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 05.07.2024

Health technology developer || Eli Lilly Norge AS

Name Christin Nupen Hansen

Position Pricing, Reimbursement and Access Manager Norway
Telephone +4797065396

E-mail hansen christin nupen@lilly.com

External representation
Name/Organization
Phone/E-mail

N/A

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 Kisunla®
Generic name Donanemab
Marketing authorisation in Norway || Eli Lilly Norge AS
ATC code NO6DX05

Mode of administration

Intravenous (IV) infusion

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Donanemab is a monoclonal antibody of the immunoglobulin 1 (IgG1) class
directed against an insoluble, modified, N-terminal truncated form of
amyloid beta (N3pG AB) found exclusively in brain amyloid plaques (Bridel et
al., 2017). Donanemab binds to deposited amyloid plaques and aids in their
removal through microglia-mediated phagocytosis (DeMattos et al., 2012).
Accumulation of AB plaques in the brain is one of the defining
pathophysiological features of Alzheimer's disease (AD) (Jack et al., 2018).

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Donanemab er indikert for & bremse sykdomsprogresjonen hos
voksne pasienter med AD med bevis pa amyloid beta-patologi og
enten mild kognitiv svikt pa grunn av AD eller mild AD-demens.

3 Assessment history

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

Yes, lecanemab is being assessed for a similar indication
(ID2023_073).
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4 Expected timeline

Procedure number for the marketing
authorisation assessment in EMA

EMEA/H/C/006024

Expected date (month/year) of CHMP
positive opinion

January 2025

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

February 2025

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

Dates must be stated

Q12025

5 Diagnostics and resource use
Fill inn where relevant

Will the new method require
diagnostic testing for biomarker
analysis?

Yes

Which biomarker(s) are relevant and
which publications describe this?

Please refer to publications

In the clinical studies with donanemab, the presence of amyloid plaques
was confirmed using AB42 (Amyloid Beta 42) and AB40 (Amyloid Beta
40) for cerebrospinal fluid (CSF), and 18F-florbetapir or 18F-florbetaben
for amyloid PET scanning (Sims et al., 2023; Mintun et al., 2021).

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

Current Norwegian guidelines includes CSF, computed tomography (CT) and magnetic
resonance imaging (MRI), which are available through public specialist health care units
(Helsebiblioteket.no, Nasjonal Faglig retningslinje - Demens, Accessed on June 13, 2024).
According to Arsrapport 2022 from 'Norsk register for personer som utredes for kognitive
symptomer i spesialisthelsetjenesten' (NorKog), 89% of the patients in speciality care
undergo a CT or MRI examination as part of the dementia investigation (NorKog, 2023)

Will introduction of the new method
require establishment of other/new
infrastructure?

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

We lack information regarding current MRI capacity; however, an
increase in current MRI capacity has been discussed because the
expected EMA approved beta-amyloid targeted treatments in
2024-2025 will require MRI monitoring of Amyloid-Related Imaging
Abnormalities.

Pre-analytical requirements

For example, biopsies, other
sampling, sample processing etc.
are required.

The product label is expected to recommend confirming the
presence of beta-amyloid consistent with AD using a validated test.
Due to the current cost of PET scanning, CSF is expected to be the
most relevant method in Norway per date.
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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)?

The tests mentioned above are well-known and established
biomarkers in the health service.

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

N/A

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

Patients with suspected MCI due to AD or mild dementia due to
AD referred to memory clinics or similar specialist clinics.

Please see patient population section below for patient numbers.

6 Description of the disease and current treatments

Description of the disease

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

Alzheimer’s Disease (AD) is a progressive neurodegenerative disease that affects memory, other cognitive
functions, and behaviour. An early event in the onset of AD is the accumulation of B-amyloid plaques in the brain
that leads to a cascade of characteristic brain changes resulting in neuronal dysfunction and cell atrophy (Selkoe
and Hardy, 2016; Barage and Sonawane, 2015). Symptoms of AD depend on the stage of the disease, from MCI
through to severe dementia. The first and most common symptom is usually episodic memory loss (i.e. memory
of events and experiences). In the later stages of AD, mental functioning continues to decline and the ability to
communicate is impaired. Furthermore, there is a growing impact on movement and physical capabilities,
meaning that patients are likely to require round-the-clock care (Kumar et al, 2024).

