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 3 planlegge
vurderingsprosessen.

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

Merk: Skjemaet vil bli publisert i sin helhet. Eventuell informasjon som ifglge lovverket kan unntas offentligheten
kan sendes inn som vedlegg merket «unntatt offentlighet».

L

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

1 Kontaktopplysninger

Dato: June 14, 2023

Leverandgr: Eisai

Navn: Laureanne Lorenzo

Stilling: Senior Manager, Market Access Nordics

Telefon: +46 (0)734 29 36 06 (Sweden)

E-post: laureanne_lorenzo@eisai.net

Ekstern representasjon OBS: Ved ekstern representasjon, vedlegg fullmakt
Navn/virksomhet

Telefon/e-post

2 Legemiddelinformasjon

Gjelder anmodningen et nytt virkestoff? | Yes

Handelsnavn TBD

Generisk navn (virkestoff(er)) lecanemab



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

Innehaver av markedsfgringstillatelse i Norge

Eisai

ATC-kode

NO6DX04 (TBC)

Administrasjonsform

IV infusion

Farmakoterapeutisk gruppe og
virkningsmekanisme.

Skriv kort

Lecanemab is a humanised IgG1 monoclonal antibody (mAb) that targets soluble
aggregated amyloid beta (AB), with activity across oligomers, protofibrils, and
insoluble fibrils and thereby reduces aggregated AB plaques and decrease soluble AB.

Hvilken indikasjon gjelder anmodningen?

Behandling av pasienter med mild kognitiv svikt pa grunn av
Alzheimers sykdom og pasienter med mild demens pa grunn av
Alzheimers sykdom.

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 ssmme indikasjon?

Hvis ja, oppgi ID-nummer i Nye metoder

No

4 Forventet tidslinje

Prosedyrenummer for MT-saken i EMA

EMEA/H/C/005966

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

December 2023

Forventet tidspunkt (maned/ar) for
markedsfgringstillatelse (MT) i Norge

February 2024

Forventet tidspunkt (kvartal/ar) for levering av
dokumentasjon til Statens legemiddelverk

Tidspunkt ma oppgis

Q4 2023

5 Diagnostikk og ressursbruk
Fyll inn der det er relevant

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

Yes

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

Confirmed amyloid pathology with cerebrospinal fluid testing or positron-emission tomography.

Henwvis til publikasjoner

Hampel H et al. Developing the ATX(N) classification for use across the Alzheimer disease continuum. Nat Rev Neurol. 2021 Sep;17(9):580-589.

Thale Kinne Ronqist, Jargen Wagle og Kjersti Wilson, Utvidet demensutredning - En handbok, Nasjonal kompetansetjeneste for aldring og helse, 2020. Accessible at

https://1 tvidet 4_2020_651-7_web.pdf

Helsedirektoratet (2017). Nasional faalia inie for demens Oslo: (sist faalio onndatert 31. oktober 2022. lest 26. mai 2023). Accessible at




Kjenner dere til om diagnostikk kan utfgres i
offentlig helsetjeneste eller om den ma utfgres
av ekstern leverandgr?

The confirmation of amyloid pathology is performed routinely
at public specialist health care units in Norway.

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 new diagnostic method required.

Pre-analytiske forhold

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

For cerebrospinal fluid testing, lumbar puncture is required.

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

No, the diagnostic tests are already standard routine.

Beskrivelse av avlesning av resultat inkl.

dataanalyseprogram dersom det er ngdvendig.

NA

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

After basic assessment at municipalities, patients are referred to specialist healthcare units for an extended assessment, if a diagnosis cannot be
made. The Norwegian Registry of Persons Assessed for Cognitive Symptoms (NorCog) includes patients referred for extended assessment. In 2021,
2615 were included in NorCog of which 1019 (44 %) were diagnosed with dementia, and the specific aetiology was identified for 854 dementia
patients. In order to confirm Alzheimer’s Disease, cerebrospinal fluid testing is recommended; however the number of cerebrospinal fluid testing
performed in 2021 was not reported (The Norwegian registry of persons assessed for cognitive symptoms (NorCog) , Arsrapport for 2021 med plan
for forbedringstiltak, accessible at https://www.aldringoghelse.no/wp-content/uploads/2022/06/arsrapport-2021-norkog.pdf).

6 Sykdommen og eksisterende behandling

Sykdomsbeskrivelse

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

Alzheimer disease (AD) is the leading cause of cognitive impairment and dementia. AD follows a prolonged, progressive disease course that begins with pathophysiological changes in the
brains of affected individuals, including the accumulation of toxic species of amyloid beta (AB) and the of tangles of tau protein, years
before any clinical manifestations are observed (lack CR et al 2013, Scheltens P. et al 2016).

