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 16.11.2024

Health technology developer || Gilead Sciences

Name Erik A. Stene

Position Associate Director Market Access Norway/Nordics
Telephone +47 947 97210

E-mail erik.stene@gilead.com

External representation
Name/Organization
Phone/E-mail

NA

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 Livdelzi
Generic name Seladelpar

Marketing authorisation in Norway

Gilead Sciences Norway AS

ATC code

To be confirmed

Mode of administration

Capsule for oral use

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Seladelpar is a selective PPAR-delta agonist. Expressed in
hepatocytes, Kupffer cells, and hepatic stellate cells, PPAR-delta
activation is associated with reduced bile acid synthesis,
suppression of inflammatory cytokines, and inhibition of hepatic
stellate cell proliferation and activation, among other important
metabolic effects.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Seladelpar er en peroksisom proliferator-aktivert reseptor
(PPAR)-delta-agonist indisert for behandling av primeer biliger
kolangitt (PBC) i kombinasjon med ursodeoksykolsyre (UDCA) hos
voksne som har utilstrekkelig respons pa UDCA, eller som
monoterapi hos pasienter som ikke kan tolerere UDCA (TBC).

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, elafibranor with 1D2024_024.
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4 Expected timeline

Procedure number for the marketing || EMEA/H/C/004692
authorisation assessment in EMA

Expected date (month/year) of CHMP January 2025
positive opinion

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

Expected date (quarter/year) for Q12025
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?

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

N/A

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 N/A

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.

N/A

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

N/A

6 Description of the disease and current treatments

Description of the disease

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

PBCis arare, progressive, chronic autoimmune disease of the liver, characterised by the slow destruction of small intrahepatic bile ducts [3,7]. This
prevents the flow of bile, causing it to build up in the liver in a process known as cholestasis, which leads to scarring of the liver (fibrosis) and can
progress to severe scarring (cirrhosis), liver failure and death [1]. Many patients with PBC are asymptomatic at diagnosis, but usually accumulate a range
of symptoms and comorbidities as the disease progresses [3,8,9]. These include pruritus, fatigue, bone ache, depression and cognitive dysfunction, with
pruritus (itching) and fatigue being the most common symptoms and affecting up to 70% and 80% of patients, respectively [4-7]. End-stage PBC is
associated with progressive jaundice, malnutrition, portal hypertension and liver failure, which can lead to premature death in the absence of a liver
transplant [14]. Patients with PBC experience a significant humanistic burden from diagnosis through to end-stage disease, and the high symptom
burden can significantly impact both patients’ health-related quality of life (HRQoL) as well as the ability to perform activities of daily living [8,9]. Pruritus,
which is present in up to 80% of patients with PBC, can affect the whole body and be severe and disabling. Severe pruritus may also limit daily activities,
disrupt sleep, and cause fatigue, depression and even suicidal tendencies, with patients with clinically significant pruritus reporting worse QoL than those
with more mild pruritus.

Therapeutic area

Specify which field best describes
the method

Gynekologiske sykdommer og fgdsel
Hjerte- og karsykdommer
Hudsykdommer

Immunologi

Infeksionssykdommer

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

UDCA s the only available first-line treatment for PBC, and the backbone of later lines of treatment. Several qualitative scoring systems have been developed to assess biochemical response to treatment
in patients with PBC, of which both the Paris-ll and Toronto scoring systems are used in Norway [1). In some hospitals, response is assessed using other sets of criteria (which are all in accordance with the
European Association for the Study of the Liver [EASL] Clinical Practice Guidelines for PBC) [1]. There is no consensus definition for an “inadequate response”, but regardless of the response