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

In Norway, the national guidelines for dementia care, "Nasjonal faglig retningslinje — Demens,” are followed for treating patients with Alzheimer's
disease (AD). These guidelines categorize treatment recommendations based on dementia symptoms and stages.

For patients with MCI, no treatment for cognitive symptoms is recommended. For mild to moderate dementia due to AD, a cholinesterase inhibitor is
advised, with memantine as an alternative if the patient does not respond to or tolerate the inhibitor. For severe dementia due to AD, memantine is
recommended, or a switch to memantine if the patient is on a cholinesterase inhibitor.

Additionally, dementia care includes tailored psychosocial interventions such as group cognitive stimulation, cognitive training and rehabilitation, and
reminiscence therapy. Caregivers may also be trained and involved in these activities (Helsebiblioteket.no, Nasjonal Faglig retningslinje - Demens,
Accessed on June 13, 2024).
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Prognosis

Describe the prognosis with current
treatment options, including
references

Currently, there is no cure for AD and most existing therapies provide temporary symptomatic relief without influencing the underlying
disease pathology (Knapskog et al, 2024). Affected individuals experience progressive difficulties with memory, communication, visual
and spatial abilities, reasoning or problem solving, handling complex tasks, organisation, coordination, and motor function, as well as
personality changes, depression, anxiety, apathy, and agitation (Kumar et al. 2024). According to a registry study using data from NorCog
years 2009-2017, patients with both MCI and AD had significantly poorer five year relative survival at age 75 compared to the general
population (0.92 and 0,71, respectively).

Approved treatments include the acetylcholinesterase (AChE) inhibitors donepezil, rivastigmine, and galantamine for mild, moderate, or
severe AD, and the N-methyl-D-aspartate (NMDA) antagonist, memantine, for moderate-to-severe AD (Knapskog et al, 2024).

The new medicinal product’s
placement in the treatment algorithm

Currently there are no disease modifying treatments available for AD patients. Donanemab will
be available for patients with MCI or mild dementia due to AD with presence of amyloid plaques.
We expect the exisiting symptomatic treatment options, cholinesterase inhibitors and
memantine, to be used before or during donanemab 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

Donanemab will be administered by specialized healthcare
services. Patients with dementia in specialized healthcare services
are registered in NorKog. In 2021, there were approximately 690
patients registered with dementia and AD diagnosis, it is unknown
how many of these have a mild degree of dementia. There were
about 820 patients with MCI, but it is unknown how many of these
also have or received an AD diagnosis. (NorKog 2023).

Among these MCI and mild dementia patients, it is unknown how
many are suitable for donanemab treatment. A further reduction
in the number is expected as a subgroup of the MCI patients will
receive an AD diagnosis, and similarly, a subgroup of the patients
with dementia and AD diagnosis has mild dementia.

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)?

To date, no other disease modifying treatments have approval in
the EU.

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)

number, hyperlink

Study 1 Study 2 Study 3
Study ID TRAILBLAZER-ALZ2 TRAILBLAZER-ALZ TRAILBLAZER-ALZ4
Study name, NCT (NCT04437511) (NCT03367403) (NCT05108922)

Multicentre, randomised,

Multicentre, randomised,

Multicenter, randomized,

and exclusion criteria

area of superficial siderosis, any intracerebral hemorrhage >1 cm,
severe white matter disease.

