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How did we get to this point in 
AD (and Psoriasis)?

Both successes and failures have helped to frame 
pathogenic concepts and therapeutic directions

Skin and Blood 
profiling helped 
formulate 
Pathogenic 
hypotheses

Skin and Blood
Profiling 
biomarkers of 
therapeutic 
response

Bench Studies of 
Pathogenesis

Clinical Trials with 
Targeted Agents

Multiple cycles Therapeutic 
Generations

Biomarker studies in hand eczema are needed 
to help therapeutic development for various 

types of CHE (Irritant CD/AD, allergic CD)
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Emerging Topical and Systemic 
Treatments for CHE

JAK Inhibitors: Intracellular Targets
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1. Kofoed K, et al. Acta Derm Venereol 2015;95:133–139. 2. Raker VK, et al. Front Immunol 2016,7:123. 3. Bao L et al. JAK-STAT 2013;2:3:e24137.  4. Gooderham M, Papp K. BioDrugs 2015;29:327–339. 5

JAK Inhibition Targets Key Cytokines in CHE
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Gadina M et al. Rheumatology 2019

• Chronic Hand Eczema 
involves several 
cytokine pathways, 
including Th1, Th2, and 
Th17

• Thus, for effective 
therapeutic response in  
majority of patients 
more than one cytokine 
pathway needs to be 
targeted
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Phase 2a, randomized, vehicle-controlled, double-blind, proof-of-concept 
trial of topical delgocitinib for adults with chronic hand eczema

• 1. Dhingra N, et al. J Allergy Clin Immunol 2014;134:362–72
• aDefined as PGA 0/1 with ≥2-step improvement from baseline; HECSI, Hand Eczema Severity Index; PaGA, Patients 

Global Assessment of disease severity; Worm M, et al. AAD 2019, P8467 Sponsored by LEO Pharma A/S

Background

• Delgocitinib is a pan JAK, that inhibits JAK1/2/3 and TYK2

• The immune abnormalities of chronic hand eczema involve Th1/Th17 (irritant contact dermatitis), 
Th1/Th17/Th2/Th22 (allergic contact dermatitis, depending on allergen), and Th2/Th22 (atopic hand eczema)1

• Thus, a JAK inhibitor may be beneficial in treatment of all forms of chronic hand eczema since 

Delgocitinib 0.3% bid
(n=60)

Vehicle bid
(n=31)

Age, years 43.8 ±13.0 40.8 ±12.5

Male:Female 18:42 (30:70) 11:20 (35:65)

Race
White:Other 59:1 (98:2) 30:1 (97:3)

Predominant chronic 
hand eczema subtype

Irritant:Nonirritant 25:35 (42:58) 13:18 (42:58)

PGA
Mild
Moderate
Severe

13 (22)
36 (60)
11 (18)

5 (16)
17 (55)
9 (29)

HECSI score 32.6 ±21.5 40.5 ±34.3

Data are mean ±SD or n (%)

Baseline demographics and characteristics

Delgocitinib ointment 0.3% bid (n=60)
R

Treatment

Week 4

Vehicle bid (n=31)

0 8

2:1

Key inclusion 
criteria: 

• 18–65 years old

• Chronic hand 
eczema of at least 
mild severity 
(based on PGA)
Primary endpoint: PGA success at Week 8a

Secondary endpoints: 

• Differences in mean HECSI score at Week 8

• PaGA success at Weekௗ8

Phase 2a trial: PGA and HECSI responses with topical delgocitinib for 
adults with chronic hand eczema

• aDefined as PGA 0/1 with ≥2-step improvement from baseline; HECSI, Hand Eczema Severity Index

• Worm M, et al. AAD 2019, P8467 Sponsored by LEO Pharma A/S

PGA 0/1 and ≥2-point improvement from baseline 
(observed cases; FAS)
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• PGA treatment successa was achieved by 54% of patients in the delgocitinib group with irritant type 
(vs 15% vehicle) and 40% of patients with nonirritant type chronic hand eczema in the delgocitinib 
group (vs 14% vehicle); P=0.7 for chronic eczema subtype group comparison
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DEL 0.3% bid 60 60 59 59 59 59
Vehicle bid 31 31 30 30 29 27

Week

10

Mean change from baseline in HECSI score  
(observed cases; FAS)

n
DEL 0.3% bid 60 59 59 59
Vehicle bid 31 30                        30 27

n (%)
Delgocitinib 0.3% bid

(N=60)
Vehicle bid

(N=31)

Any AE 34 (57) 14 (45)

Treatment-related AEs 3 (5) 8 (26)

Most common AEs (≥5% of patients)

Nasopharyngitis 15 (25) 4 (13)

Postoperative wound 
infectiona

Hand dermatitis (worsening)

4 (7)
3 (5)

2 (6)
9 (29)

Headache 4 (7) 1 (3)

Creatine phosphokinase 
increased

0 2 (6)

