ASSESSMENT REQUEST FORM (ENGLISH) NYE METODER

Nye metoder - Request for assessment of medicinal product

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

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

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

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

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

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

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

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

1 Contact information

Date November 2024

Health technology developer || Eisai

Name Laureanne Lorenzo

Position Head of Market Access Nordics
Telephone +46 (0)734 29 36 06 (Sweden)
E-mail laureanne_lorenzo@eisai.net

External representation
Name/Organization
Phone/E-mail

PLEASE NOTE: For external
representation, please attach
an authorisation/power of
attorney
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2 Medicinal product overview

Does the request concern a new Yes
active substance?

Trade name Legembi
Generic name lecanemab
Marketing authorisation in Norway || Eisai

ATC code NO6DX04
Mode of administration IV infusion

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Legembi 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 AP plaques and decrease soluble AB.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Legembi er indisert for behandling av voksne pasienter med en
klinisk diagnose av mild kognitiv svikt og mild demens pa grunn av
Alzheimers sykdom (tidlig Alzheimers sykdom) som er
apolipoprotein E €4 (ApoE e4) ikke-bzerere eller heterozygoter med
bekreftet amyloid patologi

3 Assessment history

No
Has the medicinal product previously
been assessed by Nye metoder for
other indications?
If yes, enter the Nye metoder ID
number

No

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

If yes, enter the Nye metoder ID
number
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4 Expected timeline

Procedure number for the marketing || EMEA/H/C/005966
authorisation assessment in EMA

Expected date (month/year) of CHMP|| November 2024
positive opinion

Expected date (month/year) of January 2025
marketing authorisation in Norway

Expected date (quarter/year) for Q22025
submission of documentation to
Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

Yes

Will the new method require
diagnostic testing for biomarker
analysis?

Lecanemab: Appropriate Use Recommendations (Cummings J et al 2023. https://pubmed.ncbi.nim.nih.gov/37357276/)

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

Which biomarker(s) are relevant and

WhICh publicaﬁons descri be thls? - For patients with confirmed amyloid pathology & eligible for treatment where genotyping is required
- ApoE4 genotyping (Metodebok 2022. https://metodebok.no/index.php?action=topic&item=QPpit3m9)

Please refer to publications

- Pre-treatment MR to exclude cerebral amyloid angiopathy

Yes
Do you know whether diagnostics

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

Will introduction of the new method || NO new method required
require establishment of other/new
infrastructure?

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

Pre-analytical requirements For cerebrospinal fluid testing, lumbar puncture is required.

For example, biopsies, other
sampling, sample processing etc.
are required.
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Test execution: is there a need to
establish one specific test or is a
biomarker already established in the
health service (e.g. in gene panels)?

No, the diagnostic tests are already standard routine.

Description of reading of results
including data analysis program if
necessary.

NA

Which patient groups need to be
tested, and what is the expected
proportion of findings that provide
treatment options?

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 AD, cerebrospinal fluid testing is recommended; however the
number of cerebrospinal fluid testing performed in 2021 was not reported (NorCog 2022.
https://www.aldringoghelse.no/wp-content/uploads/2022/06/arsrapport-2021-norkog.pdf).

According to a recent publication (Rosenberg A et al 2022), 28% of CSF-tested patients would be eligible for anti-amyloid treatment.
Based on the CLARITY AD trial, approx. 84% of the study population were ApoE4 heterozygous or non-carriers.

6 Description of the disease and current treatments

Description of the disease

Brief description of the
pathophysiology and clinical
presentation/symptoms, possibly
including references

AD s 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 ABand the of y tangles of 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
etal 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 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 legehandbok 2022 [last updated].

2 g-deli g i g-1i faktorer).

