dis 12(7):79). 

Median survival estimates for DMD patients range from 21 to 39 years (Landfeldt, E., Thompson, R., Sejersen, T., et al. (2020). "Life expectancy at birth in Duchenne muscular dystrophy: a systematic review and meta-analysis." Eur J Epidemiol 35(7): 643-653.; Orso, M., Migliore, A., Polistena, B., et al. (2023). "Duchenne muscular dystrophy in Italy: A systematic review of epidemiology, quality of life, treatment adherence, and economic impact." PLoS One 18(6): e0287774.)
	Det nye legemidlets innplassering: Givinostat, on top of corticosteroids, an oral suspension, administrated twice daily with a dose regimen determined by patient body weight. 
	Pasientgrunnlag: The incidence of DMD in Norway is 4-6 cases per year, which translates to 1 per 6 000 male births.
According to the Norwegian Registry of Hereditary and Congenital Neuromuscular Diseases, there are approx. 130 people alive in Norway with DMD (2022). Majority are below 30 years of age.
Number of patients eligible for treatment with Givinostat will be dependent on EMA approved therapeutic indication.
	7 Er det eksisterende anbud: No
	7 Finnes det andre legemidler: No
	7 Vurderer leverandøren: No
	1 Studie ID: A Study to Assess Safety/Tolerability, PK, Effects on Histology, Clinical Parameters of Givinostat, on top of glucocorticosteroids, in Children With DMD, DSC/11/2357/43, NCT01761292
https://clinicaltrials.gov/study/NCT01761292?term=DSC%2F11%2F2357%2F43&rank=1
	2 Studie ID: EPIDYS Clinical Study to Evaluate the Efficacy and Safety of Givinostat, on top of glucocorticosteroids, in Ambulant Patients With Duchenne Muscular Dystrophy, DSC/14/2357/48, NCT02851797 https://clinicaltrials.gov/study/NCT02851797
	3 Studie ID: Givinostat, on top of glucocorticosteroids, in Duchenne's Muscular Dystrophy Long-term Safety and Tolerability Study, DSC/14/2357/51, NCT03373968
https://clinicaltrials.gov/study/NCT03373968?cond=Duchenne%20Muscular%20Dystrophy&intr=Givinostat&rank=2
	1 Studietype og –design: 2-part phase 2, open label, single group assignment, multicentre study


	2 Studietype og –design: Phase 3, randomised, double-blind, placebo-controlled, multicentre study



Subjects were stratified for their concomitant use of steroids in 4 strata:

Deflazacort daily regimen

Deflazacort intermittent regimen

Other steroids daily regimen

Other steroids intermittent regimen. The study duration was planned to be 19 months.
	3 Studietype og –design: Open label, long-term safety, tolerability, and efficacy study
	1 Formål: The primary objective of Parts 1 and 2 of the study were to establish the histologic effects of givinostat administered chronically at the selected daily dose.

The primary objective of the Extension of the study was to evaluate the safety and tolerability of long-term administration of givinostat administered chronically at the selected daily dose in children with DMD.
	2 Formål: The primary objective of the study was to establish the effects of givinostat versus placebo administered chronically over 18 months to slow disease progression in ambulant DMD subjects.
	3 Formål: This is an open label, long-term safety, tolerability, and efficacy study of GIVINOSTAT in all DMD (Duchenne's muscular dystrophy) patients who have been previously treated in one of the GIVINOSTAT studies.
	1 Populasjon
: Important inclusion criteria:

1. Male children aged 7 to <11 years with an immunohistochemical and molecular diagnosis of DMD.

2. Able to complete the 2 screening 6MWTs with a minimal distance of at least 250 m each. In addition, the results of these tests must be within ±30 m of each other.

3. On a stable dose of systemic corticosteroids for at least 6 months.

4. At least 6 months worth of data on the 6MWT (this will be the "historical" 6MWT). From the moment of the historical 6MWT assessment(s), the child must not have received any compound that could potentially affect the 6MWT, with the exception of the stable steroid treatment.