AD progresses through several stages, from preclinical AD, to mild cognitive impairment (MCI) due to AD, to mild AD dementia, moderate, and severe dementia (Atri A. et al 2019, Kern J,
etal. 2018, Zhang Q et al. 2022, Blennow K, et al 2018, Frisoni GB, et al. 2021, Citero VA et al. 2017). The earliest phase of the continuum to AD is the preclinical stage (Kern J, et al 2018).
Preclinical AD represents a stage with the presence of AD pathophysiology but absence of clinical symptoms (Blennow K, et al 2018, Frisoni GB, et al 2021). Thereafter, symptoms of
typical AD begin with mild difficulty in learning something new presenting as short-term memory loss, word finding difficulties, and other subtle cognitive deficits known as mild cognitive
impairment (MCI) which insidiously progress in severity until the person’s higher level daily function is significantly impacted (mild AD dementia). As the disease advances, memory loss

becomes severe and only simple chores can be performed (moderate AD dementia). Eventually, only fragments of memory remain, no significant functions in the home are preserved
and help is reqmreu for basic personal care (severe AD dementia) Norsk elektronisk legehdndbok. Alzheimers sykdom. (oppdatert 18.10.2022). (accessible at
https://nevrologi g g-isi faktorer)

Fagomrade

Angi hvilket fagomrdde som best
beskriver metoden

Muskel-, skjelett- og bindevevssykdommer
Nevrologi
Psykiske lidelser og ruslidelser

Kreftomrade

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

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

Dagens behandling

Ndveerende standardbehandling i Norge,
inkl. referanse

Therapies currently used for treatment for Alzheimers Disease in Norway include cholinesterase inhibitors (donepezil,
rivastigmine, and galantamine), and the N-methyl-D-aspartate antagonist memantine (Norsk legemiddelhandbok. T5.7
Demens. (accessed on 11.05.2024). Accessible at: https://www.legemiddelhandboka.no/T5.7/Demens).

These therapies treat the symptoms but are not disease-modifying because they do not address the underlying disease
pathophysiology (Adlimoghaddam, 2018). Otherwise, supporting psychosocial support, nursing and care are part of the
treatment. (Helsedirektoratet (2017). Nasjonal faglig retningslinje for demens [nettdokument]. Oslo: Helsedirektoratet (sist
faglig oppdatert 31. oktober 2022, lest 26. mai 2023). Accessible at https://www.helsedirektoratet.no/retningslinjer/demens ).




Prognose

Beskriv prognosen med ndvaerende
behandlingstilbud, inkl. referanse

There are currently no approved curative or disease-modifying treatments available for patients with Alzheimer’s disease in Europe. Hence, patients with Alzheimer's disease
will invariably experience disease progression resulting in a decline in cognitive function and a decrease in the ability to perform activities of daily living.

Epidemiology studies have shown that AD shortens life and the estimated life expectancy after symptom onset varies from 3 to 12 years. Factors that predict mortality
include older age, male sex, comorbid conditions, and lower baseline Mini-Mental State Examination (MMSE) scores. The mortality is increased with disease severity and the
most frequent causes of death were due to dementia, cardi o respiratory ications, and cancer (Larson EB et al. 2004, Ganguli M et al. 2005, Andersen K et al.
2010).

Det nye legemidlets innplassering i
behandlingsalgoritmen

Pasientgrunnlag

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

Antall norske pasienter antatt aktuell for ny
behandling

* Hele pasientgruppen som omfattes av aktuell
indikasjon skal beskrives

The estimated prevalence of dementia in Norway is 100,000 patients and approximately 60 % are estimated to have
dementia due to Alzheimer’s Disease (approx. 60,000 cases). Based on the Global Burden of Disease Study, it is
estimated that mild phases account for 68-79% of the cases, depending on patient age. The prevalence of mild dementia
due to Alzheimer’s Disease is not known (Skogli, E. K., Stokke, O. M., Vikgren, S. & Karttinen, E. (2020).
Samfunnskostnader knyttet til Alzheimers og annen demens. Menon publikasjon nr.64/2020.accessible at
https://www.menon.no/wp-content/uploads/2020-64-Samfunnskostnader-knyttet-til-Alzheimers-og-annen-demenssyk
dom.pdf).

Approximately 35 % of the population over 70 years old are estimated to suffer from mild cognitive impairment. The
prevalence of mild cognitive impairment due to Alzheimer’s Disease, or mild Alzheimer's Disease is not known
(Forekomst av demens i Norge. Demensplan 2020. Nasjonal kompetasetjeneste for aldring og helse, 2020., accessible at
https://butikk.aldringoghelse.no/file/sync-files/rapport-forekomst-av-demens-a4_2020_web.pdf).

In order to be eligible for lecanemab treatment, patients are expected to be aligned with the inclusion and exclusion
criteria from the Phase 3 CLARITY AD study, which will significantly reduce the treatment population. Furthermore, initial
healthcare system capacity constraints including but not limited to treatment administration (IV infusion) and
monitoring (multiple MRI scans) may reduce uptake of lecanemab at least in the initial years of market launch.

7 Kan legemidlet vurderes som sammenlignbart med andre legemidler og

innga i anbud?

Er det eksisterende anbud pa terapiomradet?

No

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

No

Vurderer leverandgren at legemidlet er
sammenlignbart med andre legemidler?

No

8 Studiekarakteristika for relevante kliniske studier

Studie 1

Studie 2 Studie 3

Studie ID NCT03887455

Studienavn, NCT-
nummer, hyperlenke

NCT01767311

Studietype og -design

placebo-controlled study.

Phase 3: Quadruple-blinded (Participant,
Care Provider, Investigator, Outcomes
Assessor), multicentre, parallel-group,

Phase 2: Triple-blinded (Participant,
Care Provider, Investigator),
multicentre, parallel-group,
placebo-controlled study.

Boxes (CDR-SB) at 18 months of treatment in the Core Study.