intracerebral hemorrhage >1 cm, severe white matter disease

Study type and design || double-blind, double-blind, open-label, parallel-group,
placebo-controlled, 18-month, || placebo-controlled, 18-month, .
: ) 2-arm, phase Il trial.
phase Il trial. phase Il trial.
The TRAILBLAZER-ALZ 2 trial aimed to confirm || The objective of the TRAILBLAZER-ALZ The study was designed to investigate
and expand upon Lhe results "°:’ . | trial was to evaluate the safety, adverse || amyloid plaque clearance with
. . TRAILBLAZER-ALZ by assessing the efficacy an ] . :
Objectlve y 9 y events, and efficacy of donanemab in donanemab versus aducanumab in
adverse events of donanemab in a larger and . ith earl . . ith earl ic AD
more diverse group of participants. patler.lts wit .ear y symptomatic participants with early symptomatic .
Alzheimer's disease.
Included 1736 patients. Important inclusion criteria: diagnosis of Included 257 patients. Important inclusion criteria: age 60-85 years, Included 148 patients. Important inclusion criteria: age 50-85 years, gradual
Pop ula t'ion early symptomatic AD (mild cognitive impairment or mild diagnosis of prodromal AD or mild AD with dementia, MMSE score and progressive change in memory function reported by the participant or
dementia), presence of brain amyloid, low-medium or high tau of 20-28, and amyloid pathology confirmed by PET scan. Exclusion informant for 26 months, CDR-Global Score of 0.5 or 1, MMSE score of 20-30,
levels (as confirmed by PET scan). Exclusion criteria: central reading criteria: central reading of MRI scan undertaken during the :gf;g‘_ysl?':Iz::‘:‘:egzri)?:":ﬂ:ﬁgﬁl’;ﬁ;‘i’: Fiizi;c;"h;xfhlfn'%
H H of MRI scan undertaken during the screening period showed screening period showed presence of ARIA-E, 24 cerebral currenl‘se?'ious or unslab\egmedlca\ illnesses, hisg[ory ofcl\f\ically s\gniflca)r;t
Importan t InCIUSIon presence of: ARIA-E, 24 cerebral microhemorrhages, more than 1 microhemorrhages, more than 1 area of superficial siderosis, any multiple or severe drug allergies, history of b’\eedmg disorder or use of

medications with platelet anti-aggregant or anti-coagulant properties (unless
aspirin at <325 mg daily), prior or current treatment with donanemab or
aducanumab, known allergies to donanemab o aducanumab, and prior or

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Intervention (n): Donanemab (873),
induced with 700 mg 3x Q4W, followed
by maintenance with 1400 mg Q4W up
to 72 weeks. Placebo (880) matched to
the dosing schedule of the intervention
group.

Intervention (n): Donanemab (131),
induced with 700 mg 3x Q4W, followed
by maintenance with 1400 mg Q4W up
to 72 weeks. Placebo (126) matched to
the dosing schedule of the intervention
group.

Intervention (n): Donanemab
(71), induced with 700 mg 3x
Q4W, followed by maintenance
with 1400 mg Q4W up to 72
weeks.

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Placebo, every 4 weeks
for up to 72 weeks.

Placebo, every 4 weeks
for up to 72 weeks.

Aducanumab (69) per USPI: 1 mg/kg
IV Q4W (first 2 doses), 3 mg/kg IV
Q4W (next 2 doses), 6 mg/kg IV
Q4W (next 2 doses), and 10 mg/kg
IV Q4W (subsequent doses)

Endpoints

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

Primary: Change from BL in
iADRS at W76 (NCS2). Secondary
(MMRM): Change from BL in
CDR-SB, ADAS-Cog13,
ADCS-iADL, MMSE, amyloid
plaque levels, brain tau levels,
and vVMRI at W76. Exploratory:
Time to disease progression —
CDR-SB Time-PMRM at W76.

Primary: Change in iADRS
score from BL to W76.
Secondary (MMRM):
Change from BL to W76 in
CDR-SB, ADAS-Cog13,
ADCS-IADL, MMSE, amyloid
plaque levels, brain tau
levels, and vMRI measures.

Primary: Percentage of participants
with amyloid plaque clearance (<24.1
CL) at 6 months as assessed by
florbetapir F18 PET scans. Secondary:
Percent change in brain amyloid
levels at 6 months, percentage of
participants achieving amyloid
clearance in the intermediate tau
subpopulation, and safety endpoints
including frequency and severity of

measurement AEs with a focus on ARIA.
Several subgroup analyses were conducted

Relevant su bgrou p for to support the primary and key - -

ana |\/S€S secondary efficacy measures. Analyses
included those by baseline demographic

Descript'ion Of any groups (e.g. age, sex, race, and BMI) and by

re/evant subgroup groups of specific interest in AD (e.g. APOE
€4 status, symptomatic medication use, and

analyses clinical staging at baseline).
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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

Follow-up period: up to
44 weeks.

