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 2023-11-02

Health technology developer || AbbVie

Name Daniel Granfeldt

Position HTA/HEOR Manager
Telephone +46 73 098 36 33

E-mail daniel.granfeldt@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 Skyrizi

Generic name

Risankizumab

Marketing authorisation in Norway

AbbVie Deutschland GmbH & Co.

ATC code

LO4AC18

Mode of administration

Subcutaneous injection

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Skyrizi is a humanized immunoglobulin G1 (IgG1) monoclonal
antibody design to selectively inhibit interleukin 23 by binding to its
p19 subunit (IL-23p19).

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Behandling av voksne pasienter med moderat til alvorlig aktiv
ulcergs kolitt som har hatt utilstrekkelig respons, mistet respons
eller er intolerante mot enten konvensjonell behandling eller et
biologisk legemiddel eller Janus Kinase-hemmere (JAK)-hemmere
terapi.

3 Assessment history

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

If yes, enter the Nye metoder ID
number

Risankizumab was assessed by Nye Metoder in the following
applications:

ID2022_050: for moderately to severe active Crohn's disease.
ID2021_095: for active psoriatric arthritis, alone or in combination
with methotrexate

ID2018_130: for moderate to severe plaque psoriasis

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

If yes, enter the Nye metoder ID
number

ID2023_087: Etrasimod
ID2022_144: Mirikizumab
ID2022_044: Upadacitinib
ID2021_042: Ozanimod
ID2021_014: Filgotinib
ID2019_037: Ustekinumab
ID2018_029: Tofacitinib
ID2014_037: Vedolizumab
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4 Expected timeline

Procedure number for the marketing || EMEA/H/C/4759/X/0043/G
authorisation assessment in EMA

Expected date (month/year) of CHMP May-June 2024
positive opinion

Expected date (month/year) of 3
marketing authorisation in Norway July-August 2024

Expected date (quarter/year) for Q22024
submission of documentation to
Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

Not applicable
Will the new method require
diagnostic testing for biomarker
analysis?

Not applicable
Which biomarker(s) are relevant and

which publications describe this?

Please refer to publications

Not applicable
Do you know whether diagnostics PP

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

Will introduction of the new method || Not applicable
require establishment of other/new
infrastructure?

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

Pre-analytical requirements Not applicable

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)?

Not applicable

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

Not applicable

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

Not applicable

6 Description of the disease and current treatments

Description of the disease

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

UC is an immune mediated inflammatory bowel disease of the large intestine causing continuous mucosal inflammation ,
extending from the rectum to the more proximal colon. Symptoms include rectal bleeding, bloody diarrhea, increased bowel
frequency, abdominal pain, urgency, fecal incontinence, and fatigue (1). Moreover, UC can also result in extraintestinal
manifestations as symptoms originating from the joints, liver, eyes, and skin. Additional complications can include osteoporosis,
kidney stones, and anemia (2). The precise aetiology of UC is unknown; however, increased intestinal barrier defects, intestinal
microbiota dysbiosis and host immune system disorders, together with genetic and environmental factors are thought to
contribute to the pathogenesis of this disease (3). UC is a chronic disease that usually follows a pattern of relapsing and remitting
mucosal inflammation, with symptoms of active disease alternating with periods of remission. During active disease, symptoms
can persist for months before subsiding (1). UC carries a significant economic burden (4) and a major impact on quality of life (5).

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

Early treatment options for moderate-to-severe UC include 5-aminosalicylic acid (5-ASA)
formulations, supplemented with topical- and oral corticosteroids, or immunomodulators such as
thiopurines and methotrexate (6). TNF inhibitors (adalimumab and infliximab) are recommended
when patients do not respond or lose response to conventional therapy. When patients do not
respond or lose response to TNF-inibitors, further options include interleukin 12/23 inhibitors
(ustekinumab), JAK inhibitors (e.g. upadacitinib or tofacitinib), sphingosine-1-phospathe (S1P)
receptor modulators (ozanimod), or alpha-4 beta-7 integrin blockers (vedolizumab) (7).
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Prognosis

Describe the prognosis with current
treatment options, including
references

According to Norsk helseinformatikk, a significant proportion of the
patients will not be adequately treated with TNF inhibitors (8). In addition,
primary non-response or secondary loss of response occurs also for a large
group of patients on other advanced treatment options. Hence, there is a
great unmet need for more effective treatment options in UC.