used, the response is generally done after 1 year. If the patient's response to UDCA is evaluated positive, the patient continues with regular follow-up visits. However, up to
50 of patients are intolerant to UDCA, and about 30-40% of PBC patients in Norway would be assessed to have an inadequate response to first-line UDCA (depending on the response definition used)
[10-12]. For patients who have an inadequate response to or do not tolerate UDCA, the only currently licensed second-line therapy for PBC is obeticholic acid (Ocaliva), which previously could be
prescribed on H-prescription in Norway [11,13]. In patients who have an inadequate response to UDCA, Ocaliva is administered in combination with UDCA, while it is used as monotherapy in patients
intolerant to UDCA [18]. However, there is an ongoing process in EMA regarding potential withdrawal of marketing authorization of Ocaliva:
hitps://www.dmp. trekkes-tilbake. In this statement, NOMA also (still) states that no new patients should be started on Ocaliva.If this process ends up with a
withdrawal of Ocaliva's Marketing Authorisation, there will be an even greater need for a new medicine for this rare but very severely il patient group. Regardless of the treatment line, for patients with
PBC who do not respond adequately to treatment and so progress to cirrhosis and liver failure, liver transplantation is currently the only treatment option available to prevent premature death [14]
However, as off-label treatments, fibrates are not approved for the treatment of PBC by any regulatory bodies, and are also associated with safety limitations. Fibrates may lead to creatinine elevation,
raising concerns about nephrotoxicity, and approximately 5-10% of patients, especially those on bezafibrate, experience musculoskeletal pain. Both fenofibrate and bezafibrate are contraindicated in
those with renal impairment, as well as those with hepatic impairment for bezafibrate and those with active liver disease for fenofibrate. Further, the efficacy of bezafibrate is limited in patients with
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Prognosis

Describe the prognosis with current
treatment options, including
references

Delayed diagnosis, which occurs in approximately 25% of cases, negatively impacts PBC prognosis, as patients with a delayed diagnosis are likely to have later-stage PBC than those with an earlier
diagnosis and may therefore be more difficult to treat [15]. About 30-40% of PBC patients in Norway would be assessed to have an inadequate response to first-line UDCA (depending on the response
definition used), leaving them at increased risk of disease progression and further complications [11-12]. Studies have shown that UDCA does not improve outcomes such s all-cause mortality, liver
or or [2,16,17]. Ocaliva, the only currently licensed seconc-line therapy for PBC patients, has limitations in its efficacy, and in addition to this, has a
significant side effect burden, increasing both pruritus and fatigue in patients with PBC, with exacerbated pruritus leading to discontinuation in 105 of Ocaliva-treated patients in the POISE trial [16].

For patients who do not adequately respond to currently available treatments and progress to cirrhosis and severe disease, or suffer with severe medically resistant pruritus, liver transplant is required
[1]. Liver transplant has 5-year patient survival rate of 80-85%. However, symptoms of PBC, including fatigue, often persist after transplant. Recurrence of PBC has also been reported in patients
receiving a liver transplant; following orthotopic liver transplant, recurrent PBC i estimated to occur in 9-35% of individuals within 1.6-6.5 years [17]. As PBC advances, patients may also develop
complications such as hepatocellular carcinoma (HCC), for which there are very limited effective treatments to improve survival [18]. Data from an historical UK cohort (N=770) suggests that the average
survival of patients with PBC receiving no o suboptimal treatment is approximately 10 years from presentation, with 26% of patients developing liver failure within 10 years of diagnosis [19]. Overall
5-year survival and transplant-free survival was also lower in people with cirrhosis compared with those without (809% vs. 93% for both estimates) [20].

Data from a Swedish population-based cohort support an increased risk of death in those with PBC compared to those without, and also highlight differences by gender; only 37% of men and 59% of

The new medicinal product’s
placement in the treatment algorithm

Seladelpar is expected to be placed as second-line treatment in combination with UDCA in adults with an
inadequate response to UDCA, or as monotherapy in adults who are intolerant to UDCA, as an alternative to
other 2nd line treatments like Ocaliva or Igirvo. A clinical expert has indicated that fibrates will be used as a
last line treatment opportunity if there are registered medicines on the market available to use, also given
that it is a non-registered medicine in Norway with no marketing authorisation.

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

Most patients present with PBC between 40-60 years of age; however, cases have
been reported in individuals as young as 15 years [4,23]. PBC is more common in
female individuals than males (9:1 female:male ratio); however, male patients tend to
have more advanced disease at diagnosis, likely due to delayed presentation [3,8,10].