To evaluate the efficacy of lecanemab in participants with early Alzheimer”s
disease (EAD) by determining the superiority of lecanemab compared with
placebo on the change from baseline in the Clinical Dementia Rating-Sum of

To explore the dose response of

Formal To oalate e long orm sty and trailty o eanemeb mparicpens || |ECANEMAD USING & composite
with EAD in the Extension Phase and whether the long-term effects of ..
lecanemab as measured by the CDR-SB at the end of the Core Study is clinical score (ADCO MS) .
maintained over time in the Extension Phase.
1 1795 patients aged 50-90 years with early AD were 854 randomized patients( lecanemab 609, placebo 245)
Po p u IaSJ O n Bayesian design clinical trial employing response adaptive

randomized,
-MCI due to AD or mild Alzheimers dementia
-Amyloid pathology confirmed

Viktige inklusjons- og
eksklusjonskriterier

-MMSE score between 20-30 at screening and baseline
-WMS-IV LMSII21 SD below age-adjusted mean at screening

randomization across placebo and five lecanemab arms.
-MClI due to AD or mild Alzheimer's dementia

-Amyloid pathology confirmed

-MMSE score 21 22 at screening and baseline

-WMS-IV LMSII>1 SD below age-adjusted mean at screening




Studie 1

Studie 2

Studie 3

Intervensjon (n)

Dosering,
doseringsintervall,
behandlingsvarighet

Lecanemab: 10 mg/kg
bi-weekly (once every 2
weeks) administered as an IV
infusion

Lecanemab: 2.5, 5.0, 10mg/kg
bi-weekly (once every 2
weeks) administered as an IV
infusion.

Komparator (n)

Dosering,
doseringsintervall,
behandlingsvarighet

Placebo: bi-weekly (once
every 2 weeks) administered
as an IV infusion.

Placebo: bi-weekly (once
every 2 weeks) administered
as an IV infusion.

Endepunkter

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

Primary Outcome Measures:
= Core Study: Change from Baseline in the CDR-SB at 18 Months [Time Frame:
Baseline, 18 months].

« Extension Phase: Number of Participants Reporting One or More
Treatment-emergent Adverse Events (TEAES) [Time Frame: From first dose of
study drug up to approximately 51 months (including 3 months follow up) for
the extension phase]

« Extension Phase: Change from Core Study Baseline in CDR-SB [Time Frame:
Baseline up to Month 69]

Secondary Outcome Measures:

- Core Phase: Change from Baseline in Amyloid Positron Emission
Tomography (PET) Using Centiloids at 18 Months [Time Frame: Baseline, 18
months]

= Core Study: Change from Baseline in Alzheimer Disease Assessment Sc-ale -
Cognitive Subscale 14 (ADAS-cog14) at 18 Months [Time Frame: Baseline, 18
months]

= Core Phase: Change from Baseline in Alzheeimer's Disease Composite Score
(ADCOMS) at 18 Months [Time Frame: Baseline. 18 months1

Primary Outcome Measures:
« Core Study: Change from Baseline in the Alzheimer's Disease Composite
Score (ADCOMS) at 12 months [Time Frame: Baseline and 12 months].

« Core Study and Extension Phase: Safety wil be assessed by monitoring and
recording all adverse events (AEs) and serious adverse events (SAEs) [Time
Frame: From the time the participant signs the informed consent form until 3
months after the last dose of study drug or through the last visit, whichever is
longer; up to 78 months]

Secondary Outcome Measures:
« Core Study: Change from Baseline at 18 Months in Brain Amyloid
Pathophysiology as Measured by Amyloid Positron Emission Tomography
(PET) [Time Frame: Baseline and 18 Months].

= Core Study: Change from Baseline in the ADCOMS at 18 Months [Time
Frame: Baseline and 18 Months]

« Core Study: Change from Baseline i Clinical Dementi-a Rating - Sum of
Boxes (CDR-SB) at 18 Months [Time Frame: Baseline and 18 Months].

= Core Studv: Chanae from Baseline in Alzheimer Disease Assessmeent Scale -

Relevante
subgruppeanalyser

Beskrivelse av ev.
subgruppeanalyser

For CDR-SB, ADAS-Cog, 14, ADCOMS and ADCS-MCI-ADL at 18 months the
following subgroups were analyzed separately.

« Randomization strata:

o Use of symptompatoic AD medication at baseline (Yes/No)

o Clinical subgroup (MCI/Mild AD)

0 ApoE4 status (noncarrier/carrier)

0 Region (North America/Aisia/Europe)

= Other factors

0 ApoE4 genotype status (Noncarrier/ heterozygote/ homozygote)
o Sex (female/ male)

0 Age (<65/65-74/ 275)

« Summary of MMRM Analyses for ADCOMS,
ADAS-cog14, CDR-SB, at 18 Months for Disease
Stage (MCI due to AD and Mild AD Dementia) S—
Subgroups - Full Analysis Set

= Bayesian analysis of ADCOMS at 18 months for
ApoE4 genotype (carriers, non-carriers) subgroups —
Full analysis set

Oppfelgingstid

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

= Core study: 18 months.
(completed)

» Open-label extension
study: up to Month 69.
(reporting of
treatment-emergent
adverse events -— 51
months, change in CDR-SB
— up to 69 months)

 Core study: 12 months
(completed)

« Open-label extension
study: up to Month 78

Tidsperspektiv
resultater

Pagaende eller
avsluttet studie?
Tilgjengelige og
fremtidige datakutt

The study has an ongoing open label extension study for eligible patients who
have completed the core study. Most of these patients will receive biweekly
IV lecanemab 10 mg/kg and wil be followed up until month 69 (3 months
after the end of the 18-month core and 48-month extension treatment
period) (van Dyck CH et al. 2023).