Safety analysis set
aRelated to the skin biopsies taken for gene expression analyses in the study

Phase 2a trial: Safety of topical delgocitinib in adults with CHE

• There was 1 serious AE in the 
delgocitinib group (back pain, 
unrelated to treatment)

• No AE led to study discontinuation 
in the delgocitinib group

• No clinically relevant changes in 
vital signs or lab values in either 
group

•
HECSI, Hand Eczema Severity Index; mTLSS, modified Total Lesion Symptom Scale
Worm M, et al. AAD 2019, P8467 Sponsored by LEO Pharma A/S

• Patients with irritant chronic hand eczema had numerically greater improvements than patients 
with nonirritant chronic hand eczema, but the difference was not significant

• PGA responses were significantly different from vehicle, but HECSI responses were not

 It is important to standardize scores for chronic hand eczema (US studies use PGA and 
mTLSS)

 HECSI is controversial and doesn’t seem to yield good data
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DhREAM1: Phase 2b randomized, double-blind, vehicle-controlled trial of 
delgocitinib (pan-JAK inhibitor) cream in adults with chronic hand eczema

• IGA-CHE, investigator global assessment of chronic hand eczema

• Worm M, et al. EADV 2020, Late breaking D1T03.4A; 1. van der Valk PGM, et al. Contact Dermatitis 2013;69:112–7

Vehicle bid 
(n=50)

DEL 1 mg/g 
bid (n=52)

DEL 3 mg/g
bid (n=51)

DEL 8 mg/g 
bid (n=52)

DEL 20 mg/g 
bid (n=53)

Age, years 48 ±16 44 ±14 46 ±15 48 ±13 44 ±15

Female 27 (54) 37 (71) 28 (55) 32 (62) 34 (64)

Country
Denmark
Germany
USA

16 (32)
30 (60)
4 (8)

12 (23)
36 (69)
4 (8)

7 (14)
40 (78)
4 (8)

12 (23)
36 (69)
4 (8)

11 (21)
37 (70)
5 (9)

CHE severity
Mild
Moderate
Severe

12 (24)
27 (54)
11 (22)

13 (25)
29 (56)
10 (19)

13 (26)
29 (57)
9 (18)

11 (21)
29 (56)
12 (23)

12 (23)
31 (59)
10 (19)

HECSI score, 
median (range)

45
(9–150)

45
(5–223)

44
(6–186)

40 
(6–122)

48 
(7–296)

Data are mean ±SD or n (%), unless otherwise specified

DEL 20 mg/g bid (n=53)

DEL 8 mg/g bid (n=52)

DEL 3 mg/g bid (n=51)

DEL 1 mg/g bid (n=52)

Vehicle bid (n=50)

0 16-4 18

Screening Treatment period Follow-up

R

Week

1:1:1:1:1
N=250

• Broad range of severity included, but no data on 
characterization of hand eczema phenotype (eg, 
hand eczema associated with AD, dyshidrosis, 
hyperkeratotic) – it would be useful to determine 
if there is a differential response as presentation 
of CHE varies in the real-world

Eligibility criteria:
• Age ≥18 years
• IGA-CHE ≥2
• Inadequate response to TCS
• No active AD on other body areas 

requiring treatment
• 4-week washout for systemic 

therapies/TCS

Primary endpoint: IGA-CHE 0/1 with ≥2-point 
reduction from baseline to Week 16

Secondary endpoint: Change in hand eczema 
severity index (HECSI) from baseline to Week 16
HECSI is a 0 to 360-point scale incorporating the extent and intensity 
of hand eczema1

DhREAM1: IGA-CHE response and change in HECSI score with 
16 weeks of delgocitinib cream among adults with CHE

• *Nominal P<0.05; aMissing data and data for patients using rescue medication imputed as nonresponse; bPatients were imputed as 
nonresponders if no post-baseline data was recorded 

• Worm M, et al. EADV 2020, Late breaking D1T03.4A
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Primary endpoint: Patients achieving 
IGA-CHE 0/1 (NRIa)

Change from baseline in HECSI score (MMRMb)

*
* *

*

*

*

• Generally good dose response seen in IGA-CHE and HECSI with early onset, with substantial gains in efficacy by Week 6 in 
higher vs lower doses. The time course and extent of the 8 mg/g response vs. the 20 mg/g is notable

• There is clinical need for a non-steroid with higher efficacy than TCIs/PDE4 inhibitors for CHE
• Safety issues: AE rates not higher vs. vehicle (but limited data presented)
• Delgocitinib 0.5% ointment is approved in Japan for AD (for patients aged >16 years, limited to 5 g per dose)
• Small patient numbers, wide range of baseline severity, and lack of clarity on CHE phenotypes are limitations of the study
• Effect of the imbalances in gender and nationality at baseline remains unknown: Large-scale studies should include more 

geographic locations and a diverse population
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Week

• Blocking Syk blocks IL-17 signaling
• Blocking JAK/TYK will inhibit Th1/Th2/Th22 and 

