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 2024-11-25

Health technology developer || Abboxia AB - FrostPharma AB has acquired Abboxia and the MAH will change during 2025

Name Karolina Lindbom

Position BUD Portfolio Management
Telephone

E-mail karolina.lindbom@frostpharma.com

External representation .
Name /Orgapnization PharmaRelations AB

Phone/E-mail Dana Enkusson
+46 70 165 22 44
Dana.Enkusson@pharmarelations.se

PLEASE NOTE: For external
representation, please attach
an authorisation/power of
attorney

Assessment Request Form (English) Version 1.1 (23.06.2023) 1


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

ASSESSMENT REQUEST FORM (ENGLISH) NYE METODER

2 Medicinal product overview

Does the request concern a new
active substance?

Well-established substance
Reference: Well-established use https://www.ema.europa.eu/en/glossary-terms/well-established-use§

Trade name

Abbonate

Generic name

Tranylcyprominsulfat

Marketing authorisation in Norway Yes
ATC code NO6AF04
Mode of administration Oral

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Psychoanaleptics. Antidepressants, Monoamine Oxidase Inhibitors
(MAO inhibitors), non-selective.

Tranylcypromine is a non-selective and irreversible monoamine
oxidase (MAO) inhibitor, affecting both MAO-A and MAO-B
enzymes.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Til behandling av alvorlig depressive episoder hos voksne med
behandlingsresistent alvorlig depressiv lidelse hvor adekvat
behandling med to standard antidepressiva (inkludert trisykliske
antidepressiva) og forsterkning med f.eks. litium ga utilstrekkelig
behandlingsrespons.

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

D2019_116, ID2023_013

Esketamin (Spravato)

Ved behandlingsresistent depresjon
https://www.nyemetoder.no/metoder/esketamin-spravato/

ID2022_018: Ketamin
Behandlingsresistent depresjon
https://www.nyemetoder.no/metoder/ketamin/
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4 Expected timeline

Procedure number for the marketing || SE/H/2485/001/MR
authorisation assessment in EMA

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

Expected date (month/year) of MA granted 02.05.2024
marketing authorisation in Norway

Expected date (quarter/year) for Q2 2025
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?

NA
Which biomarker(s) are relevant and
which publications describe this?
Please refer to publications

NA

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.?

. . No
Pre-analytical requirements

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.

NA

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

NA

6 Description of the disease and current treatments

Description of the disease

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

Major depressive disorder (MDD) is a mood disorder characterized by at least one major depressive episode lasting for at least two weeks, marked by symptoms
such as dysphoria, sadness, emotional numbness, loss of interest, impaired concentration, and somatic changes like sleep disturbances, appetite changes, and
fatigue. Depression is heterogeneous, and symptoms can vary greatly between patients (1). According to the ICD-10, depressive episodes can be categorized as
mild (4 symptoms), moderate (5-6 symptoms), or severe (27 symptoms) (2). However, some patients, especially those with severe depression, do not respond to
treatment after multiple therapies, with treatment-resistant depression typically defined as a lack of response to at least two antidepressants at adequate doses
and durations (1,2).

References

(1) Marx, W., Penninx, B.W.J.H., Solmi, M. et al. Major depressive disorder. Nat Rev Dis Primers 9, 44 (2023). https://doi.org/10.1038/541572-023-00454-1
(2) @degaard KJ. T5.5 Depresjoner [Web page]. Norway: Norsk Legemiddelh&ndbok [updated 04.10.2024; cited 20.11.2024]. Available from:
https://www.legemiddelhandboka.no/T5.5/Depresjoner

Therapeutic area

Specify which field best describes
the method

Muskel-, skjelett- og bindevevssykdommer
Nevrologi

Psykiske lidelser og ruslidelser

Radiologi og nukleaermedisin

Sykdommer i nyrer, urinveier og kignnsorganer

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

The goal of treatment is to alleviate depressive symptoms, improve functioning, and prevent relapse. Treatment is tailored to the individual and often includes a
combination of psychotherapy, pharmacotherapy, and electroconvulsive therapy (ECT). For mild to moderate depression, cognitive behavioral therapy (CBT) or
interpersonal therapy is a first-line option. For moderate to severe depression, selective serotonin reuptake inhibitors (SSRIs) such as fluoxetine or sertraline are
commonly used. In cases of treatment-resistant depression, ECT is used, typically after other treatments have failed. Other options include transcranial direct current
stimulation (tDCS) and repetitive transcranial magnetic stimulation (rTMS), with tDCS being implemented in Norwegian healthcare in 2022 for moderate to severe
depression (1,2).

