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Delgocitinib for treating moderate to severe chronic
hand eczema after 1 previous therapy
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NIHRIO ID: 36137 NICE ID: Not available UKPS ID: 672897

Licensing and Market Availability Plans

I Currently in phase lll clinical development. I

Delgocitinib is currently in clinical development for the treatment of adults with moderate to
severe chronic hand eczema. Hand eczema is one of the most common types of eczema. It mainly
affects the palms but can also affect other parts of the hand. Chronic hand eczema is hand eczema
that lasts for more than three months or relapses twice or more within a year. It is characterised
by dry, itchy, and painful skin that is red or darker than the surrounding skin. In severe cases, the
hands can become very painful, making it difficult to carry out day-to-day tasks. Chronic hand
eczema is a significant disease burden and traditionally has had limited treatment options beyond
topical and short-term systemic medicines.

Delgocitinib is a Janus kinase (JAK) inhibitor that is administered topically (to the body surface,
e.g., skin). Delgocitinib works by blocking the action of enzymes known as JAK to reduce
inflammation and skin dysfunction. Previous studies indicate that delgocitinib demonstrated a
rapid and sustained clinical improvement among patients with chronic hand eczema. If licensed,
delgocitinib will offer an additional treatment option for adults with moderate to severe chronic
hand eczema.

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.

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

Page 10f8



Innovation Newcastle
N I H R | Observatory University

Proposed Indication

Adults with moderate to severe chronic hand eczema who have had an inadequate response to, or for
whom topical corticosteroids are not advisable.?
Technology

Delgocitinib (LEO124249) is a topical Janus kinase (JAK) inhibitor that targets the proteins JAK1, JAK2,
JAKS, and tyrosine kinase 2 (TYK2) to reduce inflammation and skin dysfunction. These tyrosine kinases
decrease the activity of effector T-cells, which release inflammatory cytokines such as interleukins 4 and
16 (IL-4, IL-16) and interferon-gamma (IFN-y).!

Delgocitinib is in clinical development for the treatment of adults with moderate to severe chronic hand
eczema. In the phase Il clinical trial (DELTA FORCE; NCT05259722), patients were administered
delgocitinib 20 milligrams (mg)/gram (g) cream twice daily topical application for up to 24 weeks.?

Key Innovation

Chronic hand eczema is a common condition with significant disease burden and traditionally has had
limited treatment options beyond topical and short-term systemic corticosteroids.? Pan-JAK inhibitors
such as delgocitinib prevent the activation of the JAK-STAT (signal transducer and activator of
transcription protein) signalling pathway, which plays a key role in the pathogenesis of chronic hand
eczema.® In a previous clinical study, delgocitinib demonstrated a rapid (within 1 week of initiation of
therapy) and dose-dependent clinical improvement as well as a sustained reduction in itch and pain among
patients with chronic hand eczema.®# Delgocitinib cream is expected to provide the benefits observed for
other JAK inhibitors but without the safety concerns inherent to systemic administration due to the topical
application to limited skin areas and limited systemic exposure.®

If licensed, delgocitinib will offer an additional treatment option for adults with moderate to severe chronic
hand eczema who have had an inadequate response to, or for whom topical corticosteroids are not
advisable.

I Regulatory & Development Status I

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

Delgocitinib is currently in phase Il clinical development for the following indication:?
e Frontal fibrosing alopecia

Patient Group

Disease Area and Clinical Need

Hand eczema (dermatitis) is one of the most common types of eczema. It mainly affects the palms but can
also affect other parts of the hand.® Chronic hand eczema is defined as the presence of hand eczema for
more than 3 months, or the recurrence of symptoms more than two times within a year.” The main
symptoms of hand eczema are dry, itchy skin that is red or darker than the surrounding skin. Other

@ Information provided by LEO Pharma
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symptoms include cracking, soreness, and bleeding, and in some cases, blisters may develop. The skin is
generally dry, scaly, and thickened, and the fingers can become swollen when the eczema is flaring. If the
eczema is severe over a long time, the hands can become very painful, making it difficult to carry out day-
to-day tasks. In people with eczema, the immune system overreacts in the skin, making it inflamed and
itchy.® Genetics, contact allergens and irritating substances play a role in triggering this form of eczema.?
Hand eczema is more common in young women and affects 30% of those in high-risk occupations (such
as health care workers, hairdressers, cleaners, cooks) or those working in manufacturing industries.?