Extension period: 78
weeks (ongoing).

Follow-up period: 48
weeks.

Follow-up period: 76
weeks

Time perspective
results

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

Trial duration: 76 weeks
(completed).

Trial duration: 76 weeks
(completed).

Trial duration: 76 weeks
(ongoing).

Publications

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

Sims JR, Zimmer JA, Evans CD, Lu M,
Ardayfio P, Sparks J, et al. Donanemab
in Early Symptomatic Alzheimer
Disease: The TRAILBLAZER-ALZ 2
Randomized Clinical Trial. Jama.
2023;330(6):512-27.

Mintun MA, Lo AC, Duggan
Evans C, Wessels AM, Ardayfio
PA, Andersen SW, et al.
Donanemab in Early Alzheimer's
Disease. N Engl J Med. 2021;384
(18):1691-704.

Congress: Salloway S, Lee E, Papka M, Pain A,
Oru E, Ferguson MB, et al. TRAILBLAZER-ALZ
4: Topline Study Results Directly Comparing
Donanemab to Aducanumab on Amyloid
Lowering in Early, Symptomatic Alzheimer's
Disease. BJPsych Open. 2023;9(S1):567-S.

Expected publication: Q4 2024

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

A long-term extension of trial TRAILBLAZER-ALZ2 (NCT04437511),
as well as trials TRAILBLAZER-EXT (NCT04640077) and
TRAILBLAZER-ALZ4 (NCT05108922) are ongoing.

indications?

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

Assessment Request Form (English) Version 1.1 (23.06.2023)
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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)

Cost-per-QALY analysis and a budget impact analysis. Possibility to
show the health gains with donanemab.

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.

Patients with MCI due to AD and mild AD dementia (aligned with
mITT in the TRAILBLAZER-ALZ 2 trial).

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

(Direct or indirect evidence)

Head-to-head TRAILBLAZER-ALZ2 (NCT04437511) trial data versus
best supportive care

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

Patient utility will be based on EQ-5D data. Optional inclusion of
caregiver utility will be possible.

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

To be explored in the budget impact analysis that follows the STA

11 Suitable for FINOSE?

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

If no, why not?

No

Due to significant differences in healthcare organization, treatment practices, and available
resources across countries, we do not expect Joint Nordic HTA Bodies collaboration to reduce the
workload or time, but rather increase the complexity of the HTA process. The health economic
material and internal preparations for HTA submission are anchored and managed separately in
each country and have already been initiated.

Assessment Request Form (English) Version 1.1 (23.06.2023)
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12 Other relevant information
Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with Yes.
clinicians at Norwegian health
trusts about this medicinal product/

indication? Yes/no Geir Szelbek: i.a. mapping experts for planned consultancy during

fall/winter 2024.
If so, who have you been in

contact with and what have been . .
their contribution? Further engagements are planned with additional experts.

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

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

If yes, a separate form must

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

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

no/om-oss/informasjon-og-

opplering/

Beta; AD: ‘s Disease; ADAS- CDng -Alzheimer's D\Sease Assessment Scale - Cognitive Subscale; ADCS-iADL=Alzheimer's Disease Cooperative Study - Instrumental

Activities of Dally Living; Events; APO I E Related Imaging ties; BL=Baseline; CDR-SB=Clinical Dementia Rating Scale - Sum of Boxes; CL=Centiloids;
CSF=Cerebrospinal Fuid; CT=Computed Tomography; EMA=European Medicines Agency; IADRS=Integrated Alzheimer's Disease Rating Scale; IgG1=Immunoglobulin G1; IV=Intravenous; MCi=Mild
Cognitive Impairment; MMRM=Mixed-Effects Model for Repeated Measures; Mental State gnetic Resonance Imaging; NMDA=N-Methyl-D-Aspartate;

