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Mirikizumab for treating moderately to severely active
Crohn’s disease
I X] New Active Substance [] Significant Licence Extension (SLE) I

NIHRIO ID: 13188 NICE ID: 11826 UKPS ID: 666049

Licensing and Market Availability Plans

I Currently in phase Il and Il clinical trials. I

Mirikizumab is in clinical development for the treatment of moderately to severely active Crohn’s
disease in adults who have had intolerance, loss of response or inadequate response to previous
therapy. Crohn’s disease is an inflammatory disease of the gastrointestinal tract. Genetics,
immune system irregularities, smoking, a stomach bug and abnormal gut bacteria balance are
thought to play a role in the cause of Crohn’s disease. There's no cure for Crohn's disease, but
treatment can help reduce or control symptoms. The effectiveness of current available treatments
is limited as some patients may have an inadequate response to, or may not tolerate a drug, thus
resulting in discontinuation of therapy or suboptimal treatment. As such, a significant unmet need
remains as suboptimal treatment is associated with higher rates of surgery, hospitalisation, and/or
prolonged steroid use as well as impaired quality of life.

Mirikizumab is a human monoclonal antibody that binds specifically to a portion of a cytokine
(protein) called interleukin (IL) 23. IL23 plays a key role in the maintenance, amplification and
stimulation of many immune cells which are important in the development of Crohn’s disease.
Mirikizumab would be administered intravenously (IV) or subcutaneously (SC). If licensed,
mirikizumab would offer an additional treatment option for adult patients with moderately to
severely active Crohn’s disease after prior therapy.

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not intended to be a definitive
statement on the safety, efficacy or effectiveness of the health technology covered and should not be used for commercial purposes
or commissioning without additional information. A version of the briefing was sent to the company for a factual accuracy check.
The company was available to comment.
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Proposed Indication

Treatment of moderately to severely active Crohn’s disease in adults who have had intolerance, loss of
response or inadequate response to prior conventional or biologic therapy.!3

Technology

Mirikizumab (LY3074828) is a humanised immunoglobulin G4 (IgG4)-variant monoclonal antibody that
binds specifically to the p19 subunit of interleukin (IL) 23. IL23 is a cytokine that plays a key role in the
maintenance and amplification of T helper 17 cells and stimulation of many innate immune cells, which are
important in the pathogenesis of chronic inflammatory diseases including Crohn’s disease.*

Mirikizumab is in clinical development for the treatment of moderately to severely active Crohn’s disease
in adults who have had an inadequate response with, lost response to, or were intolerant to prior systemic
therapy. In the phase Ill trial (VIVID-1; NCT03926130), mirikizumab will be administered intravenously (IV)
and subcutaneously (SC).?

I Key Innovation I

For more than a decade, tumour necrosis factor-a (TNF-alpha) inhibitors were the only biologics available.
More recently, other biologics with different mechanisms of action have been approved. However, the
efficacy of these biologics is limited in that some patients may have an inadequate response or lose
response over time, or may not tolerate a given drug, thus resulting in discontinuation of therapy or
suboptimal treatment. As such, a significant unmet need remains as suboptimal treatment is associated
with higher rates of surgery, hospitalisation, and/or prolonged corticosteroid use as well as impaired
quality of life.* In the phase Il clinical trial (NCT02891226), mirikizumab effectively induced endoscopic
response after 12 weeks in patients with moderate to severe active Crohn'’s disease and demonstrated
durable efficacy to week 52.# These improvements in patients’ disease severity and symptom severity
were sustained or improved with continued maintenance treatment.”

If approved, mirikizumab will provide an additional treatment option for patients with moderately to
severely active Crohn’s disease who have few well-tolerated effective therapies available.

Regulatory & Development Status

Mirikizumab does not currently have any Marketing Authorisation in the EU/UK for any indication.