Therapeutic area

Specify which field best describes
the method

Lunge- og luftveissykdommer

Mage- og tarmsykdommer

Muskel-, skjelett- og bindevevssykdommer
Nevrologi

Psvkiske lidelser oq ruslidelser

Cancer

If the method applies to the
medical field of cancer, specify
which type of cancer is relevant

* Ingen Kreftsykdom

Bein- og blgtvevskreft

Blod- beinmargs- og lymfekreft
Brystkreft

Mage- og tarmkreft

Current treatment

Current standard treatment in
Norway, including references

Therapies currently used for treatment for AD in Norway include cholinesterase inhibitors (donepezil,
rivastigmine, and galantamine), and the N-methyl-D-aspartate antagonist memantine (Norsk
legemiddelhandbok 2023 [last updated]. 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 A et al 2018). Otherwise, supporting
psychosocial support, nursing and care are part of the treatment (Helsedirektoratet 2024 [last
updated]. https://www.helsedirektoratet.no/retningslinjer/demens).
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Prognosis

Describe the prognosis with current
treatment options, including
references

There are currently no approved curative or disease-modifying treatments available for patients with AD in Europe. Hence, patients
with AD 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).

The new medicinal product’s
placement in the treatment algorithm

There are no disease-modifying treatments currently available for AD patients.
Legembi is indicated for patients with MCI due to AD or mild dementia due to AD.
The current symptomatic treatment options available, cholinesterase inhibitors
may be used concurrently with Legembi treatment depending on patient need.

Patient population

Description, incidence and
prevalence of the patient
population covered by the relevant
indication* in Norway, including
references.

Number of Norwegian patients
assumed to be relevant for new
method

* The entire patient group covered
by the indication in question is to
be described

The estimated prevalence of dementia in Norway is 100,000 patients and approx. 60% are
estimated to have dementia due to AD (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 AD is not known (Skogli EK et al 2020.
https://www.menon.no/wp-content/uploads/2020-64-Samfunnskostnader-knyttet-til-Alzheim
ers-og-annen-demenssykdom.pdf).

Approx. 35% of the population over 70 years old are estimated to suffer from MCI. The
prevalence of MCI due to AD, or mild AD is not known (Forekomst av demens i Norge 2020.
https://butikk.aldringoghelse.no/file/sync-files/rapport-forekomst-av-demens-a4_2020_web.
pdf).

In order to be eligible for Leqembi 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 Leqembi at least in the initial years of market launch.

The assessment process for selecting the relevant patient population is outlined in Section 5.

7 Comparability to other medicinal

products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

No

Are there other medicinal products
with a similar mechanism of action
and/or similar effect (for the same
indication)?

No

Does the supplier consider the
medicinal product to be comparable
to other medicinal products?

No
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8 Relevant clinical trials
(pivotal trial(s) and clinical studies relevant for establishing relative efficacy)

Study 1

Study 2

Study 3

Study ID

Study name, NCT
number, hyperlink

Clarity AD
NCT03887455

https://clinicaltrials.gov/study/NCT03887455

NCT01767311

https://clinicaltrials.gov/study/NC
701767311

Study type and design

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

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

Objective

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.

To explore the dose response
of lecanemab using a
composite clinical score
(ADCOMS).

Population

Important inclusion
and exclusion criteria

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 15D below age-adjusted mean at screening

854 randomized patients( lecanemab 609, placebo 245)

Bayesian design clinical trial employing response adaptive randomization
across placebo and five lecanemab arms.

-MCl due to AD or mild AD

-Amyloid pathology confirmed

MMSE score 122 at screening and baseline

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

Intervention (n)

Dosage, dosing
interval, duration of
treatment

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

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

Comparator (n)

Dosage, dosing
interval, duration of
treatment

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

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

Endpoints

Primary, secondary
and exploratory
endpoints,
including definition,
measurement
method and, if
applicable, time of
measurement

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].

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 (Ap
[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 bv Volumetric Maanetic Resonance Imaaina (vMRI)

Relevant subgroup
analyses

Description of any
relevant subgroup
analyses

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

Randomization strata:

- Use of symptompatoic AD medication at baseline (Yes/No)
- Clinical subgroup (MCI/Mild AD)

- ApOE4 status (noncarrier/carier)

- Region (North America/Aisia/Europe)

Other factors

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

- Age (<65/65-74/ 75)

~Ethnicity—global (Hispanic/non-hispanic)

-Race - global (white/Asian/black)

- 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
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Study 1

Study 2

Study 3

Follow up time

If the study is
ongoing, indicate the
follow-up time for
the data expected

to be available for
assessment by the
Norwegian Medicines
Agency as well as the
expected/planned
total follow-up time
for the study

- 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

Time perspective
results

Ongoing or
completed study?
Available and future
data cut-offs

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 (AB[1-42], t-tau, and p-tau, neurogranin, and NFL), and
VMR 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

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).