PBC is a rare disease. In Norway, the prevalence of PBC is estimated to be 216/million
(1,166 patients) and the incidence is estimated to be 18/million/year (97
patients/year), calculated using average prevalence and incidence estimates from
Sweden, Finland and Denmark [24-26]. The size of the patient population covered by
the second-line PBC indication for seladelpar depends on the criteria used to assess
the response to first-line treatment, as described in the "Current treatment" section.
Assuming that the Toronto scoring system is the one used, up to 50-80 patients in the
prevalent patient pool would be expected to receive seladelpar treatment, if no other
2nd line treatment exist. This estimate is based on first-line treatment response rates
reported with the Toronto scoring system in Sweden and assuming that not all
prevalent non-responders will actually receive second-line treatment [12]. Around
5-10 new patients would be expected to receive seladelpar treatment each year based
on the same assumptions, also depending on whether Ocaliva remains on market.

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

Yes, the tender for "Sjeldne sykdommer" includes Ocaliva.

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

No, Ocaliva is a semi-synthetic bile acid and selective farnesoid X receptor (FXR)
agonist, whereas seladelpar is a peroxisome proliferator-activated receptor
(PPAR)-delta agonist.

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

No, due to its uniqgue mechanism of action, seladelpar acts upon
complementary pathways in PBC, resulting in additional therapeutic benefits
compared with existing and other upcoming treatments on the market.
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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

RESPONSE: A Placebo-controlled, Randomized, Phase 3 Study to Evaluate the
Efficacy and Safety of Seladelpar in Patients With Primary Biliary Cholangitis
(PBC) and an Inadequate Response to or an Intolerance to Ursodeoxycholic
Acid (UDCA)

NCT04620733

https://cli 1046207

Study type and design

Phase 3, randomised,
double-blind, placebo
controlled trial with treatment
duration up to 12 months.

Objective

The purposes of this study are to evaluate the treatment effect of
seladelpar on composite biochemical improvement in cholestasis
markers based on ALP and total bilirubin and to evaluate the safety
of seladelpar over 12 months of treatment compared to placebo.

The study also checked the effect of treatment on the symptoms of
PBC, including pruritus. In the study they also messured the change
in pruritus from baseline to month 6 among patients.

Population

Important inclusion
and exclusion criteria

Inclusion:
18 Years to 75 Years (Adult, Older Adult)

Ursodeoxycholic acid (UDCA) for the past 12 months (stable dose for >3
months prior to screening) or intolerant to UDCA (last dose of UDCA >3
months prior to screening).

Laboratory parameters measured by the Central Laboratory at screening:

Alkaline phosphatase (ALP) 21.67x ULN (upper limit of normal)

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Seladelpar 10mg capsule daily for
up to 12 months. If
down-titration needed,
Seladelpar 5mg capsule daily for
up to 12 months.

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Placebo one capsule daily
for up to 12 months.

Endpoints

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

Primary:

Percentage of Participants With Response Criteria for the
Composite Endpoint of ALP <1.67 x Upper Limit of Normal
(ULN), 215% Reduction in ALP, and Total Bilirubin < 1.0x ULN at
Month 12

Percentage of Participants With Treatment-emergent Adverse
Events (TEAEs) and Serious TEAEs

Percentage of Participants With Shift of > 2 CTCAE Grades From
Baseline in Treatment-emergent Laboratory Abnormalities
Related to Hematology and Select Liver Biochemistry

Secondary:
Percentage of Participants With ALP <1.0x ULN at Month 12

Change From Baseline in Weekly Averaged Pruritus Numerical
Rating Scale (NRS) in Participants With NRS > 4 at Month 6

measurement
Relevant su bgrou p Subgroup analyses were performed for:
- Different levels of baseline ALP

analyses - Different levels of total bilirubin

.. - Cirrhosis status
Description of any || _pruritus NRs stratification
relevant subgroup - UDCA use
analyses - Prior use of OCA and /or fibrates
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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

12 months, completed.

Time perspective
results

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

Completed.