References

(1) @degaard KJ. T5.5 Depresjoner [Web page]. Norway: Norsk Legemiddelhandbok [updated 04.10.2024; cited 20.11.2024]. Available from:
https://www.legemiddelhandboka.no/T5.5/Depresjoner

(2) Ressberg JI, Malt U. Depresjon [Web page]. Norway: Store medisinske leksikon [updated 11.01.2024; cited 20.11.2024]. Available from: https://sml.snl.no/depresjon
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Prognosis

Describe the prognosis with current
treatment options, including
references

With correct diagnosis and treatment, the prognosis is good. An estimated 80-90% of patients recover. However, the risk of relapse increases with the
number of previous depressive episodes, and individuals with severe depression are at a higher risk of recurrence. The frequency of relapse is high: 25—
40% of patients who recover will experience a new episode within 2 years, 60% within 5 years, and 85% within 15 years (1,2).

References

(1) Helsebiblioteket, BMJ. Depresjon hos voksne [Web page]. Oslo: Norwegian Directorate of Health [updated 09.03.2021; cited 20.11.2024]. Available
from: https://www.helsenorge.no/sykdom/psykiske-lidelser/depresjon/depresjon-voksne/

(2) Rassberg JI, Malt U. Depresjon [Web page]. Norway: Store medisinske leksikon [updated 11.01.2024; cited 20.11.2024]. Available from:
https://sml.snl.no/depresjon

The new medicinal product’s
placement in the treatment algorithm

New treatment option for patients who have not responded adequately
to at least two standard antidepressants (including tricyclic
antidepressants) and augmentation with agents such as lithium.

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

Depressive disorders are among the most prevalent mental health conditions
globally, with women being approximately 50% more likely to be affected than
men (1). In Norway, the 12-month prevalence of depression is estimated to be
4-7%, and the lifetime prevalence ranges from 8-18% (2). Among those with
depression, approximately 15-30% may develop treatment-resistant depression
(TRD), characterized by a lack of response to two or more antidepressant
medications (1). The relevant patient population for tranylcypromine in Norway
is estimated to be approximately 250 patients annually. This estimate is partly
based on data from Sweden and Norway’s purchases of tranylcypromine (10
mg tablet form) prescribed under approval exemption.

References

(1) Marx, W., Penninx, B.W.J.H., Solmi, M. et al. Major depressive disorder. Nat
Rev Dis Primers 9, 44 (2023). https://doi.org/10.1038/541572-023-00454-1

(2) Reneflot A, Aarg LE, Aase H, Reichborn-Kjennerud T, Tambs K, @verland S.
Psykisk helse i Norge [Report]. Norway: Norwegian Institute of Public Health;
2018. Available from: https://www.fhi.no/publ/2018/psykisk-helse-i-norge/

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)?

Yes but not approved by BF

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

Abbonate has been approved via a
Well-Established Use application (WEU) and thus
has a well-documented effect and an acceptable
safety profile.

Placebo-controlled trial: Himmelhoch et al. (1982)

Find more information about relevant studies
on the effect of tranylcypromine on
depression which support its well-established
use in the other information section.

Study type and design

A Double-Blind Study of
Tranylcypromine Treatment
of Major Anergic Depression

Objective

Evaluate the effectiveness and
onset of action of
tranylcypromine as a treatment
for major anergic depression.

Population

Important inclusion
and exclusion criteria

Fifty-nine were included in the
study and randomly assigned to
receive either tranylcypromine or
a placebo for six weeks.

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Tranylcypromine

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Placebo

Endpoints

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

Relevant subgroup
analyses

Description of any
relevant subgroup
analyses
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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

Time perspective
results

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

Publications

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

JM Himmelhoch, CZ Fuchs, BJ
Symons, “A double-blind study of
tranylcypromine treatment of
major anergic depression,” J Nerv
Ment Dis, vol. 170, pp. 628-634,

1982

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

NA

indications?

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

Budget Impact Analysis (BIA) without a model because
tranylcypromine is a well-established treatment with proven
clinical effectiveness, and the focus will be on evaluating its

E.g. cost-per-QALY analysis or cost budget impact following a potential approval.
minimisation analysis

Type of health economic analysis

(Justify the proposal)

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

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

What type of documentation will Based on results from scientific literature.
form the basis for estimating relative
efficacy?

(Direct or indirect evidence)

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

Expected pharmaceutical budget Not yet estimated.
impact per year, in the 5-year period
following a potential approval

11 Suitable for FINOSE?

Can the method be appropriate for No, Abbonate has an approved reimbursement in Sweden.
assessment through FINOSE (yes/no)

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 NA
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/

Abbonate has been approved via a Well Established Use application (WEU) and thus has a
well-documented effect and an acceptable safety profile.

In support of this point, reference is made to a review article and meta-analysis of controlled
studies regarding the effect of tranylcypromine on depression (Ricken et al. 2017). The

Any other relevant information? meta-analysis shows that tranylcypromine is an effective treatment for therapy-resistant
depression, offering significant benefits.

