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

19th of September, 2023

Health technology developer

AbbVie

Name Martin Eriksson
Position HTA & HEOR Manager
Telephone +46 72 242 26 17
E-mail

martin.eriksson@abbvie.com

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 No

active substance?

Trade name Venclyxto
Generic name venetoclax
Marketing authorisation in Norway || AbbVie
ATC code LO1XX52
Mode of administration Tablet

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Venetoclax selectively binds to BCL-2, freeing pro-apoptotic
proteins and hence enabling them to initiate the apoptosis process
leading to CLL cell death.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Venetoklaks (Venclyxto) i kombinasjon med obinituzumab til
behandling av voksne pasienter med tidligere ubehandlet kronisk
lymfatisk leukemi (KLL) og som ikke har del(17p)/TP53 eller del

(110q).

3 Assessment history

Has the medicinal product previously
been assessed by Nye metoder for
other indications?

If yes, enter the Nye metoder ID
number

Kronisk lymfatisk leukemi (KLL):
V+0:1D2019 100, ID2022_002
(V+R: 1D2018_017, ID2019_096)

(AML, Venclyxto in combination with azacitidine: ID2020_087)

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

If yes, enter the Nye metoder ID
number

No, not for this exact subpopulation.
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4 Expected timeline

Procedure number for the marketing || |ndication is already approved
authorisation assessment in EMA

Expected date (month/year) of CHMP| | |ngication is already approved
positive opinion

Expected date (month/year) of At
marketing authorisation in Norway Indication is already approved

Expected date (quarter/year) for October 2023.
submission of documentation to
Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

No
Will the new method require
diagnostic testing for biomarker
analysis?

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

Please refer to publications

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.
require establishment of other/new
infrastructure?

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

Pre-analytical requirements No.

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.

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

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

6 Description of the disease and current treatments

Description of the disease

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

Chronic Lymphocytic Leukemia (CLL) is an incurable hematological malignancy with
profound impact on quality of life. Typical symptoms of CLL include enlarged lymph
nodes, hepatomegaly or splenomegaly, recurring infections, weight-loss, bleeding
symptoms, fatigue and severe sweating at night. Decreased normal white blood cell
function, referred to as leukopenia, increases the risk of infection, a major cause of
death in CLL.

Therapeutic area

Specify which field best describes
the method

Kreftsykdommer (velg kreftomrade i neste kolonne)*
Lunge- og luftveissykdommer

Mage- og tarmsykdommer

Muskel-, skjelett- og bindevevssykdommer

Nevroloaqi

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

Chemoimmunotherapies:

FCR: Fludarabine, cyclophosphamide and rituximab

BR: Bendamustine and rituximab
https://www.helsedirektoratet.no/retningslinjer/maligne-blodsykdommer-h
andlingsprogram/kronisk-lymfatisk-leukemi-kll/behandling
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Prognosis

Describe the prognosis with current
treatment options, including
references

FCR had an overall response rate of 84%, BR 75%.

PFS at 5 years around 40% for FCR and 30% for BR.

OS at 5 years around 70% for FCR and 47% for BR.

(Sylvan, S.E., et al., First-line therapy in chronic lymphocytic leukemia: a Swedish
nation-wide real-world study on 1053 consecutive patients treated between 2007 and
2013. Haematologica, 2019. 104(4): p. 797-804.)

The new medicinal product’s
placement in the treatment algorithm

First line treatment of CLL.

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

According to data purchased from kreftregistret, in 2017 the
median age was is 71 for men and 70 for women. Average age is
70 for both genders.

"incidence of 3.6/100 000/year (4.8 million inhabitants in Norway
2009 —2010) for all CLL" (Chronic lymphocytic leukaemia in
Norway — incidence and prognostic markers at diagnosis, Tidsskr
Nor Legeforen 2012 s132: 2056-9 doi: 10.4045/tidsskr.11.1349)

Number of treatment demanding patients per year would be
around 120 patients. This is based on a Swedish registry report and
internal estimations. [Regionalt Cancercentrum. (2016) Nationellt
kvalitetsregister KLL rapport 2016]

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

Yes.