Publications

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

A Phase 3 Trial of Seladelpar in
Primary Biliary Cholangitis;
Gideon et al; N Engl J Med
2024;390:783-794;
https://www.nejm.org/doi/full/1
0.1056/NEJM0a2312100

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

ASSURE: An Open Label Long-Term Study to Evaluate the Safety and
Tolerability of Seladelpar in Subjects With Primary Biliary Cholangitis
(PBC) - NCT03301506

ASSURE is still enrolling patients for a study with a time frame of 60
months, so there will be many years until new data reported.

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

indications?

IDEAL: NCT06060665; A 52-week, Double-blind, Placebo-controlled, Randomized, Phase 3 Study Intended to Determine the Effects of Seladelpar on
Normalization of Alkaline Phosphatase Levels in Subjects With Primary Biliary Cholangitis (PBC) and an Incomplete Response or Intolerance to Ursodeoxycholic
Acid (UDCA). IDEAL enrolls patients within the same indication but lower levels of ALP 1 - 1.67 ULN at baseline. (as compared to >1.67 x ULN for RESPONSE).

AFFIRM: NCT06051617; A Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the Effect of Seladelpar on Clinical Outcomes in Patients With
Primary Biliary Cholangitis (PBC) and Compensated Cirrhosis
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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)

We propose that seladelpar undergoes a cost-utility analysis,
often referred to as "lgp C" in Norway. This since no other
evaluations have been done within this field, and
cost-effectiveness should be established.

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.

Expected label population based on RESPONSE.

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

(Direct or indirect evidence)

Head-to-head (vs. UDCA monotherapy/no treatment), as per the clinical study comparator. The only way to get credible results of such an
analysis is if the clinical study is used as source for the health economic analysis. Off-label fibrates are used to a little extent for these patients,
for those not achieving sufficient results with UDCA only or with Ocaliva. NOMA/EMA has not given any marketing authorisation for this
indication, only a few countries gave marketing authorisation through national procedure, where one reason for this can be safety issues. We
expect fibrates to be used after seladelpar according to a clinical expert so that fibrates is not a comparator in this situation either. The
Swedish Marschall et al paper suggests that fibrates are used only in 0,5% of 2L patients (Marschall, HU., Henriksson, I, Lindberg, S. etal.;
Incidence, prevalence, and outcome of primary biliary cholangitis in a nationwide Swedish population-based cohort.

SciRep 9, 11525 (2019)).

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

The pivotal clinical study includes health related quality of life data.
The disease specific instrument PBC-40 was used in the study and
will me mapped over to EQ-5D for the health economic model.

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

Limited, to be calculated in submission. We expect an insidence of 5-10 patients per
year and a prevalence of 50-80 patients (current patient number on Ocaliva according
to prescription registry data), but that number also depends on what other medicines
are available for prescription if UDCA is not enough.

11 Suitable for FINOSE?

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

If no, why not?

No, since there are significant differences in national treatment
standards and practices. We do not currently plan to launch in all
Nordic markets either. A document pack for Norway is already
under preparation with external vendor.
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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)

Kristin Kaasa Jgrgensen. Initial talk about treatment of PBC in
Norway. She is asked to validate the assumptions in the health

economic model as a clinical expert.