Some patients in the open label extension study will be enrolled into the
amyloid burden substudy (amyloid PET; n=716), Brain tau pathology substudy
(tau PET; n=257) and CSF biomarkers of neurodegeneration substudy (blood
and CSF biomarkers (AB[1-42], t-tau, and p-tau, neurogranin, and NFL), and
VMRI n=281) (van Dyck CH et al. 2023).

Some patients in the open label extension study will be enrolled into the

weekly lecanemab subcutaneous (SC) 720 mg vial substudy (van Dyck CH et al.
2023). In addition, up to 50 new subjects from select sites in the US and Japan
who were not enrolled in the core study were enrolled and assigned to the SC

The study has an ongoing open label extension
study for patients that completed the core study
treatment or discontinued the core study were
eligible to participate (Irizarry MC et al. 2021).
After the average 24-month gap period upon
completion of the core trial and following analysis
of study results, participants began treatment with
10 mg/kg of lecanemab biweekly for up to 60
months, or until the drug became commercially
available (Irizarry MC et al. 2021).

Publikasjoner

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

van Dyck CH, Swanson CJ, Aisen P,
Bateman RJ, Chen C, Gee M, et al.
Lecanemab in Early Alzheimer’s
Disease. The New England journal
of medicine. 2023;388(1):9-21

Swanson CJ, Zhang Y, Dhadda S, Wang J, Kaplow J, Lai
RYK, Lannfelt L, Bradley H, Rabe M, Koyama A,
Reyderman L, Berry DA, Berry S, Gordon R, Kramer
LD, Cummings JL. A randomized, double-blind, phase
2b proof-of-concept clinical trial in early Alzheeimer's
disease with lecanemab, an anti-Abeta protofibril
antibody. Alzheimers Res Ther. 2021 Apr 17;13(1):80.
doi: 10.1186/513195-021-00813-8. Erratum In:
Alzheimers Res Ther. 2022 May 21;14(1):70.




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

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

AHEAD 3-45 Study: A Study to Evaluate Efficacy and Safety of Treatment
With Lecanemab in Participants With Preclinical Alzheimer's Disease and
Elevated Amyloid and Also in Participants With Early Preclinical
Alzheimer's Disease and Intermediate Amyloid (NCT04468659)

10 Forventet helsepkonomisk dokumentasjon
Angi informasjon om den forventede helsegkonomiske analysen

Type helsepkonomisk analyse

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

A cost-utility model will be presented, including associated
budget impact model.

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

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

Patients with Mild Cognitive Impairment due to Alzheimer’s
disease, and mild Alzheimer’s disease.

Hvilken dokumentasjon skal ligge til grunn for
relativ effekt?

(H2H studie, ITC, konstruert komparatorarm)

H2H standard of care

Hvilken dokumentasjon skal ligge til grunn for
helserelatert livskvalitet?

EQ-5D

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

11 Aktuelt for FINOSE?

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

Dersom nei, hvorfor ikke?




12 Andre relevante opplysninger
Opplys om andre forhold som Nye metoder bgr vaere oppmerksomme pa.

Angi eventuelle konkrete spgrsmal eller
emner som gnskes drgftet med Nye metoder
fgr innsending av dokumentasjon.

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)

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

Huvis 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://sykehusinnkjop.no/informasjon-og-
oppleringtframmeverk-for-alternative-

prisavtaler

Andre relevante opplysninger?
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		Nestet alternativ tekst		Bestått		Alternativ tekst som aldri vil bli lest


		Tilknyttet innhold		Bestått		Alternativ tekst må tilknyttes innhold


		Skjuler merknad		Bestått		Alternativ tekst skal ikke skjule merknad


		Alternativ tekst for andre elementer		Bestått		Andre elementer som krever alternativ tekst 


		Tabeller




		Regelnavn		Status		Beskrivelse


		Rader		Bestått		TR må være en underordnet Table, THead, TBody eller TFoot


		TH og TD		Bestått		TH og TD må være underordnet TR


		Overskrifter		Bestått		Tabeller må ha overskrifter


		Regelmessighet		Bestått		Tabellene må inneholde samme antall kolonner i hver rad eller rader i hver kolonne.