IL-23 signaling
SYK JAK1 JAK2 JAK3 TYK2

5 46 4 11 8

ASN002 inhibition of kinase activity, IC50 (nM)

Inclusion Criteria
• ≥18 years old
• PGA ≥3
• Refractory to 

≥moderate 
potency TCS

• Stable emollient 
use

40 mg Gusacitinib

80 mg Gusacitinib 

Placebo

80 mg Gusacitinib 

40 mg Gusacitinib
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Week 16

97 subjects 
randomized

Primary endpoint: Change from baseline in mTLSS at week 16

Secondary endpoints: Change from baseline in Physician Global Assessment (PGA); Proportion of patients with PGA 0 or 1; Change from baseline in Patient 
Global Assessment (PaGA), Change in Pain 
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Sofen H, et al. EADV 2020, D1T03.4C late breaking news Sponsored by Asana Biosciences
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Phase 2b trial: PGA 0/1 with 16 weeks of oral gusacitinib
(ASN002)

Patients achieving PGA 0/1 through week 16

Sofen H, et al. EADV 2020, D1T03.4C late breaking news Sponsored by Asana Biosciences

*P<0.05, †P<0.005, ‡P<0.001 vs placebo

Sofen H, et al. EADV 2020, D1T03.4C late breaking news Sponsored by Asana Biosciences

• Asymptomatic CPK elevations were observed

• No changes in total cholesterol, though increases in HDL 
and decreases in LDL were recorded

• No “significant” changes in hematology laboratory 
assessments

• No opportunic infections, thromboembolic events, 
MACE, malignancies or deaths

Phase 2b trial: Safety through 16 weeks of gusacitinib (ASN002) 
treatment among adults with moderate to severe CHE

• Relatively small number of patients and short duration

• Potential signals for headache, GI issues, and infections

• Considering its MOA, it will be important to fully understand the risk-benefit profile of this drug

Placebo qd
(n=32)

Gusacitinib
40 mg qd

(n=33)

Gusacitinib 80 
mg qd (n=32)

Serious AEs, n
Alcoholism
Femur Fracture
Atrial fibrillation

0
0
1

0
0
0

1
1
0

Common AEs, %
Headache
Nausea
Nasopharyngitis 
URTI
Diarrhea
Vomiting

3
0
9
9
3
0

15
9
6

24
3
3

19
19
16
6

13
13
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Dupilumab, a human IL-4Rα mAb
potently inhibits both IL-4 and IL-13 signaling

Type I Receptor

B cells, T cells, Monocytes, 
Eosinophils, Fibroblasts

Type II Receptor

Epithelial cells, Smooth muscle 
cells, Fibroblasts, Monocytes, 

Activated B cells

IL-4 IL-13

↓ Th2 (direct)
↓ Th17 and 22 (indirect)
↓ Serum Th2 inflammation
↓ Epidermal Proliferation
↑ Epidermal differentiation

Dupilumab for CHE

A placebo-controlled study, with 1:1: randomization to placebo, and 
dupilumab 300mg after 600mg loading dose for 16 weeks

Dupilumab 300mg  every other week

R

Treatment

Week

Placebo 

0 16

1:1

Key inclusion criteria: 
• 18–75 years old

• Severe Chronic hand 
eczema>6mo (IGA 3-4)

Primary endpoint: Change from baseline in mTLSS at week 16

Secondary endpoints: Pruritus, pain, Qol,  sleep loss, IGA, PaGA, EASI, IgE

Pre Dupilumab

After 16 weeks of 
Dupilumab

Real Life: Dupilumab works for some cases 
of refractory hand eczema, particularly on 
an AD background
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Pre Dupilumab

After 16 weeks of 
Dupilumab

Apremilast for CHE

A pilot study of 10 patients with CHE to be treated with Apremilast
30mg BID as a single arm for 6 months

Apremilast 30mg BIDR

Treatment

Week 0 24 weeks
Key inclusion criteria: 
• 18–75 years old

• Severe Chronic hand 
eczema>6mo (IGA 3-4)

Primary endpoint: Change from baseline in PGA at 6 months

Secondary endpoints: mTLSS, DLQI, Safety, time to response

Study 
terminated 
after enrolling 
one patient as 
PI (Dr Erlich) 
left GW

Off label use: some efficacy in certain patient population (particularly those 
with irritant or allergic contact dermatitis where Th17/Th1 are involved)

Future Directions for hand eczema

• Need to incorporate non invasive biomarkers—tape strips in the 
clinical trials to help shed light into the phenotypes of the 
different CHE phenotypes (ICD/ACD/AD)
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Thank You

We are now beginning an exciting medical and scientific path for a 
new treatment paradigm for our atopic dermatitis patientsWe are now beginning an exciting medical and scientific 

path for a new treatment paradigm for our CHE patients
Emma.Guttman@mountsinai.org

22