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/

No

Any other relevant information?
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	Trade name: Livdelzi
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	Marketing authorisation in norway: Gilead Sciences Norway AS
	ATC-code: To be confirmed
	Mode of administration: Capsule for oral use
	Pharmacotherapeutic group: Seladelpar is a selective PPAR-delta agonist. Expressed in hepatocytes, Kupffer cells, and hepatic stellate cells, PPAR-delta activation is associated with reduced bile acid synthesis, suppression of inflammatory cytokines, and inhibition of hepatic stellate cell proliferation and activation, among other important metabolic effects.
	expected indication: Seladelpar er en peroksisom proliferator-aktivert reseptor (PPAR)-delta-agonist indisert for behandling av primær biliær kolangitt (PBC) i kombinasjon med ursodeoksykolsyre (UDCA) hos voksne som har utilstrekkelig respons på UDCA, eller som monoterapi hos pasienter som ikke kan tolerere UDCA (TBC).
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	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/004692
	Expected date (month/year) of CHMP positive option: January 2025
	Expected date (month/year) marketing authorisation in norway: March 2025
	Expected date (quarter/year) submission of documentation: Q1 2025
	testing for biomaker analysis?: No
	Which biomaker: N/A
	Diagnostics preformance: N/A
	Establishment of other/new infrastructure: No
	Pre-analytical requirements: N/A
	Tst extecution: No
	Description of reading of results: N/A
	Which patient groups: N/A
	Therapeutic area: [Immunologi]
	Description of the disease: PBC is a rare, progressive, chronic autoimmune disease of the liver, characterised by the slow destruction of small intrahepatic bile ducts [3,7]. This prevents the flow of bile, causing it to build up in the liver in a process known as cholestasis, which leads to scarring of the liver (fibrosis) and can progress to severe scarring (cirrhosis), liver failure and death [1]. Many patients with PBC are asymptomatic at diagnosis, but usually accumulate a range of symptoms and comorbidities as the disease progresses [3,8,9]. These include pruritus, fatigue, bone ache, depression and cognitive dysfunction, with pruritus (itching) and fatigue being the most common symptoms and affecting up to 70% and 80% of patients, respectively [4-7]. End-stage PBC is associated with progressive jaundice, malnutrition, portal hypertension and liver failure, which can lead to premature death in the absence of a liver transplant [14]. Patients with PBC experience a significant humanistic burden from diagnosis through to end-stage disease, and the high symptom burden can significantly impact both patients’ health-related quality of life (HRQoL) as well as the ability to perform activities of daily living [8,9]. Pruritus, which is present in up to 80% of patients with PBC, can affect the whole body and be severe and disabling. Severe pruritus may also limit daily activities, disrupt sleep, and cause fatigue, depression and even suicidal tendencies, with patients with clinically significant pruritus reporting worse QoL than those with more mild pruritus.
	Cancer treatment: UDCA is the only available first-line treatment for PBC, and the backbone of later lines of treatment. Several qualitative scoring systems have been developed to assess biochemical response to treatment in patients with PBC, of which both the Paris-II and Toronto scoring systems are used in Norway [1). In some hospitals, response is assessed using other sets of criteria (which are all in accordance with the European Association for the Study of the Liver [EASL] Clinical Practice Guidelines for PBC) [1]. There is no consensus definition for an "inadequate response", but regardless of the response criteria/definition used, the response assessment is generally done after 1 year. If the patient's response to UDCA is evaluated positive, the patient continues with regular follow-up visits. However, up to 5% of patients are intolerant to UDCA, and about 30-40% of PBC patients in Norway would be assessed to have an inadequate response to first-line UDCA (depending on the response definition used) [10-12]. For patients who have an inadequate response to or do not tolerate UDCA, the only currently licensed second-line therapy for PBC is obeticholic acid (Ocaliva), which previously could be prescribed on H-prescription in Norway [11,13]. In patients who have an inadequate response to UDCA, Ocaliva is administered in combination with UDCA, while it is used as monotherapy in patients intolerant to UDCA [18]. However, there is an ongoing process in EMA regarding potential withdrawal of marketing authorization of Ocaliva: https://www.dmp.no/nyheter/ocalivas-markedsfoeringstillatelse-trekkes-tilbake. In this statement, NOMA also (still) states that no new patients should be started on Ocaliva.If this process ends up with a withdrawal of Ocaliva´s Marketing Authorisation, there will be an even greater need for a new medicine for this rare but very severely ill patient group.  Regardless of the treatment line, for patients with PBC who do not respond adequately to treatment and so progress to cirrhosis and liver failure, liver transplantation is currently the only treatment option available to prevent premature death [14]. However, as off-label treatments, fibrates are not approved for the treatment of PBC by any regulatory bodies, and are also associated with safety limitations. Fibrates may lead to creatinine elevation, raising concerns about nephrotoxicity, and approximately 5–10% of patients, especially those on bezafibrate, experience musculoskeletal pain. Both fenofibrate and bezafibrate are contraindicated in those with renal impairment, as well as those with hepatic impairment for bezafibrate and those with active liver disease for fenofibrate. Further, the efficacy of bezafibrate is limited in patients with portal hypertension, and those with cirrhosis have high discontinuation rates with fenofibrate
	Cancer: [* Ingen Kreftsykdom]
	Prognosis: Delayed diagnosis, which occurs in approximately 25% of cases, negatively impacts PBC prognosis, as patients with a delayed diagnosis are likely to have later-stage PBC than those with an earlier diagnosis and may therefore be more difficult to treat [15]. About 30-40% of PBC patients in Norway would be assessed to have an inadequate response to first-line UDCA (depending on the response definition used), leaving them at increased risk of disease progression and further complications [11-12]. Studies have shown that UDCA does not improve outcomes such as all-cause mortality, liver transplantation, or serious complications or comorbidities [2,16,17]. Ocaliva, the only currently licensed second-line therapy for PBC patients, has limitations in its efficacy, and in addition to this, has a significant side effect burden, increasing both pruritus and fatigue in patients with PBC, with exacerbated pruritus leading to discontinuation in 10% of Ocaliva-treated patients in the POISE trial [16]. 