Hand eczema affects up to 10% of the UK population.’ In England, 2022-23, there were 15,599 finished
consultant episodes (FCE) and 13,386 admissions for dermatitis and eczema (ICD-10 code L20-L30) which
resulted in 18,769 FCE bed days and 4,547 day cases.'®

Recommended Treatment Options

The National Institute for Health and Care Excellence (NICE) currently recommends alitretinoin for the
treatment of severe chronic hand eczema.'!

Other treatment options include:*?
emollients
topical steroids
topical calcineurin inhibitors —-pimecrolimus cream, tacrolimus ointment
phototherapy
oral steroids
immunosuppressant drugs
biologic drugs
Janus kinase (JAK) inhibitors

Clinical Trial Information

DELTA FORCE; NCT05259722, EudraCT 2021-003543-16; A 24 Week,
Randomised, Assessor Blinded, Active-controlled, Parallel Group, Phase 3, 2 Arm
Trial to Compare the Efficacy and Safety of Delgocitinib Cream 20 mg/g Twice-
daily With Alitretinoin Capsules Once-daily in Adult Participants With Severe
Chronic Hand Eczema

Phase lll - Active, not recruiting

Locations: 7 EU countries, UK, Norway, and Canada

Primary completion date: October 2023

Trial Design Randomised, parallel assignment, single masking

N=513 (actual); aged 18 years and older; subjects with diagnosis of severe chronic
hand eczema with documented recent history of inadequate response to
treatment with topical corticosteroids (TCS) or for whom TCS are documented to
be otherwise medically inadvisable

Intervention(s) Delgocitinib 20mg/g cream twice daily topical application for up to 24 weeks
Comparator(s) Alitretinoin 30 mg capsules; 1 capsule daily for up to 24 weeks
Outcome(s)

Population
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e Change in Hand Eczema Severity Index score from baseline to Week 12
[Time Frame: 12 weeks]
See trial record for full list of outcome measures

Results (efficacy)

s e ]

Clinical Trial Information

DELTA 1; NCT04871711, EudraCTIjDELTA 3; NCT04949841, EudraCT 2020-
2020-002960-30; A Phase 3 Clinical [{{002962-15; A Phase 3 Extension Trial of
Trial to Confirm Efficacy and Evaluate [J| DELTA 1 and DELTA 2 to Evaluate the Long-
Safety of Twice-daily Delgocitinib Cream ||| term Safety of a Twice-daily Treatment With
20 mg/g Compared With Cream Vehicle [f| Delgocitinib Cream 20 mg/g as Needed for
for a 16-week Treatment Period in Adult [jlup to 36 Weeks in Adult Subjects With
Subjects With Moderate to Severe || Chronic Hand Eczema

Chronic Hand Eczema Phase Il - Enrolling by invitation

Phase Ill - Completed Locations: 8 EU countries, UK, and Canada
Locations: 4 EU countries, UK, and [Jl Primary completion date: September 2023
Canada

Study completion date: October 2022

. . Randomised, parallel assignment, double [l Randomised, parallel assignment, double
Trial Design . .
masking masking

N=487 (actual); aged 18 years and older; [ N=473 (actual); aged 18 years and older;
subjects with diagnosis of moderate to ||| subjects with diagnosis of moderate to
severe chronic hand eczema with|||severe chronic hand eczema with

Population documented recent history of [lldocumented recent history of inadequate
inadequate response to treatment with |f| response to treatment with TCS or for whom
TCS or for whom TCS are documented to [J| TCS are documented to be otherwise
be otherwise medically inadvisable medically inadvisable

. Delgocitinib 20mg/g cream twice daily (|| Delgocitinib 20mg/g cream twice daily
Intervention(s) ) . . .
topical application for 16 weeks topical application for 16 weeks
Cream vehicle (placebo) twice daily|fl None
Comparator(s) topical application for 16 weeks

Primary outcome measure: Primary outcome measure:
e Investigator's Global Assessment

for chronic hand eczema e Number of treatment-emergent
treatment success at Week 16 adverse events from baseline up to
[Time Frame: 16 weeks] Week 38 [Time Frame: From
baseline to Week 38]

See trial record for full list of outcome

measures

Outcome(s)

See trial record for full list of outcome
measures
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The trial met its primary endpoint with a
significantly  larger  proportion of
delgocitinib-treated patients achieving
treatment success compared with the

Newcastle

<’ University
Patients who entered the DELTA 3 trial after
receiving delgocitinib cream in the DELTA 1

and DELTA 2 trials maintained similar levels
of symptom relief and treatment success

over an additional 36-week treatment
regimen.*

vehicle arm. The study also met key
secondary endpoints including a
reduction of itch and pain scores of at
least 4 points (as measured by the Hand
Eczema Symptom Diary), as well as at
least 75% improvement from baseline
and at least 90% improvement from
baseline on the Hand Eczema Severity
Index at week 16.13