NORKOG=Norwegian Register of Persons Assessed for Cognitive Symptoms; PET=Positron Emission Tomography; PMRM=Proportional Means Regression Model; Q4W=Every Four Weeks; USPI=United
States Prescribing Information; vMRI=Volumetric Magnetic Resonance Imaging; W76=Week 76; WHO=World Health Organization
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	Date: 05.07.2024
	Health technology developer: Eli Lilly Norge AS
	name: Christin Nupen Hansen
	Position: Pricing, Reimbursement and Access Manager Norway
	Telephone: +4797065396
	Email: hansen_christin_nupen@lilly.com
	External representation - name/organizationn - phone/email: N/A
	C2: Yes
	Active substance: Yes
	Trade name: Kisunla®
	Generic name: Donanemab
	Marketing authorisation in norway: Eli Lilly Norge AS
	ATC-code: N06DX05
	Mode of administration: Intravenous (IV) infusion 
	Pharmacotherapeutic group: Donanemab is a monoclonal antibody of the immunoglobulin 1 (IgG1) class directed against an insoluble, modified, N-terminal truncated form of amyloid beta (N3pG Aβ) found exclusively in brain amyloid plaques (Bridel et al., 2017). Donanemab binds to deposited amyloid plaques and aids in their removal through microglia-mediated phagocytosis (DeMattos et al., 2012). Accumulation of Aβ plaques in the brain is one of the defining pathophysiological features of Alzheimer's disease (AD) (Jack et al., 2018).
	expected indication: Donanemab er indikert for å bremse sykdomsprogresjonen hos voksne pasienter med AD med bevis på amyloid beta-patologi og enten mild kognitiv svikt på grunn av AD eller mild AD-demens.
	Other indications: No
	Same indications: Yes, lecanemab is being assessed for a similar indication (ID2023_073).
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/006024
	Expected date (month/year) of CHMP positive option: January 2025
	Expected date (month/year) marketing authorisation in norway: February 2025
	Expected date (quarter/year) submission of documentation: Q1 2025
	testing for biomaker analysis?: Yes
	Which biomaker: In the clinical studies with donanemab, the presence of amyloid plaques was confirmed using Aβ42 (Amyloid Beta 42) and Aβ40 (Amyloid Beta 40) for cerebrospinal fluid (CSF), and 18F-florbetapir or 18F-florbetaben for amyloid PET scanning (Sims et al., 2023; Mintun et al., 2021). 
	Diagnostics preformance: Current Norwegian guidelines includes CSF, computed tomography (CT) and magnetic resonance imaging (MRI), which are available through public specialist health care units (Helsebiblioteket.no, Nasjonal Faglig retningslinje - Demens, Accessed on June 13, 2024). According to Årsrapport 2022 from 'Norsk register for personer som utredes for kognitive symptomer i spesialisthelsetjenesten' (NorKog), 89% of the patients in speciality care undergo a CT or MRI examination as part of the dementia investigation (NorKog, 2023)
	Establishment of other/new infrastructure: We lack information regarding current MRI capacity; however, an increase in current MRI capacity has been discussed because the expected EMA approved beta-amyloid targeted treatments in 2024-2025 will require MRI monitoring of Amyloid-Related Imaging Abnormalities.
	Pre-analytical requirements: The product label is expected to recommend confirming the presence of beta-amyloid consistent with AD using a validated test. Due to the current cost of PET scanning, CSF is expected to be the most relevant method in Norway per date.
	Tst extecution: The tests mentioned above are well-known and established biomarkers in the health service. 
	Description of reading of results: N/A
	Which patient groups: Patients with suspected MCI due to AD or mild dementia due to AD referred to memory clinics or similar specialist clinics. 

Please see patient population section below for patient numbers.
	Therapeutic area: [Nevrologi]
	Description of the disease: Alzheimer’s Disease (AD) is a progressive neurodegenerative disease that affects memory, other cognitive functions, and behaviour. An early event in the onset of AD is the accumulation of β-amyloid plaques in the brain that leads to a cascade of characteristic brain changes resulting in neuronal dysfunction and cell atrophy (Selkoe and Hardy, 2016; Barage and Sonawane, 2015).  Symptoms of AD depend on the stage of the disease, from MCI through to severe dementia. The first and most common symptom is usually episodic memory loss (i.e. memory of events and experiences). In the later stages of AD, mental functioning continues to decline and the ability to communicate is impaired. Furthermore, there is a growing impact on movement and physical capabilities, meaning that patients are likely to require round-the-clock care (Kumar et al, 2024).
	Cancer treatment: In Norway, the national guidelines for dementia care, "Nasjonal faglig retningslinje – Demens," are followed for treating patients with Alzheimer's disease (AD). These guidelines categorize treatment recommendations based on dementia symptoms and stages.