For patients who do not adequately respond to currently available treatments and progress to cirrhosis and severe disease, or suffer with severe medically resistant pruritus, liver transplant is required [1]. Liver transplant has 5-year patient survival rate of 80–85%. However, symptoms of PBC, including fatigue, often persist after transplant. Recurrence of PBC has also been reported in patients receiving a liver transplant; following orthotopic liver transplant, recurrent PBC is estimated to occur in 9–35% of individuals within 1.6–6.5 years [17]. As PBC advances, patients may also develop complications such as hepatocellular carcinoma (HCC), for which there are very limited effective treatments to improve survival [18]. Data from an historical UK cohort (N=770) suggests that the average survival of patients with PBC receiving no or suboptimal treatment is approximately 10 years from presentation, with 26% of patients developing liver failure within 10 years of diagnosis [19]. Overall, 5-year survival and transplant-free survival was also lower in people with cirrhosis compared with those without (80% vs. 93% for both estimates) [20].

Data from a Swedish population-based cohort support an increased risk of death in those with PBC compared to those without, and also highlight differences by gender; only 37% of men and 59% of women were alive 10 years after their PBC diagnosis. This study also found that the highest risk of death was observed in the first year after PBC diagnosis, with an HR of 9.04 (95% CI: 8.12, 10.07) for patients with PBC compared to patients without PBC.


PBC is a severe disease harming many young patients, resulting in an average loss of many QALYs.

	The new medicinal product: Seladelpar is expected to be placed as second-line treatment in combination with UDCA in adults with an inadequate response to UDCA, or as monotherapy in adults who are intolerant to UDCA, as an alternative to other 2nd line treatments like Ocaliva or Iqirvo. A clinical expert has indicated that fibrates will be used as a last line treatment opportunity if there are registered medicines on the market available to use, also given that it is a non-registered medicine in Norway with no marketing authorisation.
	Patient population: Most patients present with PBC between 40–60 years of age; however, cases have been reported in individuals as young as 15 years [4,23]. PBC is more common in female individuals than males (9:1 female:male ratio); however, male patients tend to have more advanced disease at diagnosis, likely due to delayed presentation [3,8,10].

PBC is a rare disease. In Norway, the prevalence of PBC is estimated to be 216/million (1,166 patients) and the incidence is estimated to be 18/million/year (97 patients/year), calculated using average prevalence and incidence estimates from Sweden, Finland and Denmark [24-26]. The size of the patient population covered by the second-line PBC indication for seladelpar depends on the criteria used to assess the response to first-line treatment, as described in the "Current treatment" section. Assuming that the Toronto scoring system is the one used, up to 50-80 patients in the prevalent patient pool would be expected to receive seladelpar treatment, if no other 2nd line treatment exist. This estimate is based on first-line treatment response rates reported with the Toronto scoring system in Sweden and assuming that not all prevalent non-responders will actually receive second-line treatment [12]. Around 5-10 new patients would be expected to receive seladelpar treatment each year based on the same assumptions, also depending on whether Ocaliva remains on market. 
	Existing procurements in therapeutic area: Yes, the tender for "Sjeldne sykdommer" includes Ocaliva.
	Any other medicinal products: No, Ocaliva is a semi-synthetic bile acid and selective farnesoid X receptor (FXR) agonist, whereas seladelpar is a peroxisome proliferator-activated receptor (PPAR)-delta agonist. 