Reference: R. Ricken, S. Ulrich, P. Schlattmann, M. Adli, “Tranylcypromine in mind (Part II):
review of clinical pharmacology and meta-analysis of controlled studies in depression,” Eur
Neuropsychopharmacol, vol. 27, pp. 714-731, 2017.
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	Date: 2024-11-25

	Health technology developer: Abboxia AB  - FrostPharma AB has acquired Abboxia and the MAH will change during 2025
	name: Karolina Lindbom
	Position: BUD Portfolio Management
	Telephone: 
	Email: karolina.lindbom@frostpharma.com
	External representation - name/organizationn - phone/email: PharmaRelations AB
Dana Enkusson
+46 70 165 22 44
Dana.Enkusson@pharmarelations.se
	C2: Yes
	Active substance: Well-established substance 
Reference: Well-established use https://www.ema.europa.eu/en/glossary-terms/well-established-use§
	Trade name: Abbonate
	Generic name: Tranylcyprominsulfat
	Marketing authorisation in norway: Yes
	ATC-code: N06AF04
	Mode of administration: Oral
	Pharmacotherapeutic group: Psychoanaleptics. Antidepressants, Monoamine Oxidase Inhibitors (MAO inhibitors), non-selective.

Tranylcypromine is a non-selective and irreversible monoamine oxidase (MAO) inhibitor, affecting both MAO-A and MAO-B enzymes. 
	expected indication: Til behandling av alvorlig depressive episoder hos voksne med behandlingsresistent alvorlig depressiv lidelse hvor adekvat behandling med to standard antidepressiva (inkludert trisykliske antidepressiva) og forsterkning med f.eks. litium ga utilstrekkelig behandlingsrespons.
	Other indications: No
	Same indications: Yes
D2019_116, ID2023_013
Esketamin (Spravato)
Ved behandlingsresistent depresjon
https://www.nyemetoder.no/metoder/esketamin-spravato/

ID2022_018: Ketamin
Behandlingsresistent depresjon
https://www.nyemetoder.no/metoder/ketamin/ 
	Procedure number for marketing authorisation assessment in EMA: SE/H/2485/001/MR
	Expected date (month/year) of CHMP positive option: NA
	Expected date (month/year) marketing authorisation in norway: MA granted 02.05.2024 
	Expected date (quarter/year) submission of documentation: Q2 2025
	testing for biomaker analysis?: No

	Which biomaker: NA
	Diagnostics preformance: NA
	Establishment of other/new infrastructure: No
	Pre-analytical requirements: No
	Tst extecution: No
	Description of reading of results: NA
	Which patient groups: NA
	Therapeutic area: [Psykiske lidelser og ruslidelser]
	Description of the disease: Major depressive disorder (MDD) is a mood disorder characterized by at least one major depressive episode lasting for at least two weeks, marked by symptoms such as dysphoria, sadness, emotional numbness, loss of interest, impaired concentration, and somatic changes like sleep disturbances, appetite changes, and fatigue. Depression is heterogeneous, and symptoms can vary greatly between patients (1). According to the ICD-10, depressive episodes can be categorized as mild (4 symptoms), moderate (5-6 symptoms), or severe (≥7 symptoms) (2). However, some patients, especially those with severe depression, do not respond to treatment after multiple therapies, with treatment-resistant depression typically defined as a lack of response to at least two antidepressants at adequate doses and durations (1,2).

References
(1) Marx, W., Penninx, B.W.J.H., Solmi, M. et al. Major depressive disorder. Nat Rev Dis Primers 9, 44 (2023). https://doi.org/10.1038/s41572-023-00454-1
(2) Ødegaard KJ. T5.5 Depresjoner [Web page]. Norway: Norsk Legemiddelhåndbok [updated 04.10.2024; cited 20.11.2024]. Available from:https://www.legemiddelhandboka.no/T5.5/Depresjoner
	Cancer treatment: The goal of treatment is to alleviate depressive symptoms, improve functioning, and prevent relapse. Treatment is tailored to the individual and often includes a combination of psychotherapy, pharmacotherapy, and electroconvulsive therapy (ECT). For mild to moderate depression, cognitive behavioral therapy (CBT) or interpersonal therapy is a first-line option. For moderate to severe depression, selective serotonin reuptake inhibitors (SSRIs) such as fluoxetine or sertraline are commonly used. In cases of treatment-resistant depression, ECT is used, typically after other treatments have failed. Other options include transcranial direct current stimulation (tDCS) and repetitive transcranial magnetic stimulation (rTMS), with tDCS being implemented in Norwegian healthcare in 2022 for moderate to severe depression (1,2).