Important exclusion criteria:

1. Use of any pharmacologic treatment, other than corticosteroids, that might have an effect on muscle strength since the time of the historical 6MWT and in any case within 3 months prior to the start of study treatment (e.g., growth hormone). Vitamin D, calcium, and integrators will be allowed.

2. Surgery that might have an effect on muscle strength or function within 3 months before study entry or planned surgery at any time during the study.

3. Symptomatic cardiomyopathy or heart failure. If child has a left ventricular ejection fraction <45% at screening, the investigator should discuss inclusion of child in the study with the medical monitor.


	2 Populasjon: Important inclusion criteria:

1. ambulant male aged ≥6 years at randomisation with DMD characteristic clinical symptoms or signs (e.g., proximal muscle weakness, Gowers' manoeuvre, elevated serum creatinine kinase level) already present at screening;

2. Have DMD diagnosis confirmed by genetic testing;

3. Are able to complete 2 Four Stairs Climb test (4SC) screening assessments; the results of these tests must be within ±1 second of each other;

4. Have the mean of 2 screening 4SC assessments ≤8 seconds;

5. Have time to rise from floor between ≥3 and <10 seconds at screening

6. Have manual muscle testing (MMT) of quadriceps at screening Grade ≥- 3;

7. Have used systemic corticosteroids for a minimum of 6 months immediately prior to the start of study treatment

Important exclusion criteria:

1. Have exposure to another investigational drug, idebenone or dystrophin restoration product (e.g. ataluren, exon skipping) within 3 months prior to the start of study treatment;

2. Use of any pharmacologic treatment, other than corticosteroids, that might have had an effect on muscle strength or function within 3 months prior to the start of study treatment (e.g., growth hormone)

3. Have surgery that might have an effect on muscle strength or function within 3 months before study entry or planned surgery at any time during the study;

4. Loss of ≥30 degrees of plantar flexion from the normal range of movement at the ankle joint due to contracture (i.e. fixed loss of more than 10 degrees of plantar flexion from plantigrade, assuming normal range of dorsiflexion of 20 degrees;

5. Change in contracture treatment such as serial casting, contracture control devices, night splints, stretching exercises (passive, active, self) within 3 months prior to enrolment, or expected need for such intervention during the study.
	3 Populasjon: Inclusion Criteria:

Must have participated in one of the previous studies with GIVINOSTAT in DMD and have attended the End of Study Visit or must have been screened in study DSC/14/2357/48 and met:

all the inclusion criteria and none of the exclusion criteria,

had a baseline vastus lateralis muscle fat fraction (VL MFF) assessed by MRS in the range ≤5% or >30%, i.e. included in"off-target" group,

never been randomized because, the enrollment in the off target group was completed.

Aged ≥6 years old;

Are able to give informed assent and/or consent in writing signed by the subject and/or parent/legal guardian (according to localregulations);

Subjects must be willing to use adequate contraception:

Contraceptive methods must since the previous GIVINOSTAT study through 3 months after the last dose of study drug, and include the following:

True abstinence (absence of any sexual intercourse), when in line with the preferred and usual lifestyle of the subject.

Periodic abstinence (e.g. calendar, ovulation, symptothermal, postovulation methods) and withdrawal are not acceptable methods of contraception.

Condom with spermicide and the female partner must use an acceptable method of contraception, such as an oral,

transdermal, injectable or implanted steroid-basedcontraceptive, or a diaphragm or a barrier method of contraception in conjunction with spermicidal jelly such asfor example cervical cap with spermicide jelly.