	Consider supplier: No,  due to its unique mechanism of action, seladelpar acts upon complementary pathways in PBC, resulting in additional therapeutic benefits compared with existing and other upcoming treatments on the market.
	1 Study ID: RESPONSE: A Placebo-controlled, Randomized, Phase 3 Study to Evaluate the Efficacy and Safety of Seladelpar in Patients With Primary Biliary Cholangitis (PBC) and an Inadequate Response to or an Intolerance to Ursodeoxycholic Acid (UDCA)

NCT04620733 

https://clinicaltrials.gov/study/NCT04620733?intr=seladelpar&rank=5
	2 Study ID: 
	3 Study ID: 
	1 Study type and design: Phase 3, randomised, double-blind, placebo controlled trial with treatment duration up to 12 months. 
	2 Study type and design: 
	3 Study type and design: 
	1 Objective: The purposes of this study are to evaluate the treatment effect of seladelpar on composite biochemical improvement in cholestasis markers based on ALP and total bilirubin and to evaluate the safety of seladelpar over 12 months of treatment compared to placebo.

The study also checked the effect of treatment on the symptoms of PBC, including pruritus. In the study they also messured the change in pruritus from baseline to month 6 among patients.
	2 Objective: 
	3 Objective: 
	1 Population: Inclusion:
18 Years to 75 Years (Adult,  Older Adult )

Ursodeoxycholic acid (UDCA) for the past 12 months (stable dose for >3 months prior to screening) or intolerant to UDCA (last dose of UDCA >3 months prior to screening).

Laboratory parameters measured by the Central Laboratory at screening:

    Alkaline phosphatase (ALP) ≥1.67× ULN (upper limit of normal)
    Aspartate aminotransferase (AST) ≤3× ULN
    Alanine aminotransferase (ALT) ≤3× ULN
    Total bilirubin ≤2× ULN
    Estimated glomerular filtration rate (eGFR) >45 mL/min/1.73 m^2 (calculated by the Modification of Diet in Renal Disease study equation).
    International normalized ratio (INR) below 1.1× ULN (For individuals on anticoagulation therapy, INR must be maintained in the range required for prophylaxis for their specific disease).
    Platelet count ≥100 ×10^3/µL.

Exclusion:
Previous exposure to seladelpar (MBX-8025).
A medical condition other than PBC that, in the investigator's opinion, would preclude full participation in the study (e.g., cancer) or confound its results (e.g., Paget's disease, any active infection).
Advanced PBC as defined by the Rotterdam criteria (albumin below the lower limit of normal and total bilirubin above 1.0 × ULN).

Presence of clinically important hepatic decompensation, including the following:

    History of liver transplantation, current placement on liver transplantation list, or current Model for End-Stage Liver Disease (MELD) score ≥12. For individuals on anticoagulation medication, evaluation of the baseline INR, in concert with their current dose adjustments of their anticoagulant medication, will be taken into account when calculating the MELD score. This will be done in consultation with the medical monitor.
    Complications of portal hypertension, including known esophageal varices, history of variceal bleeds or related interventions (e.g., transjugular intrahepatic portosystemic shunt placement), ascites, and hepatic encephalopathy.
    Cirrhosis with complications, including history or presence of spontaneous bacterial peritonitis, hepatocellular carcinoma, or hepatorenal syndrome.
	2 Population: 
	3 Population: 
	1 Endpoints: Primary:
Percentage of Participants With Response Criteria for the Composite Endpoint of ALP <1.67 × Upper Limit of Normal (ULN), ≥15% Reduction in ALP, and Total Bilirubin ≤ 1.0× ULN at Month 12

Percentage of Participants With Treatment-emergent Adverse Events (TEAEs) and Serious TEAEs

Percentage of Participants With Shift of ≥ 2 CTCAE Grades From Baseline in Treatment-emergent Laboratory Abnormalities Related to Hematology and Select Liver Biochemistry