Publications

Title, author, journal,
year. Expected date
of publication

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 Ongoing and planned studies

Are there ongoing or planned studies
for the medicinal product within the
same indication that may provide
further information in the future?

If yes, state the expected time
perspective for data availability

Updated information is expected from the open-label extension
study (included in Study 1 in the previous section). The expected
time perspective for data availability is currently unknown.

Are there ongoing or planned studies
for the medicinal product for other

indications?

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)
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10 Expected health economic documentation
Enter information about the expected health economic analysis

Type of health economic analysis

E.g. cost-per-QALY analysis or cost
minimisation analysis

(Justify the proposal)

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

The patient population on which the
health economic analysis is based,
including any subgroups.

The main analysis (base case)
shall include the entire patient
population covered by the
indication sought.

Legembi is indicated for the treatment of adult patients with a
clinical diagnosis of mild cognitive impairment and mild dementia
due to Alzheimer’s disease (Early Alzheimer’s disease) who are
apolipoprotein E €4 (ApoE €4) non-carriers or heterozygotes with
confirmed amyloid pathology

What type of documentation will
form the basis for estimating relative
efficacy?

(Direct or indirect evidence)

H2H standard of care

What type of documentation will
form the basis for health-related
quality of life data?

EQ-5D

Expected pharmaceutical budget
impact per year, in the 5-year period
following a potential approval

11 Suitable for FINOSE?

Can the method be appropriate for
assessment through FINOSE (yes/no)

If no, why not?

No. Eisai has extensive previous experience with the Norwegian
Medical Products Agency national pathway and other Nordic
national pathways, and has already started preparation of the
documentation for these pathways.
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12 Other relevant information

Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with
clinicians at Norwegian health
trusts about this medicinal product/
indication? Yes/no

If so, who have you been in
contact with and what have been
their contribution?

(Relevant information in
connection with the recruitment
of experts in the field at Nye
metoder)

Yes, the following have been involved in an Advisory Board:

Geir Selbaek, Professor, psychiatrist, Head of research Centre for Ageing and Health; Oslo University Hospital;
University of Oslo

Ragnhild Eide Skogseth, Geriatrician, Haukeland University Hospital, Associate Professor Dep Clinical Science,
University of Bergen

Peter Bekkhus-Wetterberg, senior consultant Oslo University Hospital HF and Memory clinic at Ulleval
Bjern-Eivind Kirsebom psychologist, Tromsg University Hospital

Audun Vik-Mo, Psychiatrist, Head om Medicine OAP, Ass Prof i Stavanger University Hospital, Helse Stavanger
Krisztina Kunszt Johansen, Clinical and research neurologist (PD and AD), Akershus university hospital (Ahus)
Tormod Fladby, Professor, neurologist, Akershus university hospital (Ahus)

Stina Aam, Senior Physician, Department of Geriatric Medicine (Trondheim),

Dag Arsland, Professor Psychiatry Stavanger University Hospital - Speaker Menon report meeting

Are there specific circumstances
related to the medicinal product
implying that a plain discount may
not be appropriate for fulfilment of
the priority criteria (yes/no)?

If yes, a separate form must

be completed and sent
nyelegemidler@sykehusinnkjop.
no at the same time as
documentation is sent to the
Norwegian Medicines Agency for
a health technology assessment.

Information and form:
https://www.sykehusinnkjop.

no/om-oss/informasjon-og-

opplering/

Any other relevant information?
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	Health technology developer: Eisai
	name: Laureanne Lorenzo
	Position: Head of Market Access Nordics
	Telephone: +46 (0)734 29 36 06 (Sweden)
	Email: laureanne_lorenzo@eisai.net
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: Yes
	Trade name: Leqembi
	Generic name: lecanemab
	Marketing authorisation in norway: Eisai
	ATC-code: N06DX04 
	Mode of administration: IV infusion
	Pharmacotherapeutic group: Leqembi 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. 
	expected indication: Leqembi er indisert for behandling av voksne pasienter med en klinisk diagnose av mild kognitiv svikt og mild demens på grunn av Alzheimers sykdom (tidlig Alzheimers sykdom) som er apolipoprotein E ε4 (ApoE ε4) ikke-bærere eller heterozygoter med bekreftet amyloid patologi
	Other indications: No
	Same indications: No
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/005966
	Expected date (month/year) of CHMP positive option: November 2024
	Expected date (month/year) marketing authorisation in norway: January 2025
	Expected date (quarter/year) submission of documentation: Q2 2025
	testing for biomaker analysis?: Yes
	Which biomaker: Lecanemab: Appropriate Use Recommendations (Cummings J et al 2023. https://pubmed.ncbi.nlm.nih.gov/37357276/)