For patients with MCI, no treatment for cognitive symptoms is recommended. For mild to moderate dementia due to AD, a cholinesterase inhibitor is advised, with memantine as an alternative if the patient does not respond to or tolerate the inhibitor. For severe dementia due to AD, memantine is recommended, or a switch to memantine if the patient is on a cholinesterase inhibitor.

Additionally, dementia care includes tailored psychosocial interventions such as group cognitive stimulation, cognitive training and rehabilitation, and reminiscence therapy. Caregivers may also be trained and involved in these activities (Helsebiblioteket.no, Nasjonal Faglig retningslinje - Demens, Accessed on June 13, 2024).
	Cancer: [* Ingen Kreftsykdom]
	Prognosis: Currently, there is no cure for AD and most existing therapies provide temporary symptomatic relief without influencing the underlying disease pathology (Knapskog et al, 2024). Affected individuals experience progressive difficulties with memory, communication, visual and spatial abilities, reasoning or problem solving, handling complex tasks, organisation, coordination, and motor function, as well as personality changes, depression, anxiety, apathy, and agitation (Kumar et al. 2024). According to a registry study using data from NorCog years 2009-2017, patients with both MCI and AD had significantly poorer five year relative survival at age 75 compared to the general population (0.92 and 0,71, respectively). 
Approved treatments include the acetylcholinesterase (AChE) inhibitors donepezil, rivastigmine, and galantamine for mild, moderate, or severe AD, and the N-methyl-D-aspartate (NMDA) antagonist, memantine, for moderate-to-severe AD (Knapskog et al, 2024). 
	The new medicinal product: Currently there are no disease modifying treatments available for AD patients. Donanemab will be available for patients with MCI or mild dementia due to AD with presence of amyloid plaques. We expect the exisiting symptomatic treatment options, cholinesterase inhibitors and memantine, to be used before or during donanemab treatment depending on patient need.
	Patient population: Donanemab will be administered by specialized healthcare services. Patients with dementia in specialized healthcare services are registered in NorKog. In 2021, there were approximately 690 patients registered with dementia and AD diagnosis, it is unknown how many of these have a mild degree of dementia. There were about 820 patients with MCI, but it is unknown how many of these also have or received an AD diagnosis. (NorKog 2023).

Among these MCI and mild dementia patients, it is unknown how many are suitable for donanemab treatment. A further reduction in the number is expected as a subgroup of the MCI patients will receive an AD diagnosis, and similarly, a subgroup of the patients with dementia and AD diagnosis has mild dementia.

	Existing procurements in therapeutic area: No
	Any other medicinal products: To date, no other disease modifying treatments have approval in the EU. 
	Consider supplier: No
	1 Study ID: TRAILBLAZER-ALZ2 (NCT04437511)