Secondary:
Percentage of Participants With ALP ≤1.0× ULN at Month 12

Change From Baseline in Weekly Averaged Pruritus Numerical Rating Scale (NRS) in Participants With NRS ≥ 4 at Month 6
	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: Subgroup analyses were performed for:
- Different levels of baseline ALP
- Different levels of total bilirubin
- Cirrhosis status
- Pruritus NRS stratification
- UDCA use
- Prior use of OCA and /or fibrates
	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: Seladelpar 10mg capsule daily for up to 12 months. If down-titration needed, Seladelpar 5mg capsule daily for up to 12 months.
	2 Intervention: 
	3  Intervention: 
	1 Comparator: Placebo one capsule daily for up to 12 months.
	2 Comparator: 
	3 Comparator: 
	1 Follow up time: 12 months, completed.

	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: Completed.
	2 Time perspective: 
	3 Time perspective: 
	1 Publications: A Phase 3 Trial of Seladelpar in Primary Biliary Cholangitis; Gideon et al; N Engl J Med 2024;390:783-794; https://www.nejm.org/doi/full/10.1056/NEJMoa2312100
	2 Publications: 
	3 Publications: 
	Ongoing studies - further information: ASSURE: An Open Label Long-Term Study to Evaluate the Safety and Tolerability of Seladelpar in Subjects With Primary Biliary Cholangitis (PBC) - NCT03301506

ASSURE is still enrolling patients for a study with a time frame of 60 months, so there will be many years until new data reported.

	Ongoing studies indications: IDEAL: NCT06060665; A 52-week, Double-blind, Placebo-controlled, Randomized, Phase 3 Study Intended to Determine the Effects of Seladelpar on Normalization of Alkaline Phosphatase Levels in Subjects With Primary Biliary Cholangitis (PBC) and an Incomplete Response or Intolerance to Ursodeoxycholic Acid (UDCA). IDEAL enrolls patients within the same indication but lower levels of ALP 1 - 1.67 ULN at baseline. (as compared to >1.67 x ULN for RESPONSE).

AFFIRM: NCT06051617; A Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the Effect of Seladelpar on Clinical Outcomes in Patients With Primary Biliary Cholangitis (PBC) and Compensated Cirrhosis
	Type of health economic analysis: We propose that seladelpar undergoes a cost-utility analysis, often referred to as "løp C" in Norway. This since no other evaluations have been done within this field, and cost-effectiveness should be established.
	Patient population sungroups: Expected label population based on RESPONSE.
	Which documentation estimating relative efficacy: Head-to-head (vs. UDCA monotherapy/no treatment), as per the clinical study comparator. The only way to get credible results of such an analysis is if the clinical study is used as source for the health economic analysis. Off-label fibrates are used to a little extent for these patients, for those not achieving sufficient results with UDCA only or with Ocaliva. NOMA/EMA has not given any marketing authorisation for this indication, only a few countries gave marketing authorisation through national procedure, where one reason for this can be safety issues. We expect fibrates to be used after seladelpar according to a clinical expert so that fibrates is not a comparator in this situation either. The Swedish Marschall et al paper suggests that fibrates are used only in 0,5% of 2L patients (Marschall, HU., Henriksson, I., Lindberg, S.  et al.; Incidence, prevalence, and outcome of primary biliary cholangitis in a nationwide Swedish population-based cohort. 
Sci Rep 9, 11525 (2019)).
	Health related quality of life: The pivotal clinical study includes health related quality of life data. The disease specific instrument PBC-40 was used in the study and will me mapped over to EQ-5D for the health economic model.
	Expected pharmaceutical budget: Limited, to be calculated in submission. We expect an insidence of 5-10 patients per year and a prevalence of 50-80 patients (current patient number on Ocaliva according to prescription registry data), but that number also depends on what other medicines are available for prescription if UDCA is not enough.
	Suitable for FINOSE: No, since there are significant differences in national treatment standards and practices.  We do not currently plan to launch in all Nordic markets either. A document pack for Norway is already under preparation with external vendor.
	Contact with clinicians at norwegian health trusts: Kristin Kaasa Jørgensen. Initial talk about treatment of PBC in Norway. She is asked to validate the assumptions in the health economic model as a clinical expert.
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