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

- For patients with confirmed amyloid pathology & eligible for treatment where genotyping is required
             - ApoE4 genotyping (Metodebok 2022. https://metodebok.no/index.php?action=topic&item=QPpit3m9)

- Pre-treatment MRI to exclude cerebral amyloid angiopathy
	Diagnostics preformance: Yes
	Establishment of other/new infrastructure: No new method required 
	Pre-analytical requirements: For cerebrospinal fluid testing, lumbar puncture is required.
	Tst extecution: No, the diagnostic tests are already standard routine.
	Description of reading of results: NA
	Which patient groups: 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 AD, cerebrospinal fluid testing is recommended; however the number of cerebrospinal fluid testing performed in 2021 was not reported (NorCog 2022. https://www.aldringoghelse.no/wp-content/uploads/2022/06/arsrapport-2021-norkog.pdf). 

According to a recent publication (Rosenberg A et al 2022), 28% of CSF-tested patients would be eligible for anti-amyloid treatment. Based on the CLARITY AD trial, approx. 84% of the study population were ApoE4 heterozygous or non-carriers.
	Therapeutic area: [Nevrologi]
	Description of the 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 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 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 2022 [last updated]. https://nevrologi.legehandboka.no/handboken/sykdomsgrupper/demens-og-delir/sykdommer-og-symptomer/alzheimer-demens#kort-om-disponerende-og-risikoreduserende-faktorer).
	Cancer treatment: Therapies currently used for treatment for AD in Norway include cholinesterase inhibitors (donepezil, rivastigmine, and galantamine), and the N-methyl-D-aspartate antagonist memantine (Norsk legemiddelhåndbok 2023 [last updated]. 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 A et al 2018). Otherwise, supporting psychosocial support, nursing and care are part of the treatment (Helsedirektoratet 2024 [last updated]. https://www.helsedirektoratet.no/retningslinjer/demens).
	Cancer: [* Ingen Kreftsykdom]
	Prognosis: There are currently no approved curative or disease-modifying treatments available for patients with AD in Europe. Hence, patients with AD 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).
	The new medicinal product: There are no disease-modifying treatments currently available for AD patients. Leqembi is indicated for patients with MCI due to AD or mild dementia due to AD. The current symptomatic treatment options available, cholinesterase inhibitors may be used concurrently with Leqembi treatment depending on patient need.
	Patient population: The estimated prevalence of dementia in Norway is 100,000 patients and approx. 60% are estimated to have dementia due to AD (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 AD is not known (Skogli EK et al 2020. https://www.menon.no/wp-content/uploads/2020-64-Samfunnskostnader-knyttet-til-Alzheimers-og-annen-demenssykdom.pdf). 

Approx. 35% of the population over 70 years old are estimated to suffer from MCI. The prevalence of MCI due to AD, or mild AD is not known (Forekomst av demens i Norge 2020. https://butikk.aldringoghelse.no/file/sync-files/rapport-forekomst-av-demens-a4_2020_web.pdf). 

In order to be eligible for Leqembi 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 Leqembi at least in the initial years of market launch. 

The assessment process for selecting the relevant patient population is outlined in Section 5.