		Sammendrag		Utelatt		Tabellene må ha et sammendrag


		Lister




		Regelnavn		Status		Beskrivelse


		Listeelementer		Bestått		LI må være underordnet L


		Lbl og LBody		Bestått		Lbl og LBody må være underordnet LI


		Overskrifter




		Regelnavn		Status		Beskrivelse


		Riktig nesting		Bestått		Riktig nesting







Tilbake til toppen
	C1: Yes
	Dato: June 14, 2023
	Leverandør: Eisai
	Navn: Laureanne Lorenzo
	Stilling: Senior Manager, Market Access Nordics
	Telefon: +46 (0)734 29 36 06 (Sweden)
	E-post: laureanne_lorenzo@eisai.net
	Navn/virksomhet: 
	Telefon/e-post: 
	2 Virkestoff?: Yes
	2 Handelsnavn: TBD
	2 Generetisk navn: lecanemab
	Innehaver markedsf: Eisai
	ATC-kode: N06DX04 (TBC)
	Adminstrasjonsform: IV infusion
	Farmakoterapeutisk gruppe: Lecanemab is a humanised IgG1 monoclonal antibody (mAb) that targets soluble aggregated amyloid beta (Aβ), with activity across oligomers, protofibrils, and insoluble fibrils and thereby reduces aggregated  Aβ plaques and decrease soluble Aβ. 
	Hvilken indikasjon: Behandling av pasienter med mild kognitiv svikt på grunn av Alzheimers sykdom og pasienter med mild demens på grunn av Alzheimers sykdom. 
	3 Er legemiddelet vurdert i Nye metoder: No
	3 Er du kjent med om andre legemidler er vurdert: No
	4 Prosedyrenummer for MT-saken i EMA: EMEA/H/C/005966
	4 Forventet tidspunkt (måned/år): December 2023
	4 Forventet tidspunkt markedsføringstillatelse (MT) i Norge: February 2024
	4 dokumentasjon til Statens legemiddelverk: Q4 2023
	5 Vil anvendelse av legemidlet: Yes
	5 Hvilken biomarkør(er) : Confirmed amyloid pathology with cerebrospinal fluid testing or positron-emission tomography.
	Henvis til publikasjoner: Hampel H et al. Developing the ATX(N) classification for use across the Alzheimer disease continuum. Nat Rev Neurol. 2021 Sep;17(9):580-589.
Thale Kinne Rønqvist, Jørgen Wagle og Kjersti Wilson, Utvidet demensutredning - En håndbok, Nasjonal kompetansetjeneste for aldring og helse, 2020. Accessible at  https://butikk.aldringoghelse.no/file/digitalarkiv-nettbutikk/haandbok-utvidet-demensutredning-a4_2020_651-7_web1.pdf 
Helsedirektoratet (2017). Nasjonal faglig retningslinje for demens [nettdokument]. Oslo: Helsedirektoratet (sist faglig oppdatert 31. oktober 2022, lest 26. mai 2023). Accessible at https://www.helsedirektoratet.no/retningslinjer/demens 
	6 Fagområde: [Nevrologi]
	6 Sykdomsbeskrivelse: Alzheimer disease (AD) is the leading cause of cognitive impairment and dementia. AD follows a prolonged, progressive disease course that begins with pathophysiological changes in the brains of affected individuals, including the accumulation of toxic species of amyloid beta (Aβ) and the development of neurofibrillary tangles of hyperphosphorylated tau protein, years before any clinical manifestations are observed (Jack CR et al 2013, Scheltens P. et al 2016). 
AD progresses through several stages, from preclinical AD, to mild cognitive impairment (MCI) due to AD, to mild AD dementia, moderate, and severe dementia (Atri A. et al 2019, Kern J, et al. 2018, Zhang Q et al. 2022, Blennow K, et al 2018, Frisoni GB, et al.  2021, Citero VA et al. 2017). The earliest phase of the continuum to AD is the preclinical stage (Kern J, et al 2018). Preclinical AD represents a stage with the presence of AD pathophysiology but absence of clinical symptoms (Blennow K, et al 2018, Frisoni GB, et al 2021). Thereafter, symptoms of typical AD begin with mild difficulty in learning something new presenting as short-term memory loss, word finding difficulties, and other subtle cognitive deficits known as mild cognitive impairment (MCI) which insidiously progress in severity until the person’s higher level daily function is significantly impacted (mild AD dementia). As the disease advances, memory loss becomes severe and only simple chores can be performed (moderate AD dementia). Eventually, only fragments of memory remain, no significant functions in the home are preserved and help is required for basic personal care (severe AD dementia) Norsk elektronisk legehåndbok. Alzheimers sykdom. (oppdatert 18.10.2022). (accessible at https://nevrologi.legehandboka.no/handboken/sykdomsgrupper/demens-og-delir/sykdommer-og-symptomer/alzheimer-demens#kort-om-disponerende-og-risikoreduserende-faktorer) 

	6 Dagens behandling: Therapies currently used for treatment for Alzheimers Disease in Norway include cholinesterase inhibitors (donepezil, rivastigmine, and galantamine), and the N-methyl-D-aspartate antagonist memantine (Norsk legemiddelhåndbok. T5.7 Demens. (accessed on 11.05.2024). Accessible at: https://www.legemiddelhandboka.no/T5.7/Demens). 
These therapies treat the symptoms but are not disease-modifying because they do not address the underlying disease pathophysiology (Adlimoghaddam, 2018). Otherwise, supporting psychosocial support, nursing and care are part of the treatment.  (Helsedirektoratet (2017). Nasjonal faglig retningslinje for demens [nettdokument]. Oslo: Helsedirektoratet (sist faglig oppdatert 31. oktober 2022, lest 26. mai 2023). Accessible at https://www.helsedirektoratet.no/retningslinjer/demens ).
	Kjenner dere til om diagnostikk: The confirmation of amyloid pathology is performed routinely at public specialist health care units in Norway.
	Kjenner dere til om innføring vil kreve : No new diagnostic method required. 
	Pre-analytiske forhold 
: For cerebrospinal fluid testing, lumbar puncture is required.
	Testutførelse: : No, the diagnostic tests are already standard routine.
	Beskrivelse av avlesning: NA
	Hvilke pasientgrupper: After basic assessment at municipalities, patients are referred to specialist healthcare units for an extended assessment, if a diagnosis cannot be made. The Norwegian Registry of Persons Assessed for Cognitive Symptoms (NorCog) includes patients referred for extended assessment. In 2021, 2615 were included in NorCog of which 1019 (44 %) were diagnosed with dementia, and the specific aetiology was identified for 854 dementia patients. In order to confirm Alzheimer’s Disease, cerebrospinal fluid testing is recommended; however the number of cerebrospinal fluid testing performed in 2021 was not reported (The Norwegian registry of persons assessed for cognitive symptoms (NorCog) , Årsrapport for 2021 med plan for forbedringstiltak, accessible at https://www.aldringoghelse.no/wp-content/uploads/2022/06/arsrapport-2021-norkog.pdf). 
	6 Fagområde 2: [Blod- beinmargs- og lymfekreft]
	Prognose: There are currently no  approved curative or disease-modifying treatments available for patients with Alzheimer’s disease in Europe. Hence, patients with Alzheimer's disease will invariably experience disease progression resulting in a decline in cognitive function and a decrease in the ability to perform activities of daily living. 