	2 Study ID: TRAILBLAZER-ALZ (NCT03367403)

	3 Study ID: TRAILBLAZER-ALZ4 (NCT05108922)

	1 Study type and design: Multicentre, randomised, double-blind, placebo-controlled, 18-month, phase III trial.
	2 Study type and design: Multicentre, randomised, double-blind, placebo-controlled, 18-month, phase II trial.
	3 Study type and design: Multicenter, randomized, open-label, parallel-group, 2-arm, phase III trial.
	1 Objective: The TRAILBLAZER-ALZ 2 trial aimed to confirm and expand upon the results from TRAILBLAZER-ALZ by assessing the efficacy and adverse events of donanemab in a larger and more diverse group of participants.
	2 Objective: The objective of the TRAILBLAZER-ALZ trial was to evaluate the safety, adverse events, and efficacy of donanemab in patients with early symptomatic Alzheimer's disease.
	3 Objective: The study was designed to investigate amyloid plaque clearance with donanemab versus aducanumab in participants with early symptomatic AD.
	1 Population: Included 1736 patients. Important inclusion criteria: diagnosis of early symptomatic AD (mild cognitive impairment or mild dementia), presence of brain amyloid, low-medium or high tau levels (as confirmed by PET scan). Exclusion criteria: central reading of MRI scan undertaken during the screening period showed presence of: ARIA-E, ≥4 cerebral microhemorrhages, more than 1 area of superficial siderosis, any intracerebral hemorrhage >1 cm, severe white matter disease.
	2 Population: Included 257 patients. Important inclusion criteria: age 60-85 years, diagnosis of prodromal AD or mild AD with dementia, MMSE score of 20-28, and amyloid pathology confirmed by PET scan. Exclusion criteria: central reading of MRI scan undertaken during the screening period showed presence of ARIA-E, ≥4 cerebral microhemorrhages, more than 1 area of superficial siderosis, any intracerebral hemorrhage >1 cm, severe white matter disease.
	3 Population: Included 148 patients. Important inclusion criteria: age 50-85 years, gradual and progressive change in memory function reported by the participant or informant for ≥6 months, CDR-Global Score of 0.5 or 1, MMSE score of 20-30, and amyloid pathology confirmed by florbetapir F18 PET scan. Exclusion criteria: significant neurological disease affecting the CNS (other than AD), current serious or unstable medical illnesses, history of clinically significant multiple or severe drug allergies, history of bleeding disorder or use of medications with platelet anti-aggregant or anti-coagulant properties (unless aspirin at ≤325 mg daily), prior or current treatment with donanemab or aducanumab, known allergies to donanemab or aducanumab, and prior or current participation in any immunotherapy study targeting amyloid beta.
	1 Endpoints: Primary: Change from BL in iADRS at W76 (NCS2). Secondary (MMRM): Change from BL in CDR-SB, ADAS-Cog13, ADCS-iADL, MMSE, amyloid plaque levels, brain tau levels, and vMRI at W76. Exploratory: Time to disease progression – CDR-SB Time-PMRM at W76.
	2  Endpoints: Primary: Change in iADRS score from BL to W76. Secondary (MMRM): Change from BL to W76 in CDR-SB, ADAS-Cog13, ADCS-iADL, MMSE, amyloid plaque levels, brain tau levels, and vMRI measures.
	3 Endpoints: Primary: Percentage of participants with amyloid plaque clearance (≤24.1 CL) at 6 months as assessed by florbetapir F18 PET scans. Secondary: Percent change in brain amyloid levels at 6 months, percentage of participants achieving amyloid clearance in the intermediate tau subpopulation, and safety endpoints including frequency and severity of AEs with a focus on ARIA.
	1 Relevant subgroup: Several subgroup analyses were conducted for to support the primary and key secondary efficacy measures. Analyses included those by baseline demographic groups (e.g. age, sex, race, and BMI) and by groups of specific interest in AD (e.g. APOE ɛ4 status, symptomatic medication use, and clinical staging at baseline). 
	2 Relevant subgroup: -
	3 Relevant subgroup: -
	1 Intervention: Intervention (n): Donanemab (873), induced with 700 mg 3x Q4W, followed by maintenance with 1400 mg Q4W up to 72 weeks. Placebo (880) matched to the dosing schedule of the intervention group.
	2 Intervention: Intervention (n): Donanemab (131), induced with 700 mg 3x Q4W, followed by maintenance with 1400 mg Q4W up to 72 weeks. Placebo (126) matched to the dosing schedule of the intervention group.
	3  Intervention: Intervention (n): Donanemab (71), induced with 700 mg 3x Q4W, followed by maintenance with 1400 mg Q4W up to 72 weeks. 
	1 Comparator: Placebo, every 4 weeks for up to 72 weeks.
	2 Comparator: Placebo, every 4 weeks for up to 72 weeks.
	3 Comparator: Aducanumab (69) per USPI: 1 mg/kg IV Q4W (first 2 doses), 3 mg/kg IV Q4W (next 2 doses), 6 mg/kg IV Q4W (next 2 doses), and 10 mg/kg IV Q4W (subsequent doses)
	1 Follow up time: Follow-up period: up to 44 weeks.
Extension period: 78 weeks (ongoing). 
	2 Follow up time: Follow-up period: 48 weeks. 
	3 Follow up time: Follow-up period: 76 weeks
	1 Time perspective: Trial duration: 76 weeks (completed).
	2 Time perspective: Trial duration: 76 weeks (completed).
	3 Time perspective: Trial duration: 76 weeks (ongoing).
	1 Publications: Sims JR, Zimmer JA, Evans CD, Lu M, Ardayfio P, Sparks J, et al. Donanemab in Early Symptomatic Alzheimer Disease: The TRAILBLAZER-ALZ 2 Randomized Clinical Trial. Jama. 2023;330(6):512-27.
	2 Publications: Mintun MA, Lo AC, Duggan Evans C, Wessels AM, Ardayfio PA, Andersen SW, et al. Donanemab in Early Alzheimer's Disease. N Engl J Med. 2021;384(18):1691-704.
	3 Publications: Congress: Salloway S, Lee E, Papka M, Pain A, Oru E, Ferguson MB, et al. TRAILBLAZER-ALZ 4: Topline Study Results Directly Comparing Donanemab to Aducanumab on Amyloid Lowering in Early, Symptomatic Alzheimer's Disease. BJPsych Open. 2023;9(S1):S67-S.