Exclusion Criteria:

Use of any pharmacologic treatment, other than corticosteroids, that might have had an effect on muscle strength or function within 3 months prior to be enrolled in this study (e.g., growth hormone); Vitamin D, calcium, and any other supplements will be allowed;

Use of any current investigational drug other than Givinostat;

Have presence of other clinically significant disease, which, in the Investigator's opinion, could adversely affect the safety of the subject, making it unlikely that the course of treatment or follow-up would be completed, or could impair the assessment of study results;

Have a diagnosis of other uncontrolled neurological diseases or presence of relevant uncontrolled somatic disorders that are not related to DMD;

Have platelets count, White Blood Cell and Hemoglobin at screening < Lower Limit of Normal (LLN)* (for abnormal screening laboratory test results (<LLN), the platelets count, White Blood Cell and Hemoglobin will be repeated once; if the repeat test result is still <LLN, then exclusionary);

Have Triglycerides > 300 mg/dL (3.42 mmol/L) in fasting condition at screening visit* (for abnormal screening laboratory test results (>300 mg/dL), the triglycerides will be repeated once; if the repeat test result is still >300 mg/dL, then exclusionary);

Have inadequate renal function, as defined by serum Cystatin C >2 x the upper limit of normal (ULN) at screening visit*. If the value is >2 x ULN, the serum Cystatin C will be repeated once; if the repeated test result is still >2 x ULN, the subject should be excluded);

Have heart failure (New York Heart Association Class III or IV)

Have a current liver disease or impairment, including but not limited to an elevated total bilirubin* (i.e. > 1.5 x ULN), unless secondary to Gilbert disease or pattern consistent with Gilbert's;

Have a baseline QTcF >450 msec, (as the mean of 3 consecutive readings 5 minutes apart) or history of additional risk factors for torsades de pointes (e.g., heart failure, hypokalemia, or family history of long QT syndrome);

Have a psychiatric illness/social situation rendering the potential subject unable to understand and comply with the muscle function tests and/or with the study protocol procedures.

Have any hypersensitivity to the components of study medication;

Have a sorbitol intolerance or sorbitol malabsorption or have the hereditary form of fructose intolerance.
	1 Endepunkter: Primary outcome measure:

Change in histology comparing the brachial biceps biopsies before and after ≥12 months of treatment with Givinostat.



Secondary outcome measures:

 Change From Baseline to End of Study in Cross Sectional Area (CSA) at 12 months.

Change From Baseline to End of Study in Fibrosis, Necrosis, Fatty Replacement after 12 months.

Change From Baseline to End of Study in Number of Hypercontracted Fibers at 12 months.

Change From Baseline in Muscular Function After 12 Months of Treatment With Givinostat at the Selected Daily Dose Based on the 6-Minute Walk Test.

Change From Baseline in Muscular Function After 12 Months of Treatment With Givinostat at the Selected Daily Dose Based on the North Star Ambulatory Assessment (NSAA).

Change From Baseline in Muscular Function After 12 Months of Treatment With Givinostat at the Selected Daily Dose Based on the Performance of Upper Limb (PUL).
	2 Endepunkter: Primary outcome measure:

1. Mean Change From Baseline in 4 Standard Stairs (4SC) Climb After 18 Months of Treatment (The test was evaluated by qualified functional evaluators (ie, physiotherapists) who were different from the site personnel who reviewed subjects' safety results. The test was performed in a standardised manner described in a specific site manual)



Important secondary outcome measures:

2. Mean Change From Baseline in Time to Rise From Floor After 18 Months of Treatment

3. Mean Change From Baseline in the Six-minute Walking Test (6MWT) After 18 Months of Treatment (A modified version of the 6MWT recommended by American Thoracic Society (2002) for use in adults was performed)

4. Mean Change From Baseline in Total North Star Ambulatory Assessment (NSAA) Score After 18 Months of Treatment (The total North Star Ambulatory Assessment (NSAA) is a 17-item rating scale that is used to measure functional motor abilities in ambulant children with DMD)

5. Mean Change From Baseline of Muscle Strength Normalized Overtime after 18 months of treatment (knee extension and elbow flexion normalized by subject weight, both measured by hand-held myometry)

6. Mean Change From Baseline in Vastus Lateralis Muscle Fat Fraction (VL MFF) at 18 Months (assessed by magnetic resonance)
	3 Endepunkter: Primary outcome measure:

Incidence of Treatment-Emergent Adverse Events [Safety and Tolerability]

Type, incidence, and severity of treatment related/not related adverse events(AEs) and serious adverse event (SAEs)
	1 Relevante 
subgruppe: Not applicable.
	2 Relevante 
subgruppe: Not applicable.
	3 Relevante 
subgruppe : Not applicable.
	1 Oppfølgingstid: The study is completed.