Mirikizumab is also in phase Il and IlI clinical development for ulcerative colitis.®

Patient Group

I Disease Area and Clinical Need I

Crohn’s disease is a chronic, disabling, and progressive inflammatory disease of the gastrointestinal tract.*
It is one type of a condition called inflammatory bowel disease (IBD). The symptoms usually start in
childhood or early adulthood. Symptoms include diarrhoea, stomach aches and cramps, blood in your poo,
tiredness (fatigue) and weight loss. The exact cause of Crohn's disease is unknown, however, several
factors could play a role, including genetics, a problem with the immune system that causes it to attack the
digestive system, smoking, a previous stomach bug and an abnormal balance of gut bacteria. Crohn's

Copyright © National Institute for Health and Care Research Innovation Observatory, The University of Newcastle upon Tyne.

Page 2 of 7



Innovation NewcaStle
N I H R | Observatory University

disease affects people of all ages.” The median age at diagnosis is about 30 years; and about 20-30% of
cases present before the age of 20 years. Crohn’s disease occurs in men and women at approximately
equal rates.®

At least 1 in every 323 people in the UK are living with Crohn’s Disease.? In England (2021-22), there were
151,340 finished consultant episodes (FCEs) and 140,775 admissions for a primary diagnosis of Crohn’s
disease (ICD-10 code K50), which resulted in 126,981 day cases and 85,964 FCE bed days for all ages.*®
In the UK, in 2017, the prevalence of Crohn’s Disease was 400 per 100,000. Crohn’s Disease has increased
over the past two decades at a rate of 2-3% per annum and is predicted to reach a prevalence of 487.2
per 100,000 by 2025.11

Recommended Treatment Options

NICE recommends the following treatment options for moderately to severely active Crohn’s disease after

prior systemic treatment; 1214

e Infliximab and adalimumab for adults with severe active Crohn's disease whose disease has not
responded to conventional therapy (including immunosuppressive and/or corticosteroid treatments),
or who are intolerant of or have contraindications to conventional therapy.
Ustekinumab for treating moderately to severely active Crohn's disease for adults who have had an
inadequate response with, lost response to, or were intolerant to either conventional therapy or a
TNF-alpha inhibitor or have medical contraindications to such therapies.

¢ Vedolizumab for treating moderately to severely active Crohn's disease only if: a TNF-alpha inhibitor
has failed (that is, the disease has responded inadequately or has lost response to treatment), or a
TNF-alpha inhibitor cannot be tolerated or is contraindicated.

Clinical Trial Information

VIVID-2; NCT04232553; EudraCT-2019-002687-27; A Phase 3, Multicenter,
Open-Label, Long-Term Extension Study to Evaluate the Long-Term Efficacy
and Safety of Mirikizumab in Patients With Crohn's Disease

Phase Il - Recruiting

Location(s) - 17 countries in EU, UK, USA, Canada and other countries
Primary completion date - January 2025

Trial Design Non-randomised, single group assignment, open label

N=778 (estimated); aged 18 years and older; subjects with Crohn’s disease who
Population must have completed study [6T-MC-AMAG (NCT02891226) or study 16T-MC-
AMAM (NCT03926130)

Intervention(s) Mirikizumab IV and SC
Comparator(s) No comparator.

Primary outcome measures:

Percentage of Participants Achieving Endoscopic Response [Time frame:
Outcome(s) Week 52]

Percentage of Participants Achieving Clinical Remission [Time frame:

Week 52]
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:I See trial record for full list of other outcomes.

VIVID-1; NCT03926130; EudraCT-2018-004614-18; A Phase 3, Multicenter,
Randomized, Double-Blind, Placebo- and Active- Controlled, Treat-Through
Study to Evaluate the Efficacy and Safety of Mirikizumab in Patients With
Moderately to Severely Active Crohn's Disease

Phase Ill - Active, not recruiting

Location(s) - 17 countries in EU, UK, USA, Canada and other countries
Primary completion date - August 2023

Trial Design Randomised, parallel assignment, triple-masked, placebo- and active-controlled

N=1100 (estimated); aged 15 years to 80 years; subjects with a confirmed
diagnosis of moderately to severely Crohn’s disease; demonstrated intolerance,
loss of response or inadequate response to conventional or to biologic therapy
for Crohn’s disease

Intervention(s) Mirikizumab IV and SC
Comparator(s) Ustekinumab IV and SC

Primary outcome measures:

Population

e Percentage of Participants Achieving Clinical Response at Week 12 and
Endoscopic Response at Week 52 [Time frame: Baseline to Week 52]

e Percentage of Participants Achieving Clinical Response at Week 12 and
Clinical Remission at Week 52 [Time frame: Baseline to Week 52]

Outcome(s)

See trial record for full list of other outcomes

SERENITY; NCT02891226; EudraCT- 2016-002204-84; A Phase 2, Multicenter,
Randomized, Parallel-Arm, Placebo-Controlled Study of LY3074828 in Subjects
With Active Crohn's Disease (SERENITY)

Phase Il - Completed

Location(s) - 7 countries in EU, UK, USA, Canada, and other countries

Study completion date - December 2018

Trial Design Randomised, parallel assignment, double-masked, placebo-controlled

N=191 (actual); aged 18 years to 75 years; subjects with active Crohn's disease;
inadequate response or failure to tolerate at least one of the following:

Population aminosalicylates; budesonide; systemic corticosteroids; immunosuppressants
(e.g., azathioprine, 6-mercaptopurine, or methotrexate); or prior exposure to
biologics for the treatment of Crohn’s disease
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Mirikizumab 1V and SC
Intervention(s)
See trial record for full dosage

Comparator(s) Matched placebo (V) every 4 weeks (weeks O - 12)

Primary outcome measure:

Outcomel(s) e Percentage of Participants Achieving Endoscopic Response at Week 12
[Time frame: Week 12]

See trial record for full list of other outcomes.

At week 12, endoscopic response was significantly higher by the predefined 2-
sided significance level of 0.1 for all mirikizumab groups compared with placebo
(200 mg: 25.8%, 8/31, 95% confidence interval [Cl], 10.4-41.2, P = 0.079; 600

Results (efficacy) mg: 37.5%, 12/32, 95% Cl, 20.7-54.3, P = 0.003; 1000 mg: 43.8%, 28/64, 95%
Cl, 31.6-55.9, P < 0.001; Placebo: 10.9 %, 7/64, 95% Cl, 3.3-18.6). Endoscopic
response at week 52 was 58.5% (24/41) and 58.7% (27/46) in the IV-C and SC
groups, respectively.t

Frequencies of adverse events (AE) in the mirikizumab groups were similar to
placebo. Through week 52, frequencies of treatment-emergent AEs were similar
across all groups. Frequencies of serious AE and discontinuations due to AE were
higher in the nonrandomized maintenance cohort.*

Results (safety)

Estimated Cost

The cost of mirikizumab is not yet known.

Relevant Guidance
NICE Guidance

NICE technology appraisal guidance in development. Etrolizumab for previously treated moderately to
severely active Crohn's disease (GID-TA10870). Expected publication date to be confirmed.

NICE technology appraisal guidance in development. Upadacitinib for previously treated moderately
to severely active Crohn's disease (GID-TA10997). Expected publication date June 2023.

NICE technology appraisal guidance in development. Risankizumab for previously treated moderately
to severely active Crohn's disease (GID-TA10884). Expected publication date March 2023.

NICE technology appraisal guideline. Ustekinumab for moderately to severely active Crohn’s disease
after previous treatment (TA456). July 2017.

NICE technology appraisal guideline. Vedolizumab for treating moderately to severely active Crohn's
disease after prior therapy (TA352). August 2015.

NICE technology appraisal guidance. Infliximab and adalimumab for the treatment of Crohn's disease
(TA187). May 2010.

NICE clinical guideline. Crohn's disease: management (NG129). May 2019.

NICE quality standard. Inflammatory bowel disease (Q581). February 2015.

NHS England (Policy/Commissioning) Guidance
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e NHS England. 2013/14 NHS Standard Contract for Colorectal: Complex Inflammatory Bowel Disease
(Adult). AO8/S/c.

I Other Guidance I

The European Crohn'’s and Colitis Organisation [ECCO]. ECCO Guidelines on Therapeutics in Crohn's
Disease: Medical Treatment. January 2020.%°
British Society of Gastroenterology. BSG consensus guidelines on the management of Inflammatory

Bowel Disease in adults. 2019.1¢

American College of Gastroenterology. ACG Clinical Guideline: Management of Crohn's Disease in
Adults. April 2018.Y7

Additional Information
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