The new medicinal product’s
placement in the treatment algorithm

It is expected that risankizumab will be included as treatment option
for patients who had inadequate response to, lost response to, or
were intolerant to conventional, or biologic, or JAK inhibitor therapy.

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

Although UC can present at any time and at all ages, it has a peak
onset incidence between 15 and 40 years with equal gender
distribution. Norwegian prevalence is estimated to about 500 per
100,000, with an incidence of 12-15 per 100,000 (6). About 15%
are treated with biologics with around 30% not responding to TNFi
(6).

Considering a Norwegian population of 5,450,000 for 2022 (9), a
total patient population of about 27,000 patients, of which 4,000
are on biologics, is estimated. Of these, about 1,200 have failed on
TNFi. Accordingly, it is estimated that about 760 new patients will
be diagnosed each year, with 114 being treated with biologics, and
34 of these eventually failing TNFi.

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

Yes, Sykehusinnkjgp HF, drugs division(LIS) reports price agreements
and makes recommendations for the choice of biological drugs for
the treatment of, among other diagnoses, ulcerative colitis.

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

Ustekinumab (Stelara), an IL-12/23 inhibitor.

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

Yes.
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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

INSPIRE

NCT03398148
https://clinicaltrials.gov/study/
NCT03398148

COMMAND

NCT03398135
https://clinicaltrials.gov/study/
NCT03398135

Study type and design

Phase 2b/3 multicenter,
randomized, double-blind,
placebo-controlled
induction study.

Phase 3 multicenter,
randomized, double-blind,
placebo-controlled maintenance
and open-label extension study.

Objective

Evaluate the efficacy and safety of
risankizumab compared to placebo
in inducing clinical remission in
subjects with moderately to
severely active UC.

Evaluate safety and efficacy of
risankizumab in participants with
UC who responded to induction
treatment with risankizumab in the
INSPIRE study.

Population

Important inclusion
and exclusion criteria

Patients with:
1) Diagnosis of UC for >3 months (confirmed by biopsy or investigator

with or response to
aminosalicylates, oral locally acting steroids, systemic steroids (prednisone or
equivalent), immunomodulators, and/or biologic therapies or tofacitinib
2) Moderately to severely active UC with an Adapted Mayo score of 5 to 9
points and endoscopic subscore of 2 to 3.

Exclusion criteria includes patients with a current diagnosis of Crohn's disease
(CD). inflammatory bowel disease-unclassified (1BD-U) or a history of

Patients enrolled in INSPIRE who responded to
induction treatment with risankizumab
defined as decrease from baseline of induction
study of Adapted Mayo score > 2 points and >
30%, PLUS a decrease in rectal bleeding sub-
score (RBS) > 1 or an absolute RBS < 1.

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Risankizumab 1200 mg IV
on week 0, 4 and 8

Risankizumab 180 mg or
360 mg SC every 8 weeks

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Placebo

Placebo

Endpoints

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

All endpoints were measured at week 12 unless specified otherwise.

The primary endpont s the percentage of participants with clinical remission
per adapted Mayo Score.

The secondary endpoints of the Sub-Study 2 are summarised below:

= Percentage of Participants Achieving Clinical Response defined as Clinical

Response pre Adapted Mayo Score

- ge of Achieving defined as

endoscopy subscore <1 without friability

« Percentage of Participants Achieving Histologic Endoscopic Mucosal

Improvement (HEMI) defined as endoscopic subscore of 0 or 1 without

evidence of friability and Geboes score < 3.1
ge of Participants Achieving

endoscopy subscore

« Percentage of Participants Achieving Clinical Response per Partial Adapted

Mayo Score at Week 4, defined as Clinical response as per Partial Adapted

Mayo Score (without endoscopy)

= Percentage of Participants Achieving No Bowel Urgency

- Percentage of Participants Achieving No Abdominal Pain

Remission as per

All endpoints were measured at week 52, unless specified otherwise.