Results
(efficacy)

An additional analysis concluded that twice-
daily application of delgocitinib cream in
adults with moderate to severe chronic hand
eczema resulted in  minimal systemic
exposure over 16 weeks, further supporting
its safety profile.1®

Majority of adverse events were non-
serious, mild, or moderate and not

related to the treatment.!®
Results

(safety)

Clinical Trial Information

DELTA 2; NCT04872101, EudraCT 2020-002961-32; A Phase 3 Clinical Trial to
Confirm Efficacy and Evaluate Safety of Twice-daily Delgocitinib Cream 20 mg/g
Compared With Cream Vehicle for a 16-week Treatment Period in Adult Subjects
With Moderate to Severe Chronic Hand Eczema

Phase Il - Completed

Locations: 6 EU countries and Canada

Study completion date: January 2023

Randomised, parallel assignment, double masking

N=473 (actual); aged 18 years and older; subjects with diagnosis of moderate to
severe chronic hand eczema with documented recent history of inadequate
response to treatment with TCS or for whom TCS are documented to be
otherwise medically inadvisable

Delgocitinib 20mg/g cream twice daily topical application for 16 weeks

Cream vehicle (placebo) twice daily topical application for 16 weeks

Trial Design

Population

Intervention(s)
s)

Comparator(

Primary outcome measure:
e Investigator's Global Assessment for chronic hand eczema treatment
success (IGA-CHE TS) at Week 16 [Time Frame: 16 weeks]
See trial record for full list of outcome measures

Outcome(s)

A significantly greater proportion of delgocitinib-treated patients, compared to

Results (efficacy) cream vehicle, achieved this IGA-CHE improvement (29.1% vs. 6.9%; p<0.001).
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The trial also achieved its key secondary endpoints at Week 16, including a
significantly greater proportion of delgocitinib-treated patients achieving a 275%
improvement in the Hand Eczema Severity Index (HECSI-75) compared to cream
vehicle (49.5% vs. 18.2%; p<0.001). All endpoints were consistent with those
from the identically designed DELTA 1 study.¢

An additional analysis concluded that twice-daily application of delgocitinib
Results (safety) cream in adults with moderate to severe chronic hand eczema resulted in minimal
systemic exposure over 16 weeks, further supporting its safety profile.*

Estimated Cost

The cost of delgocitinib is not yet known.

Relevant Guidance
NICE Guidance

e NICE technology appraisal guidance. Alitretinoin for the treatment of severe chronic hand eczema
(TA177). August 2009.

NHS England (Policy/Commissioning) Guidance

e NHS England. 2013/14 NHS Standard Contract for Specialised Dermatology Services (All Ages).
Al12/S/a.

e NHS England. 2013/14 NHS Standard Contract for Specialised Allergy Services (All Ages).
B09/S/b.

Other Guidance

European Society of Contact Dermatitis: Guidelines for Diagnosis, Prevention, and Treatment of
Hand Eczema. April 2022.7

European Dermatology Forum. Living EuroGuiDerm Guideline for the Systemic Treatment of
Atopic Eczema. June 2022.Y

European Academy of Dermatology and Venereology. Consensus-based European guidelines for
treatment of atopic eczema (atopic dermatitis in adults and children): Part 1. 2018.18

European Academy of Dermatology and Venereology. Consensus-based European guidelines for
treatment of atopic eczema (atopic dermatitis in adults and children): Part 1l. 2018.%7

Additional Information

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

Page 6 of 8



Innovation Newcastle
N I H R | Observatory University

References

1 Lee GR, Maarouf M, Hendricks AK, Lee DE, Shi VY. Current and emerging therapies for hand
eczema. Dermatologic Therapy. 2019;32(3):e12840. Available from:
https://doi.org/10.1111/dth.12840.

2 Clinicaltrials.gov. A 24 Week Trial to Compare the Efficacy and Safety of Delgocitinib Cream
20 mg/g Twice-daily With Alitretinoin Capsules Once-daily in Adult Participants With Severe
Chronic Hand Eczema. 2022. Available from:
https://clinicaltrials.gov/study/NCT05259722?tab=table [Accessed 1 November 2023].

3 Worm M, Thyssen JP, Schliemann S, Bauer A, Shi VY, Ehst B, et al. The pan-JAK inhibitor
delgocitinib in a cream formulation demonstrates dose response in chronic hand eczema in a
16-week randomized phase llb trial*. British Journal of Dermatology. 2022;187(1):42-51.
Available from: https://doi.org/10.1111/bjd.21037.