Expected publication: Q4 2024
	Ongoing studies - further information: A long-term extension of trial TRAILBLAZER-ALZ2 (NCT04437511), as well as trials TRAILBLAZER-EXT (NCT04640077) and TRAILBLAZER-ALZ4 (NCT05108922) are ongoing.


	Ongoing studies indications: 
	Type of health economic analysis: Cost-per-QALY analysis and a budget impact analysis. Possibility to show the health gains with donanemab.
	Patient population sungroups: Patients with MCI due to AD and mild AD dementia (aligned with mITT in the TRAILBLAZER-ALZ 2 trial).

 
	Which documentation estimating relative efficacy: Head-to-head TRAILBLAZER-ALZ2 (NCT04437511) trial data versus best supportive care
	Health related quality of life: Patient utility will be based on EQ-5D data. Optional inclusion of caregiver utility will be possible. 
	Expected pharmaceutical budget: To be explored in the budget impact analysis that follows the STA
	Suitable for FINOSE: No

Due to significant differences in healthcare organization, treatment practices, and available resources across countries, we do not expect Joint Nordic HTA Bodies collaboration to reduce the workload or time, but rather increase the complexity of the HTA process. The health economic material and internal preparations for HTA submission are anchored and managed separately in each country and have already been initiated.
	Contact with clinicians at norwegian health trusts: Yes. 

Geir Sælbek: i.a. mapping experts for planned consultancy during fall/winter 2024.

Further engagements are planned with additional experts.

	Spesific circumstances: 
	Andre relevante opplysninger? 2: Abbreviations: Aβ=Amyloid Beta; AD=Alzheimer's Disease; ADAS-Cog13=Alzheimer's Disease Assessment Scale - Cognitive Subscale; ADCS-iADL=Alzheimer's Disease Cooperative Study - Instrumental Activities of Daily Living; AEs=Adverse Events; APOE=Apolipoprotein E; ARIA=Amyloid-Related Imaging Abnormalities; BL=Baseline; CDR-SB=Clinical Dementia Rating Scale - Sum of Boxes; CL=Centiloids; CSF=Cerebrospinal Fluid; CT=Computed Tomography; EMA=European Medicines Agency; iADRS=Integrated Alzheimer's Disease Rating Scale; IgG1=Immunoglobulin G1; IV=Intravenous; MCI=Mild Cognitive Impairment; MMRM=Mixed-Effects Model for Repeated Measures; MMSE=Mini-Mental State Examination; MRI=Magnetic Resonance Imaging; NMDA=N-Methyl-D-Aspartate; NORKOG=Norwegian Register of Persons Assessed for Cognitive Symptoms; PET=Positron Emission Tomography; PMRM=Proportional Means Regression Model; Q4W=Every Four Weeks; USPI=United States Prescribing Information; vMRI=Volumetric Magnetic Resonance Imaging; W76=Week 76; WHO=World Health Organization
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