The primary endpont of COMMAND Sub-study 1 is the percentage of
participants achieving Clinical Remission per Adapted Mayo Score.
The secondary endpoints are listed below:

« Percentage of ipants Achieving measure
with endoscopy subscore.

P g ipants Achieving Histologi ic Mucosal
Improvement

« Percentage of Participants Achieving Endoscopic Remission

« Endoscopic remission per endoscopy subscore.

« Percentage of Participants with Clinical Remission per Adapted Mayo Score
in Participants with no Corticosteroid Use for 90 days. Clinical remission per
Adapted Mayo Score

« Percentage of Participants with Clinical Remission per Adapted Mayo Score
in Participants with a Clinical Remission at Week 0. Clinical remission per
Adapted Mayo Score.

« Percentage of Participants Achieving No Bowel Urgency

« Percentage of Participants Achieving No Abdominal Pain

measurement || e P e g s
G msunctonatsssosment ot cmonniness - Percntag ofpartidpansAcieing Endocopc n

Relevant subgroup Bio-naive and bio- Bio-naive and bio-

analyses exposed (exact defintions || exposed (exact defintions

Description of any || PENAING). pending).

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

12 weeks

52 weeks

Time perspective
results

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

Completed

Completed

Publications

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

Expected date of

publication: Q2 2024.

Expected date of

publication: Q2 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

No

indications?

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

The currently active interventional clinical trials for Risankizumab are listed below:
Psoriasis: NCT04630652; NCT04435600; NCT05270733; NCT04846959; NCT05283135;
NCT03047395; NCT05685940; NCT04340076; NCT05969223

Chron's disease: NNCT04524611; NCT05169593; NCT03105102

Psoriatric Arthritis: NCT03671148; NCT03675308
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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)

Based on previous assessments of treatments in IBD (RINVOQ UC,
RINVOQ CD and Skyrizi CD) it is assumed that no health economic
analysis will be required and that Skyrizi can be included in the
tender for UC after approval. For these previous evaluations,
NoMA assessment was performed using a further simplified
methodology where a 3-page summary was compiled. AbbVie
assumes the same methodology will be applied here.

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.

Assuming simplified methodology will be applied (see above), no
health economic analysis will be performed.

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

(Direct or indirect evidence)

Assuming simplified methodology will be applied (see above), no
relative effect assessment will be performed.

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

Assuming simplified methodology will be applied (see above), no
data on health-related quality of life will be assessed.

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

Inclusion of Skyrizi for UC into the TNF/BIO tender will replace
other treatments, and not result in an increased number of
treated patients, and therefore no additional budget impact.

11 Suitable for FINOSE?

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

If no, why not?

No.

Skyrizi for UC is an expansion indication in a field where a number
of previous treatment have been evaluated. AbbVie do not see
the need of FINOSE for this assessment.
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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/

References:
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intestinal Manifestations, Pregnancy, Cancer Surveillance, Surgery, and lleo-anal Pouch Disorders. J. Crohns Colitis 11, 649-670 (2017)

2: Isene, R. et al. Extraintestinal manifestations in Crohn’s disease and ulcerative colitis: results from a prospective, population-based European
inception cohort. Scand. J. Gastroenterol. 50, 300-305 (2015).

3:Shen, Z.-H. et al. Relationship between intestinal microbiota and ulcerative colitis: Mechanisms and clinical application of probiotics and fecal
microbiota transplantation. World J. Gastroenterol. 24, 5-14 (2018)

4:Zhao M. et al. The Burden of Inflammatory Bowel Disease in Europe in 2020. J Crohns Colitis. 2021 Sep 25;15(9):1573-87.

5: Lonnfors S. et al. IBD and health-related quality of life - discovering the true impact. J Crohns Colitis. 2014/03/26 ed. 2014 Oct;8(10):1281-6.