4 Clinicaltrials.gov. Phase 2b Dose-ranging Trial to Evaluate Delgocitinib Cream 1, 3, 8, and 20
mg/g Compared to Delgocitinib Cream Vehicle Over a 16-week Treatment Period in Adult
Subjects With Chronic Hand Eczema. 2021. Available from:
https://clinicaltrials.gov/study/NCT03683719 [Accessed 16 November 2023].

5 Clinicaltrials.gov. A Trial to Assess the Effect of Delgocitinib Cream 20 mg/q on the Molecular
Signature, Safety, and Efficacy in Adults With Frontal Fibrosing Alopecia. 2022. Available
from:
https://classic.clinicaltrials.gov/ct2/show/NCT05332366?term=Delgocitinib&recrs=abdefm&
phase=12&draw=2&rank=1 [Accessed 1 December 2023].

6 National Eczema Society. Hand Eczema. 2023. Available from:
https://eczema.org/information-and-advice/types-of-eczema/hand-eczema/ [Accessed 15
November 2023].

7 Thyssen JP, Schuttelaar MLA, Alfonso JH, Andersen KE, Angelova-Fischer I, Arents BWM, et

al. Guidelines for diagnosis, prevention, and treatment of hand eczema. Contact Dermatitis.
2022;86(5):357-78. Available from: https://doi.org/10.1111/cod.14035.

8 National Eczema Association. Hand Eczema. 2023. Available from:
https://nationaleczema.org/eczema/types-of-eczema/hand-
eczema/#:~:text=Genetics%2C%20contact%20allergens%20and%20irritating,with%20chemi
cals%20and%20o0ther%20irritants [Accessed 15 November 2023].

9 National Health Service (NHS) Scotland. Hand Dermatitis. 2014. Available from:
https://www.nhsggc.org.uk/media/236035/hand dermatitis pocket guide.pdf [Accessed 15
November 2023].

10 National Health Service (NHS) Digital. NHS Digital. Hospital Admitted Patient Care Activity,

2022-23. 2023. Available from: https://digital.nhs.uk/data-and-
information/publications/statistical/hospital-admitted-patient-care-activity/2022-23
[Accessed 17 October 2023].

11 National Institute for Health and Care Excellence (NICE). Alitretinoin for the treatment of
severe chronic hand eczema. 2009. Available from: https://www.nice.org.uk/guidance/tal77
[Accessed 15 November 2023].

12 National Eczema Society. Treatments for Eczema. 2023. Available from:
https://eczema.org/information-and-advice/treatments-for-eczema/ [Accessed 16
November 2023].

13 Medical Professionals Reference. Delgocitinib Cream Significantly Improves Chronic Hand

Eczema in Trial. 2022. Available from: https://www.empr.com/home/news/drugs-in-the-
pipeline/delgocitinib-cream-significantly-improves-chronic-hand-eczema-in-trial/ [Accessed
15 November 2023].

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

Page 7 of 8


https://doi.org/10.1111/dth.12840
https://clinicaltrials.gov/study/NCT05259722?tab=table
https://doi.org/10.1111/bjd.21037
https://clinicaltrials.gov/study/NCT03683719
https://classic.clinicaltrials.gov/ct2/show/NCT05332366?term=Delgocitinib&recrs=abdefm&phase=12&draw=2&rank=1
https://classic.clinicaltrials.gov/ct2/show/NCT05332366?term=Delgocitinib&recrs=abdefm&phase=12&draw=2&rank=1
https://eczema.org/information-and-advice/types-of-eczema/hand-eczema/
https://doi.org/10.1111/cod.14035
https://nationaleczema.org/eczema/types-of-eczema/hand-eczema/#:~:text=Genetics%2C%20contact%20allergens%20and%20irritating,with%20chemicals%20and%20other%20irritants
https://nationaleczema.org/eczema/types-of-eczema/hand-eczema/#:~:text=Genetics%2C%20contact%20allergens%20and%20irritating,with%20chemicals%20and%20other%20irritants
https://nationaleczema.org/eczema/types-of-eczema/hand-eczema/#:~:text=Genetics%2C%20contact%20allergens%20and%20irritating,with%20chemicals%20and%20other%20irritants
https://www.nhsggc.org.uk/media/236035/hand_dermatitis_pocket_guide.pdf
https://digital.nhs.uk/data-and-information/publications/statistical/hospital-admitted-patient-care-activity/2022-23
https://digital.nhs.uk/data-and-information/publications/statistical/hospital-admitted-patient-care-activity/2022-23
https://www.nice.org.uk/guidance/ta177
https://eczema.org/information-and-advice/treatments-for-eczema/
https://www.empr.com/home/news/drugs-in-the-pipeline/delgocitinib-cream-significantly-improves-chronic-hand-eczema-in-trial/
https://www.empr.com/home/news/drugs-in-the-pipeline/delgocitinib-cream-significantly-improves-chronic-hand-eczema-in-trial/