Follow up time:

Part 1: 12 months

Part 2: 52 months
	2 Oppfølgingstid: The study is completed.

Follow up time: 18 months
	3 Oppfølgingstid: The study is ongoing.

Study start: 2017-10

Study completion: 2025-12 (estimated)
	1 Tidsperspektiv 
resultater: The study is completed.
	2 Tidsperspektiv 
resultater: The study is completed.
	3 Tidsperspektiv 
resultater: First read out 2023-12 will be presented during 2024.
	1 Publikasjoner: Histological effects of givinostat in boys with Duchenne muscular dystrophy

Bettica, P., et al. Neuromuscular Disorders, 2016;26(10):643–649
	2 Publikasjoner: Accepted for publication in Lancet Neurology.
	3 Publikasjoner: First publication estimated during second half of 2024.
	1 Intervensjon (n): Givinostat administered as 2 oral doses daily while the child is in fed state.
	2 Intervensjon (n): Givinostat oral suspension twice daily for 18 months.
	3 Intervensjon (n): GIVINOSTAT oral suspension (10 mg/mL) administered as 2 oral doses daily while the subject is in a fed state. The starting dose of GIVINOSTAT in the present long term study will be the same that the subject was receiving at the end of the previous DMD GIVINOSTAT study.
	1 Komparator (n): Not applicable.
	2 Komparator (n): Placebo oral suspension twice daily for 18 months.
	3 Komparator (n): Not applicable.
	Er det pågående: - Efficacy, Safety and Tolerability of Givinostat in Non-ambulant Patients With Duchenne Muscular Dystrophy (ULYSSES), NCT05933057, planned. Estimated completion date: 2027-12



- Study DSC 14/2357/52: A phase 2 open label (treatment phase plus extension phase) with 2 cohorts to assess the pharmacokinetics and safety of givinostat in DMD patients aged from at least 2 years to less than 6 years old. First patient in estimated by June 2024.

European Medicines Agency Decision P/0513/2022: Opinion of the Pediatric Committee on the acceptance of a modification of an agreed Pediatric Investigation plan. Available: European Medicines Agency decision P/0513/2022 of 4 December 2022 on the acceptance of a modification of an agreed paediatric investigation plan for givinostat (EMEA-000551-PIP04-21-M01) (europa.eu). Consulted: Dec 2023
	eller planlagte studier: 
	Type helseøkonomisk analyse: Cost-utility analysis (cost/QALY), considering added value in terms of both health-related quality of life and longevity.
	Pasientpopulasjonen: The base case analysis will include Givinostat approved patient population.
	Hvilken dokumentasjon: The efficacy of Givinostat in the model will be informed by clinical data from the phase III trial. The outcome of the model will be comparing the effect of Givinostat on key disease milestones versus natural history data.



Reference: Broomfield J., et al. Developing a Natural History Model for Duchenne Muscular Dystrophy. Pharmacoecon Open, 2024 Jan;8(1):79-89.
	helserelatert livskvalitet?: Quality of Life will be obtained from published literature.
	Forventet legemiddelbudsjett: Will be included in assessment dossier.
	Kan legemidlet være aktuelt: No, as this is an oral, outpatient drug, it will not be suitable for FINOSE as the Finnish authority responsible for assessment of this type of pharmaceuticals, HILA, is not part of FINOSE. TLV has also confirmed in a call that FINOSE is primarily suited for hospital administrated treatments and not for outpatient pharmaceuticals.
	Har dere vært i kontakt med klinikere: No
	Anser leverandør at det kan være spesielle : After contact with Sykehusinnkjop, their recommendation is to discuss this later in the assessment process.
	Andre relevante opplysninger?: 