References
(1) Ødegaard KJ. T5.5 Depresjoner [Web page]. Norway: Norsk Legemiddelhåndbok [updated 04.10.2024; cited 20.11.2024]. Available from:https://www.legemiddelhandboka.no/T5.5/Depresjoner
(2) Røssberg JI, Malt U. Depresjon [Web page]. Norway: Store medisinske leksikon [updated 11.01.2024; cited 20.11.2024]. Available from: https://sml.snl.no/depresjon
	Cancer: [* Ingen Kreftsykdom]
	Prognosis: With correct diagnosis and treatment, the prognosis is good. An estimated 80–90% of patients recover. However, the risk of relapse increases with the number of previous depressive episodes, and individuals with severe depression are at a higher risk of recurrence. The frequency of relapse is high: 25–40% of patients who recover will experience a new episode within 2 years, 60% within 5 years, and 85% within 15 years (1,2).
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(1) Helsebiblioteket, BMJ. Depresjon hos voksne [Web page]. Oslo: Norwegian Directorate of Health [updated 09.03.2021; cited 20.11.2024]. Available from: https://www.helsenorge.no/sykdom/psykiske-lidelser/depresjon/depresjon-voksne/
(2) Røssberg JI, Malt U. Depresjon [Web page]. Norway: Store medisinske leksikon [updated 11.01.2024; cited 20.11.2024]. Available from:https://sml.snl.no/depresjon
	The new medicinal product: New treatment option for patients who have not responded adequately to at least two standard antidepressants (including tricyclic antidepressants) and augmentation with agents such as lithium.
	Patient population: Depressive disorders are among the most prevalent mental health conditions globally, with women being approximately 50% more likely to be affected than men (1). In Norway, the 12-month prevalence of depression is estimated to be 4-7%, and the lifetime prevalence ranges from 8-18% (2). Among those with depression, approximately 15-30% may develop treatment-resistant depression (TRD), characterized by a lack of response to two or more antidepressant medications (1). The relevant patient population for tranylcypromine in Norway is estimated to be approximately 250 patients annually. This estimate is partly based on data from Sweden and Norway’s purchases of tranylcypromine (10 mg tablet form) prescribed under approval exemption.
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	Existing procurements in therapeutic area: No
	Any other medicinal products: Yes but not approved by BF
	Consider supplier: No
	1 Study ID: Abbonate has been approved via a Well-Established Use application (WEU) and thus has a well-documented effect and an acceptable safety profile.
Placebo-controlled trial: Himmelhoch et al. (1982) 
	2 Study ID: Find more information about relevant studies on the effect of tranylcypromine on depression which support its well-established use in the other information section.
	3 Study ID: 
	1 Study type and design: A Double-Blind Study of Tranylcypromine Treatment of Major Anergic Depression
	2 Study type and design: 
	3 Study type and design: 
	1 Objective: Evaluate the effectiveness and onset of action of tranylcypromine as a treatment for major anergic depression. 
	2 Objective: 
	3 Objective: 
	1 Population: Fifty-nine were included in the study and randomly assigned to receive either tranylcypromine or a placebo for six weeks.
	2 Population: 
	3 Population: 
	1 Endpoints: 
	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: 
	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: Tranylcypromine
	2 Intervention: 
	3  Intervention: 
	1 Comparator: Placebo
	2 Comparator: 
	3 Comparator: 
	1 Follow up time: 
	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: 
	2 Time perspective: 
	3 Time perspective: 
	1 Publications: JM Himmelhoch, CZ Fuchs, BJ Symons, “A double-blind study of tranylcypromine treatment of major anergic depression,” J Nerv Ment Dis, vol. 170, pp. 628–634, 1982
	2 Publications: 
	3 Publications: 
	Ongoing studies - further information: NA
	Ongoing studies indications: NA
	Type of health economic analysis: Budget Impact Analysis (BIA) without a model because tranylcypromine is a well-established treatment with proven clinical effectiveness, and the focus will be on evaluating its budget impact following a potential approval.
	Patient population sungroups: Patients according to indication.
	Which documentation estimating relative efficacy: Based on results from scientific literature. 
	Health related quality of life: NA
	Expected pharmaceutical budget: Not yet estimated.
	Suitable for FINOSE: No, Abbonate has an approved reimbursement in Sweden. 
	Contact with clinicians at norwegian health trusts: No
	Spesific circumstances: NA
	Andre relevante opplysninger? 2: Abbonate has been approved via a Well Established Use application (WEU) and thus has a well-documented effect and an acceptable safety profile.

In support of this point, reference is made to a review article and meta-analysis of controlled studies regarding the effect of tranylcypromine on depression (Ricken et al. 2017). The meta-analysis shows that tranylcypromine is an effective treatment for therapy-resistant depression,  offering significant benefits.

Reference: R. Ricken, S. Ulrich, P. Schlattmann, M. Adli, “Tranylcypromine in mind (Part II): review of clinical pharmacology and meta-analysis of controlled studies in depression,” Eur Neuropsychopharmacol, vol. 27, pp. 714–731, 2017.