Epidemiology studies have shown that AD shortens life and the estimated life expectancy after symptom onset varies from 3 to 12 years. Factors that predict mortality include older age, male sex, comorbid conditions, and lower baseline Mini-Mental State Examination (MMSE) scores. The mortality is increased with disease severity and the most frequent causes of death were due to dementia, cardiovascular or respiratory complications, and cancer (Larson EB et al. 2004, Ganguli M et al. 2005, Andersen K et al. 2010).
	Det nye legemidlets innplassering: 
	Pasientgrunnlag: The estimated prevalence of dementia in Norway is 100,000 patients and approximately 60 % are estimated to have dementia due to Alzheimer’s Disease (approx. 60,000 cases). Based on the Global Burden of Disease Study, it is estimated that mild phases account for 68-79% of the cases, depending on patient age. The prevalence of mild dementia due to Alzheimer’s Disease is not known (Skogli, E. K., Stokke, O. M., Vikøren, S. & Karttinen, E. (2020). Samfunnskostnader knyttet til Alzheimers og annen demens. Menon publikasjon nr.64/2020.accessible at https://www.menon.no/wp-content/uploads/2020-64-Samfunnskostnader-knyttet-til-Alzheimers-og-annen-demenssykdom.pdf). 

Approximately 35 % of the population over 70 years old are estimated to suffer from mild cognitive impairment. The prevalence of mild cognitive impairment due to Alzheimer’s Disease, or mild Alzheimer's Disease is not known (Forekomst av demens i Norge. Demensplan 2020. Nasjonal kompetasetjeneste for aldring og helse, 2020., accessible at https://butikk.aldringoghelse.no/file/sync-files/rapport-forekomst-av-demens-a4_2020_web.pdf). 

In order to be eligible for lecanemab treatment, patients are expected to be aligned with the inclusion and exclusion criteria from the Phase 3 CLARITY AD study, which will significantly reduce the treatment population. Furthermore, initial healthcare system capacity constraints including but not limited to treatment administration (IV infusion) and monitoring (multiple MRI scans) may reduce uptake of lecanemab at least in the initial years of market launch. 
	7 Er det eksisterende anbud: No
	7 Finnes det andre legemidler: No
	7 Vurderer leverandøren: No
	1 Studie ID: NCT03887455  
	2 Studie ID: NCT01767311
	3 Studie ID: 
	1 Studietype og –design: Phase 3: Quadruple-blinded (Participant, Care Provider, Investigator, Outcomes Assessor), multicentre, parallel-group, placebo-controlled study.
	2 Studietype og –design: Phase 2: Triple-blinded (Participant, Care Provider, Investigator), multicentre, parallel-group, placebo-controlled study.
	3 Studietype og –design: 
	1 Formål: To evaluate the efficacy of lecanemab in participants with early Alzheimer'’s disease (EAD) by determining the superiority of lecanemab compared with placebo on the change from baseline in the Clinical Dementia Rating-Sum of Boxes (CDR-SB) at 18 months of treatment in the Core Study. 
 To evaluate the long-term safety and tolerability of lecanemab in participants with EAD in the Extension Phase and whether the long-term effects of lecanemab as measured by the CDR-SB at the end of the Core Study is maintained over time in the Extension Phase.
	2 Formål: To explore the dose response of lecanemab using a composite clinical score (ADCOMS).
	3 Formål: 
	1 Populasjon
: 1795 patients aged 50-90 years with early AD were randomized, 
-MCI due to AD or mild Alzheimers dementia
-Amyloid pathology confirmed
-MMSE score between 20-30 at screening and baseline
-WMS-IV LMSII≥1 SD below age-adjusted mean at screening
	2 Populasjon: 854 randomized patients( lecanemab 609, placebo 245)
Bayesian design clinical trial employing response adaptive randomization across placebo and five lecanemab arms.
-MCI due to AD or mild Alzheimer's dementia
-Amyloid pathology confirmed
-MMSE score ≥1 22 at screening and baseline
-WMS-IV LMSII≥1 SD below age-adjusted mean at screening
	3 Populasjon: 
	1 Endepunkter: Primary Outcome Measures:
• Core Study: Change from Baseline in the CDR-SB at 18 Months [Time Frame: Baseline, 18 months].
• Extension Phase: Number of Participants Reporting One or More Treatment-emergent Adverse Events (TEAEs) [Time Frame: From first dose of study drug up to approximately 51 months (including 3 months follow up) for the extension phase].
• Extension Phase: Change from Core Study Baseline in CDR-SB [Time Frame: Baseline up to Month 69].