	Existing procurements in therapeutic area: No
	Any other medicinal products: No
	Consider supplier: No
	1 Study ID: Clarity AD

NCT03887455
 
https://clinicaltrials.gov/study/NCT03887455
	2 Study ID: NCT01767311

https://clinicaltrials.gov/study/NCT01767311
	3 Study ID: 
	1 Study type and design: Phase 3: Quadruple-blinded (Participant, Care Provider, Investigator, Outcomes Assessor), multicentre, parallel-group, placebo-controlled study.
	2 Study type and design: Phase 2: Triple-blinded (Participant, Care Provider, Investigator), multicentre, parallel-group, placebo-controlled study.
	3 Study type and design: 
	1 Objective: 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 Objective: To explore the dose response of lecanemab using a composite clinical score (ADCOMS).
	3 Objective: 
	1 Population: 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 Population: 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 AD
-Amyloid pathology confirmed
-MMSE score ≥1 22 at screening and baseline
-WMS-IV LMSII≥1 SD below age-adjusted mean at screening
	3 Population: 
	1 Endpoints: 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  Endpoints: 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 Endpoints: 
	1 Relevant subgroup: For CDR-SB, ADAS-Cog,14, ADCOMS and ADCS-MCI-ADL at 18 months the following subgroups were analyzed separately.

 Randomization strata:
- Use of symptompatoic AD medication at baseline (Yes/No)
- Clinical subgroup (MCI/Mild AD)
- ApoE4 status (noncarrier/carrier)
- Region (North America/Aisia/Europe)

 Other factors
- ApoE4 genotype status (Noncarrier/ heterozygote/ homozygote)
- Sex (female/ male)
- Age (<65/65-74/ ≥75)
- Ethnicity – global (Hispanic/non-hispanic)
- Race – global (white/Asian/black)
- Ethnicity – United States (Hispanic/non-hispanic)
- Race – United States (white/black)
	2 Relevant subgroup: - 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 Relevant subgroup: 
	1 Intervention: Lecanemab: 10 mg/kg bi-weekly (once every 2 weeks) administered as an IV infusion
	2 Intervention: Lecanemab: 2.5, 5.0, 10 mg/kg bi-weekly (once every 2 weeks) administered as an IV infusion
	3  Intervention: 
	1 Comparator: Placebo: bi-weekly (once every 2 weeks) administered as an IV infusion.
	2 Comparator: Placebo: bi-weekly (once every 2 weeks) administered as an IV infusion.
	3 Comparator: 
	1 Follow up time: - 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 Follow up time: - Core study: 12 months (completed)

- Open-label extension study: up to Month 78
	3 Follow up time: 
	1 Time perspective: 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 Time perspective: 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 Time perspective: 
	1 Publications: 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 Publications: 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 Publications: 
	Ongoing studies - further information: Updated information is expected from the open-label extension study (included in Study 1 in the previous section). The expected time perspective for data availability is currently unknown.
	Ongoing studies indications: 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 of health economic analysis: A cost-utility model will be presented, including associated budget impact model.
	Patient population sungroups: Leqembi is indicated for the treatment of adult patients with a clinical diagnosis of mild cognitive impairment and mild dementia due to Alzheimer’s disease (Early Alzheimer’s disease) who are apolipoprotein E ε4 (ApoE ε4) non-carriers or heterozygotes with confirmed amyloid pathology
	Which documentation estimating relative efficacy: H2H standard of care
	Health related quality of life: EQ-5D
	Expected pharmaceutical budget: 
	Suitable for FINOSE: No. Eisai has extensive previous experience with the Norwegian

Medical Products Agency national pathway and other Nordic national pathways, and has already started preparation of the documentation for these pathways.
	Contact with clinicians at norwegian health trusts: Yes, the following have been involved in an Advisory Board:

Geir Selbæk, Professor, psychiatrist, Head of research Centre for Ageing and Health; Oslo University Hospital; University of Oslo
Ragnhild Eide Skogseth, Geriatrician, Haukeland University Hospital, Associate Professor Dep Clinical Science, University of Bergen
Peter Bekkhus-Wetterberg, senior consultant Oslo University Hospital HF and Memory clinic at Ullevål
Bjørn-Eivind Kirsebom psychologist, Tromsø University Hospital
Audun Vik-Mo, Psychiatrist, Head om Medicine OAP, Ass Prof i Stavanger University Hospital, Helse Stavanger
Krisztina Kunszt Johansen, Clinical and research neurologist (PD and AD), Akershus university hospital (Ahus)
Tormod Fladby, Professor, neurologist, Akershus university hospital (Ahus)
Stina Aam, Senior Physician, Department of Geriatric Medicine (Trondheim),

Dag Årsland, Professor Psychiatry Stavanger University Hospital - Speaker Menon report meeting

	Spesific circumstances: 
	Andre relevante opplysninger? 2: 