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

No. Venclyxto and obinutuzumab are available but not for these
patients. Rituximab is a less potent CD20-inhibitor available, but
there is no other BCL-2 inhibitor available.

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

No. V+0 is superior to chemoimmunotherapies.
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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

CLL13
NCT02950051

RCT, phase 3, open-label

and exclusion criteria

Study type and design
Evaluate efficacy vs CIT
Objective (chemoimmunotherapy:
BR/FCR)
. Eligible patients: <6 on the Cumulative
POpU/Gt'IOI’) lliness Rating Scale, normal creatinine
Important inclusion clearance (=70 ml per minute), and ECOG

performance-status score of 0 to 2.
No del(17p) or TP53.

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Venetoclax + obinutuzumab in 28-day cycles:
0 -100 mg day 1, 900 mg day 2, 1000 mg on
day 8 and 15 of cycle 1. Day 1 of subsequent 5
cycles, 1000 mg.

V - Cycle 2: 50 mg/day days 1-7, 100 mg day
8-14, 200 mg 15-21, 400 mg 22-28. Cycle 3-12:
400 mg/day.

Comparator (n)

Dosage, dosing
interval, duration of
treatment

CIT: FCR or BR in six 28-day cycles.
FCR: F-25 mg/m2, C-250 mg/m2 day
1-3 of each cycle. BR: B-90 mg/m2 day
1-2, R-375 mg/m2 day 1 cycle 1, 500
mg/m2 on day one of next five cycles.

Endpoints

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

Primary: undetectable minimal residual
disease (sensitivity, <10-4 [i.e., <1 CLL
cell in 10,000 leukocytes]) as assessed by
flow cytometry in peripheral blood at
month 15 and PFS. Secondary:
undetectable minimal residual disease in
peripheral blood at months 2, 9, and 12;
undetectable minimal residual disease in
bone marrow at final restaging; overall
and complete response; safety; overall
and event-free survival; time to the next
treatment for CLL

Relevant subgroup
analyses

Description of any
relevant subgroup
analyses

Age (<65 years or

>65 years as this
determined FCR or BR
treatment)
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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

Ongoing: Median
follow-up time of 38.8
months available.

Estimated Study
Completion Date:
February 28, 2025

Time perspective
results

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

Median follow-up time of 38.8
months available. Availability of
future data cut-offs for AbbVie to
submit to NoMA is uncertain, as
AbbVie has restricted rights to
data.

Publications

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

First-Line Venetoclax
Combinations in Chronic
Lymphocytic Leukemia,
NEJM, May 11 2023

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

No.

indications?

Are there ongoing or planned studies || Yes
for the medicinal product for other
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10 Expected health economic documentation
Enter information about the expected health economic analysis

) ) Cost-utility analysis (cost per QALY).
Type of health economic analysis

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

(Justify the proposal)

The patient population on which the First line treatment of previously untreated CLL patients without
health economic analysis is based, del(17p)/TP53.
including any subgroups.

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

What type of documentation will Direct evidence from CLL13 StUdy.
form the basis for estimating relative
efficacy?

(Direct or indirect evidence)

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

Expected pharmaceutical budget 10 M NOK year 1, followed by Savings of 10M year 2,30 M year 3,

impact per year, in the 5-year period 60 M year 4 and 5.
following a potential approval

11 Suitable for FINOSE?

Can the method be appropriate for No. The combination is already in use for these patients in FINOSE
assessment through FINOSE (yes/no) area, although not in Norway.

If no, why not?
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12 Other relevant information
Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with No.
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)

Are there specific circumstances No.
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/

V+0 is reimbursed and used widely in the world for patients with previously
untreated CLL without 17p-deletion/TP53-mutation or 11g-deletion.