Secondary Outcome Measures:
• Core Phase: Change from Baseline in Amyloid Positron Emission Tomography (PET) Using Centiloids at 18 Months [Time Frame: Baseline, 18 months].
• Core Study: Change from Baseline in Alzheimer Disease Assessment Sc–ale - Cognitive Subscale 14 (ADAS-cog14) at 18 Months [Time Frame: Baseline, 18 months].
• Core Phase: Change from Baseline in Alzheeimer's Disease Composite Score (ADCOMS) at 18 Months [Time Frame: Baseline, 18 months].
• Core Study: Change from Baseline in Alzheeimer's Disease Cooperative Study-Activities of Daily Living Scale for Mild Cognitive Impairment (ADCS MCI-ADL) at 18 Months [Time Frame: Baseline, 18 months].

	2 Endepunkter: Primary Outcome Measures:
• Core Study: Change from Baseline in the  Alzheimer's Disease Composite Score (ADCOMS) at 12 months [Time Frame: Baseline and 12 months].
• Core Study and Extension Phase: Safety will be assessed by monitoring and recording all adverse events (AEs) and serious adverse events (SAEs) [Time Frame: From the time the participant signs the informed consent form until 3 months after the last dose of study drug or through the last visit, whichever is longer; up to 78 months]


Secondary Outcome Measures:
• Core Study: Change from Baseline at 18 Months in Brain Amyloid Pathophysiology as Measured by Amyloid Positron Emission Tomography (PET) [Time Frame: Baseline and 18 Months].
• Core Study: Change from Baseline in the ADCOMS at 18 Months [Time Frame: Baseline and 18 Months].
• Core Study: Change from Baseline in Clinical Dementi–a Rating - Sum of Boxes (CDR-SB) at 18 Months [Time Frame: Baseline and 18 Months].
• Core Study: Change from Baseline in Alzheimer Disease Assessmeent Scale - Cognitive Subscale (ADAS-cog) at 18 Months [Time Frame: Baseline and 18 Months].
• Core Study: Change from Baseline in Cerebrospinal fluid (CSF) Biomarkers (Aβ[1-42], t-tau, and p-tau) at 18 Months [Time Frame: Baseline and 18 Months].
• Core Study: Change from Baseline in Total Hippocampal Volume at 18 Months as Measured by Volumetric Magnetic Resonance Imaging (vMRI) [Time Frame: Baseline and 18 months].
• Core Study: Change from Baseline at 12 Months in Brain Amyloid Pathophysiology as Measured by Amyloid PET [Time Frame: Baseline and 12 Months].
• Core Study: Change from baseline at 12 months on clinical status for the following assessments: ADCOMS, CDR-SB, and ADAS-cog [Time Frame: Baseline and 12 Months].
• Core Study: Change from Baseline in CSF Biomarkers (Aβ[1-42], t-tau, and p-tau) at 12 Months [Time Frame: Baseline and 12 Months].
• Core Study: Change from Baseline in Total Hippocampal Volume at 6 and 12 Months as Measured by vMRI [Time Frame: Baseline, 6 and 12 Months].
• Core Study: Change from Baseline in Left and Right Hippocampal Volume at 6, 12, and 18 Months as Measured by vMRI [Time Frame: Baseline and 6, 12 and 18 Months].
• Core Study: Change from Baseline in Whole Brain Volume at 6, 12, and 18 Months as Measured by vMRI [Time Frame: Baseline and 6, 12 and 18 Months].
• Core Study: Change from Baseline in Total Ventricular Volume at 6, 12, and 18 Months as Measured by vMRI [Time Frame: Baseline and 6, 12 and 18 Months]
• Change From Baselines in Brain Amyloid Levels as Measured by Amyloid PET at 3 months (Visit 50 [Extension Week 13], Cohort 1) or 6 months (Visit 57 [Extension Week 27], Cohort 2), 12 months and Annually Thereafter in the Extension Phase [Time Frame: Extension Phase: Baseline, 3 months (Visit 50 [Extension Week 13], Cohort 1) or 6 months (Visit 57 [Extension Week 27], Cohort 2), 12 months and annually thereafter in the Extension Phase up to Visit 174 [Extension Week 261]].
• Extension Phase: Change from end of Core Study in Brain Amyloid Levels as Measured by Amyloid PET at the Baseline of Extension Phase [Time Frame: End of Core Study (Month 18) up to Baseline of Extension Phase].
• Extension Phase: Percentage of Amyloid Positive Participants Over Time [Time Frame: Extension Phase: Baseline up to 60 months].
	3 Endepunkter: 
	1 Relevante 
subgruppe: For CDR-SB, ADAS-Cog,14, ADCOMS and ADCS-MCI-ADL at 18 months the following subgroups were analyzed separately.
• Randomization strata:
o Use of symptompatoic AD medication at baseline (Yes/No)
o Clinical subgroup (MCI/Mild AD)
o ApoE4 status (noncarrier/carrier)
o Region (North America/Aisia/Europe)
• Other factors
o ApoE4 genotype status (Noncarrier/ heterozygote/ homozygote)
o Sex (female/ male)
o Age (<65/65-74/ ≥75)
o Ethnicity – global (Hispanic/non-hispanic)
o Race – global (white/Asian/black)
o Ethnicity – United States (Hispanic/non-hispanic)
o Race – United States (white/black)
	2 Relevante 
subgruppe: • Summary of MMRM Analyses for ADCOMS, ADAS-cog14, CDR-SB,  at 18 Months for Disease Stage (MCI due to AD and Mild AD Dementia) S–Subgroups - Full Analysis Set
• Bayesian analysis of ADCOMS at 18 months for ApoE4 genotype (carriers, non-carriers) subgroups – Full analysis set
	3 Relevante 
subgruppe : 
	1 Oppfølgingstid: • Core study: 18 months. (completed)
• Open-label extension study: up to Month 69. (reporting of treatment-emergent adverse events -– 51 months, change in CDR-SB – up to 69 months)   