6: Statens legemiddelverk. 1D2019_037 Stelara (ustekinumab) til moderat til alvorleg ulcergs kolitt hos vaksne. https://nyemetoder.no/Documents/
Rapporter/Ustekinumab%20(Stelara)_%201D2019_037%20-%20Notat%20-%20korrigert_06.09.19.pdf

7: Sykehusinnkjgp HF, divisjon legemidler. Legemidler mot betennelsessykdommer innen revmatologi, gastroenterologi og dermatologi. TNF BIO -
LIS-2206a and 2306b (01.02.2023) https://www.sykehusinnkjop.no/4a78a0/siteassets/avtaledokumenter/avtaler-legemidler/tnf-bio/tnfbio-helse-
nord-og-sor-ost.pdf

8: Norsk Helseinformatikk. NHI. Ulcergs kolitt [Internet]. 2020. Available from: https://nhi.no/sykdommer/magetarm/inflammatorisk-tarmsykdom/
ulceros-kolitt/

9: Statistics Norway, accessed the 02/10/2023 https://www.ssb.no/befolkning/faktaside/befolkningen

Any other relevant information?
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	Date: 2023-11-02
	Health technology developer: AbbVie
	name: Daniel Granfeldt
	Position: HTA/HEOR Manager
	Telephone: +46 73 098 36 33
	Email: daniel.granfeldt@abbvie.com
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: No
	Trade name: Skyrizi
	Generic name: Risankizumab
	Marketing authorisation in norway: AbbVie Deutschland GmbH & Co. 
	ATC-code: L04AC18
	Mode of administration: Subcutaneous injection
	Pharmacotherapeutic group: Skyrizi is a humanized immunoglobulin G1 (IgG1) monoclonal antibody design to selectively inhibit interleukin 23 by binding to its p19 subunit  (IL-23p19).  
	expected indication: Behandling av voksne pasienter med moderat til alvorlig aktiv ulcerøs kolitt som har hatt utilstrekkelig respons, mistet respons eller er intolerante mot enten konvensjonell behandling eller et biologisk legemiddel eller Janus Kinase-hemmere (JAK)-hemmere terapi.
	Other indications: Risankizumab was assessed by Nye Metoder in the following applications:
ID2022_050: for moderately to severe active Crohn's disease. 
ID2021_095: for active psoriatric arthritis, alone or in combination with methotrexate
ID2018_130: for moderate to severe plaque psoriasis
	Same indications: ID2023_087: Etrasimod 
ID2022_144: Mirikizumab 
ID2022_044: Upadacitinib
ID2021_042: Ozanimod
ID2021_014: Filgotinib 
ID2019_037: Ustekinumab 
ID2018_029: Tofacitinib
ID2014_037: Vedolizumab
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/4759/X/0043/G
	Expected date (month/year) of CHMP positive option: May-June 2024
	Expected date (month/year) marketing authorisation in norway: July-August 2024
	Expected date (quarter/year) submission of documentation: Q2 2024
	testing for biomaker analysis?: Not applicable
	Which biomaker: Not applicable
	Diagnostics preformance: Not applicable
	Establishment of other/new infrastructure: Not applicable
	Pre-analytical requirements: Not applicable
	Tst extecution: Not applicable
	Description of reading of results: Not applicable
	Which patient groups: Not applicable
	Therapeutic area: [Mage- og tarmsykdommer]
	Description of the disease: UC is an immune mediated inflammatory bowel disease of the large intestine causing continuous mucosal inflammation , extending from the rectum to the more proximal colon. Symptoms include rectal bleeding, bloody diarrhea, increased bowel frequency, abdominal pain, urgency, fecal incontinence, and fatigue (1). Moreover, UC can also result in extraintestinal manifestations as symptoms originating from the joints, liver, eyes, and skin. Additional complications can include osteoporosis, kidney stones, and anemia (2). The precise aetiology of UC is unknown; however, increased intestinal barrier defects, intestinal microbiota dysbiosis and host immune system disorders, together with genetic and environmental factors are thought to contribute to the pathogenesis of this disease (3). UC is a chronic disease that usually follows a pattern of relapsing and remitting mucosal inflammation, with symptoms of active disease alternating with periods of remission. During active disease, symptoms can persist for months before subsiding (1). UC carries a significant economic burden (4) and a major impact on quality of life (5).
	Cancer treatment: Early treatment options for moderate-to-severe UC include 5-aminosalicylic acid (5-ASA) formulations, supplemented with topical- and oral corticosteroids, or immunomodulators such as thiopurines and methotrexate (6). TNF inhibitors (adalimumab and infliximab) are recommended when patients do not respond or lose response to conventional therapy. When patients do not respond or lose response to TNF-inibitors, further options include interleukin 12/23 inhibitors (ustekinumab), JAK inhibitors (e.g. upadacitinib or tofacitinib), sphingosine-1-phospathe (S1P) receptor modulators (ozanimod), or alpha-4 beta-7 integrin blockers (vedolizumab) (7).
	Cancer: [* Ingen Kreftsykdom]
	Prognosis: According to Norsk helseinformatikk, a significant proportion of the patients will not be adequately treated with TNF inhibitors (8). In addition, primary non-response or secondary loss of response occurs also for a large group of patients on other advanced treatment options. Hence, there is a great unmet need for more effective treatment options in UC.
	The new medicinal product: It is expected that risankizumab will be included as  treatment option for patients who had inadequate response to, lost response to, or were intolerant to conventional, or biologic, or JAK inhibitor therapy.
	Patient population: Although UC can present at any time and at all ages, it has a peak onset incidence between 15 and 40 years with equal gender distribution. Norwegian prevalence is estimated to about 500 per 100,000, with an incidence of 12-15 per 100,000 (6). About 15% are treated with biologics with around 30% not responding to TNFi (6).
Considering a Norwegian population of 5,450,000 for 2022 (9), a total patient population of about 27,000 patients, of which 4,000 are on biologics, is estimated. Of these, about 1,200 have failed on TNFi. Accordingly, it is estimated that about 760 new patients will be diagnosed each year, with 114 being treated with biologics, and 34 of these eventually failing TNFi.