Discussions have been ongoing with NoMA and Bestillerforum for re-evaluation
Any other relevant information? where a decision was taken (17.01.2022) that AbbVie can come back for
re-evaluation when results from the CLL-13 study is available (which is now the
case). We accept this decision and as we do not need to add any
"tilleggsinformasjon”, we believe a decision could be made by Bestillerforum
during the October meeting.
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	Position: HTA & HEOR Manager
	Telephone: +46 72 242 26 17
	Email: martin.eriksson@abbvie.com
	External representation - name/organizationn - phone/email: -
	C2: Yes
	Active substance: No
	Trade name: Venclyxto
	Generic name: venetoclax
	Marketing authorisation in norway: AbbVie
	ATC-code: L01XX52
	Mode of administration: Tablet
	Pharmacotherapeutic group: Venetoclax selectively binds to BCL-2, freeing pro-apoptotic proteins and hence enabling them to initiate the apoptosis process leading to CLL cell death.
	expected indication: Venetoklaks (Venclyxto) i kombinasjon med obinituzumab til behandling av voksne pasienter med tidligere ubehandlet kronisk lymfatisk leukemi (KLL) og som ikke har del(17p)/TP53 eller del(11q).
	Other indications: Kronisk lymfatisk leukemi (KLL):
V+O: ID2019_100, ID2022_002
(V+R: ID2018_017, ID2019_096)

(AML, Venclyxto in combination with azacitidine: ID2020_087)
	Same indications: No, not for this exact subpopulation.
	Procedure number for marketing authorisation assessment in EMA: Indication is already approved
	Expected date (month/year) of CHMP positive option: Indication is already approved
	Expected date (month/year) marketing authorisation in norway: Indication is already approved
	Expected date (quarter/year) submission of documentation: October 2023.
	testing for biomaker analysis?: No
	Which biomaker: -
	Diagnostics preformance: -
	Establishment of other/new infrastructure: No.
	Pre-analytical requirements: No.
	Tst extecution: No.
	Description of reading of results: -
	Which patient groups: -
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: Chronic Lymphocytic Leukemia (CLL) is an incurable hematological malignancy with profound impact on quality of life. Typical symptoms of CLL include enlarged lymph nodes, hepatomegaly or splenomegaly, recurring infections, weight-loss, bleeding symptoms, fatigue and severe sweating at night. Decreased normal white blood cell function, referred to as leukopenia, increases the risk of infection, a major cause of death in CLL.
	Cancer treatment: Chemoimmunotherapies:
FCR: Fludarabine, cyclophosphamide and rituximab
BR: Bendamustine and rituximab
https://www.helsedirektoratet.no/retningslinjer/maligne-blodsykdommer-handlingsprogram/kronisk-lymfatisk-leukemi-kll/behandling
	Cancer: [Blod- beinmargs- og lymfekreft]
	Prognosis: FCR had an overall response rate of 84%, BR 75%.
PFS at 5 years around 40% for FCR and 30% for BR.
OS at 5 years around 70% for FCR and 47% for BR.
(Sylvan, S.E., et al., First-line therapy in chronic lymphocytic leukemia: a Swedish nation-wide real-world study on 1053 consecutive patients treated between 2007 and 2013. Haematologica, 2019. 104(4): p. 797-804.)
	The new medicinal product: First line treatment of CLL.
	Patient population: According to data purchased from kreftregistret, in 2017 the median age was is 71 for men and 70 for women. Average age is 70 for both genders.