	2 Oppfølgingstid: • Core study: 12 months (completed)
• Open-label extension study: up to Month 78

	3 Oppfølgingstid: 
	1 Tidsperspektiv 
resultater: The study has an ongoing open label extension study for eligible patients who have completed the core study. Most of these patients will receive biweekly IV lecanemab 10 mg/kg and will be followed up until month 69 (3 months after the end of the 18-month core and 48-month extension treatment period) (van Dyck CH et al. 2023). 

Some patients in the open label extension study will be enrolled into the amyloid burden substudy (amyloid PET; n=716), Brain tau pathology substudy (tau PET; n=257) and CSF biomarkers of neurodegeneration substudy (blood and CSF biomarkers (Aβ[1-42], t-tau, and p-tau, neurogranin, and NFL), and vMRI n=281) (van Dyck CH et al. 2023). 

Some patients in the open label extension study will be enrolled into the weekly lecanemab subcutaneous (SC) 720 mg vial substudy (van Dyck CH et al. 2023). In addition, up to 50 new subjects from select sites in the US and Japan who were not enrolled in the core study were enrolled and assigned to the SC lecanemab vial substudy (van Dyck CH et al. 2023). After receiving weekly SC lecanemab 720 mg by vial and syringe for ≥6 months, continuing and new participants will be permitted to enrol in a weekly SC lecanemab 720 mg autoinjector (AI) substudy (van Dyck CH et al. 2023). 

	2 Tidsperspektiv 
resultater: The study has an ongoing open label extension study for patients that completed the core study treatment or discontinued the core study were eligible to participate (Irizarry MC et al. 2021). After the average 24-month gap period upon completion of the core trial and following analysis of study results, participants began treatment with 10 mg/kg of lecanemab biweekly for up to 60 months, or until the drug became commercially available (Irizarry MC et al. 2021). 
	3 Tidsperspektiv 
resultater: 
	1 Publikasjoner: van Dyck CH, Swanson CJ, Aisen P, Bateman RJ, Chen C, Gee M, et al. Lecanemab in Early Alzheimer’s Disease. The New England journal of medicine. 2023;388(1):9–21
	2 Publikasjoner: Swanson CJ, Zhang Y, Dhadda S, Wang J, Kaplow J, Lai RYK, Lannfelt L, Bradley H, Rabe M, Koyama A, Reyderman L, Berry DA, Berry S, Gordon R, Kramer LD, Cummings JL. A randomized, double-blind, phase 2b proof-of-concept clinical trial in early Alzheeimer's disease with lecanemab, an anti-Abeta protofibril antibody. Alzheimers Res Ther. 2021 Apr 17;13(1):80. doi: 10.1186/s13195-021-00813-8. Erratum In: Alzheimers Res Ther. 2022 May 21;14(1):70.
	3 Publikasjoner: 
	1 Intervensjon (n): Lecanemab: 10 mg/kg bi-weekly (once every 2 weeks) administered as an IV infusion
	2 Intervensjon (n): Lecanemab: 2.5, 5.0, 10mg/kg bi-weekly (once every 2 weeks) administered as an IV infusion.
	3 Intervensjon (n): 
	1 Komparator (n): Placebo: bi-weekly (once every 2 weeks) administered as an IV infusion.
	2 Komparator (n): Placebo: bi-weekly (once every 2 weeks) administered as an IV infusion.
	3 Komparator (n): 
	Er det pågående: 

	eller planlagte studier: AHEAD 3-45 Study: A Study to Evaluate Efficacy and Safety of Treatment With Lecanemab in Participants With Preclinical Alzheimer's Disease and Elevated Amyloid and Also in Participants With Early Preclinical Alzheimer's Disease and Intermediate Amyloid (NCT04468659)
	Type helseøkonomisk analyse: A cost-utility model will be presented, including associated budget impact model.
	Pasientpopulasjonen: Patients with Mild Cognitive Impairment due to Alzheimer’s disease, and mild Alzheimer’s disease.
	Hvilken dokumentasjon: H2H standard of care
	helserelatert livskvalitet?: EQ-5D
	Forventet legemiddelbudsjett: 
	Kan legemidlet være aktuelt: 
	Angi eventuelle konkrete: 
	Har dere vært i kontakt med klinikere: 
	Anser leverandør at det kan være spesielle : 
	Andre relevante opplysninger?: 