	Existing procurements in therapeutic area: Yes, Sykehusinnkjøp HF, drugs division(LIS) reports price agreements and makes recommendations for the choice of biological drugs for the treatment of, among other diagnoses, ulcerative colitis. 
	Any other medicinal products: Ustekinumab (Stelara), an IL-12/23 inhibitor.
	Consider supplier: Yes.
	1 Study ID: INSPIRE
NCT03398148
https://clinicaltrials.gov/study/NCT03398148
	2 Study ID: COMMAND
NCT03398135
https://clinicaltrials.gov/study/NCT03398135
	3 Study ID: 
	1 Study type and design: Phase 2b/3 multicenter, randomized, double-blind, placebo-controlled induction study.
	2 Study type and design: Phase 3 multicenter, randomized, double-blind, placebo-controlled maintenance and open-label extension study.
	3 Study type and design: 
	1 Objective: Evaluate the efficacy and safety of risankizumab compared to placebo in inducing clinical remission in subjects with moderately to severely active UC.
	2 Objective: Evaluate safety and efficacy of risankizumab in participants with UC who responded to induction treatment with risankizumab in the INSPIRE study.
	3 Objective: 
	1 Population: Patients with:
1) Diagnosis of UC for ≥3 months (confirmed by biopsy or investigator assessment) with demonstrated intolerance or inadequate response to aminosalicylates, oral locally acting steroids, systemic steroids (prednisone or equivalent), immunomodulators, and/or biologic therapies or tofacitinib
2) Moderately to severely active UC with an Adapted Mayo score of 5 to 9 points and endoscopic subscore of 2 to 3.