"incidence of 3.6/100 000/year (4.8 million inhabitants in Norway 2009 – 2010) for all CLL" (Chronic lymphocytic leukaemia in Norway – incidence and prognostic markers at diagnosis, Tidsskr Nor Legeforen 2012 s132: 2056-9 doi: 10.4045/tidsskr.11.1349)

Number of treatment demanding patients per year would be around 120 patients. This is based on a Swedish registry report and internal estimations. [Regionalt Cancercentrum. (2016) Nationellt kvalitetsregister KLL rapport 2016]
	Existing procurements in therapeutic area: Yes.
	Any other medicinal products: No. Venclyxto and obinutuzumab are available but not for these patients. Rituximab is a less potent CD20-inhibitor available, but there is no other BCL-2 inhibitor available.
	Consider supplier: No. V+O is superior to chemoimmunotherapies.
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NCT02950051
	2 Study ID: 
	3 Study ID: 
	1 Study type and design: RCT, phase 3, open-label
	2 Study type and design: 
	3 Study type and design: 
	1 Objective: Evaluate efficacy vs CIT (chemoimmunotherapy: BR/FCR)
	2 Objective: 
	3 Objective: 
	1 Population: Eligible patients: ≤6 on the Cumulative Illness Rating Scale, normal creatinine clearance (≥70 ml per minute), and ECOG performance-status score of 0 to 2.
No del(17p) or TP53.
	2 Population: 
	3 Population: 
	1 Endpoints: Primary: undetectable minimal residual disease (sensitivity, <10−4 [i.e., <1 CLL cell in 10,000 leukocytes]) as assessed by flow cytometry in peripheral blood at month 15 and PFS. Secondary: undetectable minimal residual disease in peripheral blood at months 2, 9, and 12; undetectable minimal residual disease in bone marrow at final restaging; overall and complete response; safety; overall and event-free survival; time to the next treatment for CLL
	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: Age (≤65 years or
>65 years as this determined FCR or BR treatment)
	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: Venetoclax + obinutuzumab in 28-day cycles:
O - 100 mg day 1, 900 mg day 2, 1000 mg on day 8 and 15 of cycle 1. Day 1 of subsequent 5 cycles, 1000 mg.
V - Cycle 2: 50 mg/day days 1-7, 100 mg day 8-14, 200 mg 15-21, 400 mg 22-28. Cycle 3-12: 400 mg/day.
	2 Intervention: 
	3  Intervention: 
	1 Comparator: CIT: FCR or BR in six 28-day cycles. FCR: F-25 mg/m2, C-250 mg/m2 day 1-3 of each cycle. BR: B-90 mg/m2 day 1-2, R-375 mg/m2 day 1 cycle 1, 500 mg/m2 on day one of next five cycles.
	2 Comparator: 
	3 Comparator: 
	1 Follow up time: Ongoing: Median follow-up time of 38.8 months available.

Estimated Study Completion Date: February 28, 2025
	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: Median follow-up time of 38.8 months available. Availability of future data cut-offs for AbbVie to submit to NoMA is uncertain, as AbbVie has restricted rights to data.
	2 Time perspective: 
	3 Time perspective: 
	1 Publications: First-Line Venetoclax Combinations in Chronic Lymphocytic Leukemia, NEJM, May 11 2023
	2 Publications: 
	3 Publications: 
	Ongoing studies - further information: No.
	Ongoing studies indications: Yes.
	Type of health economic analysis: Cost-utility analysis (cost per QALY).
	Patient population sungroups: First line treatment of previously untreated CLL patients without del(17p)/TP53.
	Which documentation estimating relative efficacy: Direct evidence from CLL13 study.
	Health related quality of life: Studies from literature.
	Expected pharmaceutical budget: 10 M NOK year 1, followed by savings of 10M year 2, 30 M year 3, 60 M year 4 and 5.
	Suitable for FINOSE: No. The combination is already in use for these patients in FINOSE area, although not in Norway.
	Contact with clinicians at norwegian health trusts: No.
	Spesific circumstances: No.
	Andre relevante opplysninger? 2: V+O is reimbursed and used widely in the world for patients with previously untreated CLL without 17p-deletion/TP53-mutation or 11q-deletion.

Discussions have been ongoing with NoMA and Bestillerforum for re-evaluation where a decision was taken (17.01.2022) that AbbVie can come back for re-evaluation when results from the CLL-13 study is available (which is now the case). We accept this decision and as we do not need to add any "tilleggsinformasjon", we believe a decision could be made by Bestillerforum during the October meeting.