14

15

16

17

18

19

NIHR | szt ey Newcastle

University

LEO Pharma. LEO Pharma announces positive outcome of DELTA 3 open-label extension trial
of delgocitinib cream in the treatment of adults with moderate to severe chronic hand
eczema (CHE). 2023. Available from: https://www.leo-pharma.com/media-
center/news/2023-leo-pharma-announces-positive-outcome-of-delta-3 [Accessed 15
November 2023].

Healio. Positive phase 3 results reported for delgocitinib cream for chronic hand eczema.
2022. Available from: https://www.healio.com/news/dermatology/20221216/positive-
phase-3-results-reported-for-delgocitinib-cream-for-chronic-hand-eczema [Accessed 15
November 2023].

Business wire. LEO Pharma Presents Phase 3 Results of Delgocitinib Cream for Adults with
Moderate to Severe Chronic Hand Eczema (CHE) at EADV 2023. 2023. Available from:
https://www.businesswire.com/news/home/20231013784653/en/LEO-Pharma-Presents-
Phase-3-Results-of-Delgocitinib-Cream-for-Adults-with-Moderate-to-Severe-Chronic-Hand-
Eczema-CHE-at-EADV-2023 [Accessed 15 November 2023].

European Dermatology Forum. Living EuroGuiDerm Guideline for the systemic treatment of
Atopic Eczema. 2022. Available from: https://www.guidelines.edf.one/guidelines/atopic-
ezcema [Accessed 14 November 2023].

Wollenberg A, Barbarot S, Bieber T, Christen-Zaech S, Deleuran M, Fink-Wagner A, et al.
Consensus-based European guidelines for treatment of atopic eczema (atopic dermatitis) in
adults and children: part I. Journal of the European Academy of Dermatology and
Venereology. 2018;32(5):657-82. Available from: https://doi.org/10.1111/jdv.14891.
Wollenberg A, Barbarot S, Bieber T, Christen-Zaech S, Deleuran M, Fink-Wagner A, et al.
Consensus-based European guidelines for treatment of atopic eczema (atopic dermatitis) in
adults and children: part Il. Journal of the European Academy of Dermatology and
Venereology. 2018;32(6):850-78. Available from: https://doi.org/10.1111/jdv.14888.

NB: This briefing presents independent research funded by the National Institute for Health and Care
Research (NIHR). The views expressed are those of the author and not necessarily those of the NHS, the
NIHR or the Department of Health.

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

Page 8 of 8


https://www.leo-pharma.com/media-center/news/2023-leo-pharma-announces-positive-outcome-of-delta-3
https://www.leo-pharma.com/media-center/news/2023-leo-pharma-announces-positive-outcome-of-delta-3
https://www.healio.com/news/dermatology/20221216/positive-phase-3-results-reported-for-delgocitinib-cream-for-chronic-hand-eczema
https://www.healio.com/news/dermatology/20221216/positive-phase-3-results-reported-for-delgocitinib-cream-for-chronic-hand-eczema
https://www.businesswire.com/news/home/20231013784653/en/LEO-Pharma-Presents-Phase-3-Results-of-Delgocitinib-Cream-for-Adults-with-Moderate-to-Severe-Chronic-Hand-Eczema-CHE-at-EADV-2023
https://www.businesswire.com/news/home/20231013784653/en/LEO-Pharma-Presents-Phase-3-Results-of-Delgocitinib-Cream-for-Adults-with-Moderate-to-Severe-Chronic-Hand-Eczema-CHE-at-EADV-2023
https://www.businesswire.com/news/home/20231013784653/en/LEO-Pharma-Presents-Phase-3-Results-of-Delgocitinib-Cream-for-Adults-with-Moderate-to-Severe-Chronic-Hand-Eczema-CHE-at-EADV-2023
https://www.guidelines.edf.one/guidelines/atopic-ezcema
https://www.guidelines.edf.one/guidelines/atopic-ezcema
https://doi.org/10.1111/jdv.14891
https://doi.org/10.1111/jdv.14888