Exclusion criteria includes patients with a current diagnosis of Crohn's disease (CD), inflammatory bowel disease-unclassified (IBD-U) or a history of radiation colitis or ischemic colitis and patients who's extent of inflammatory disease limited to the rectum as assessed by screening endoscopy.
	2 Population: Patients enrolled in INSPIRE who responded to induction treatment with risankizumab defined as decrease from baseline of induction study of Adapted Mayo score ≥ 2 points and ≥ 30%, PLUS a decrease in rectal bleeding sub-score (RBS) ≥ 1 or an absolute RBS ≤ 1.
	3 Population: 
	1 Endpoints: All endpoints were measured at week 12 unless specified otherwise. 

The primary endpont is the percentage of participants with clinical remission per adapted Mayo Score.

The secondary endpoints of the Sub-Study 2 are summarised below:
• Percentage of Participants Achieving Clinical Response defined as Clinical Response pre Adapted Mayo Score
• Percentage of Participants Achieving Endoscopic Improvement defined as endoscopy subscore  ≤1 without friability
• Percentage of Participants Achieving Histologic Endoscopic Mucosal Improvement (HEMI) defined as endoscopic subscore of 0 or 1 without evidence of friability and Geboes score ≤ 3.1
• Percentage of Participants Achieving Endoscopic Remission as per endoscopy subscore
• Percentage of Participants Achieving Clinical Response per Partial Adapted Mayo Score at Week 4, defined as Clinical response as per Partial Adapted Mayo Score (without endoscopy)
• Percentage of Participants Achieving No Bowel Urgency
• Percentage of Participants Achieving No Abdominal Pain 
• Percentage of Participants Achieving Histologic Endoscopic Mucosal Remission (HEMR) defined as Endoscopy Subscore of 0 and Geboes Score < 2.0). Mucosal healing defined as endoscopic and histologic remission
• Change in Functional Assessment of Chronic Illness Therapy-Fatiguemeasured with the FACIT-Fatigue quiestionnaire 
• Change in Inflammatory Bowel Disease Questionnaire (IBDQ) total score
• Occurrence of UC-related Hospitalizations 
• Percentage of Participants Achieving No Nocturnal Bowel Movements 
• Percentage of Participants Achieving No Tenesmus 
• Change in Number of Fecal Incontinence Episodes per Week
• Change in Number of Days per Week with Sleep Interrupted due to UC Symptoms

	2  Endpoints: All endpoints were measured at week 52, unless specified otherwise.

The primary endpont of COMMAND Sub-study 1 is the percentage of participants achieving Clinical Remission per Adapted Mayo Score. 
The secondary endpoints are listed below: 

• Percentage of Participants Achieving Endoscopic Improvement measure with endoscopy subscore.
• Percentage of Participants Achieving Histologic-Endoscopic Mucosal Improvement
• Percentage of Participants Achieving Endoscopic Remission 
• Endoscopic remission per endoscopy subscore.
• Percentage of Participants with Clinical Remission per Adapted Mayo Score in Participants with no Corticosteroid Use for 90 days. Clinical remission per Adapted Mayo Score.
• Percentage of Participants with Clinical Remission per Adapted Mayo Score in Participants with a Clinical Remission at Week 0. Clinical remission per Adapted Mayo Score.
• Percentage of Participants Achieving No Bowel Urgency 
• Percentage of Participants Achieving No Abdominal Pain 
• Percentage of Participants Achieving Histologic-Endoscopic Mucosal Remission per endoscopy subscore.
• Percentage of Participants Achieving Endoscopic Improvement in Participants with Endoscopic Improvement at Week 0. Endoscopic improvement per endoscopy subscore.
• Percentage of Participants Achieving Clinical Response per Adapted Mayo Score. Clinical response per Adapted Mayo Score.
• Change in Functional Assessment of Chronic Illness Therapy-Fatigue (FACIT-Fatigue questionnaire) 
• Change in IBDQ
• Percentage of Participants Achieving No Nocturnal Bowel Movements 
• Percentage of Participants Achieving No Tenesmus
• Change in Number of Fecal Incontinence Episodes per Week 
• Change in Number of Days per Week with Sleep Interrupted due to UC Symptoms 
• Change in number of days per week with sleep interrupted due to UC symptoms.
• Percentage of Participants with Exposure Adjusted Occurrence of UC Related Hospitalization 
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