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Non-Steroidal Topical Agents

Drug Name Mechanism Status

Crisaborole PDE-4 inhibitor Approved by FDA for AD patients aged 

3 months and older

Ruxolitinib JAK1/2 inhibitor Approved by FDA for AD patients aged 

12 years and older

Roflumilast PDE-4 inhibitor Approved by FDA for AD patients aged 

6 years and older

Tapinarof AhR agonist Pending FDA approval for AD patients 

aged 2 years and older

Delgocitinib pan-JAK inhibitor Investigated in global phase 3 study 

for chronic hand eczema (CHE) 

patients aged 12 years and older



Topical Ruxolitinib

• Predominantly JAK1/2 
inhibition

• TRuE-AD1 and 2 consisted of 
more than 1200 patients age 12 
and up

• Endpoints at 8 weeks

• Studied in 0.75 and 1.5% 
strengths

• Approved in 1.5% cream

• BID as needed use



Ruxolitinib Cream



Topical Ruxolitinib



Topical Ruxolitinib



PDE4 inhibitors are molecularly distinct
Roflumilast binding to PDE4 mimics cAMP binding well
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Roflumilast has not been studied in head-to-head clinical trials and the comparative clinical significance is unknown. 
Efficacy and safety cannot be derived from these data.

Roflumilast

Wang J, et al. International Societies for Investigative Dermatology (ISID) Meeting 2023.

Apremilast Crisaborole



Simpson E. et al, Long-term Safety and Efficacy of Roflumilast Cream 0.15% in Adults and Children Aged ≥6 Years With Mild to 
Moderate Atopic Dermatitis: A 52-week, Phase 3, Open-Label Safety Trial. RAD Conference, Chicago, IL, June 8-10, 2024.

Topical Roflumilast
INTEGUMENT-OLE TRIAL - STUDY DESIGN

• 52-week, phase 3, multicenter, open-label extension trial in adults and children ≥2 years of age 
with AD (INTEGUMENT-OLE [NCT04804605])

• Here we present results for patients who previously completed INTEGUMENT-1/2 (n=658; 299 

in the 24-week cohort, 359 in the 52-week cohort) 



Topical Roflumilast
PATIENT BASELINE DEMOGRAPHICS



Topical Roflumilast

• No new safety signals observed 

over up to 56 weeks of treatment

• 96.3% of patients who experienced 

TEAEs had AEs of mild or moderate 

severity

• At each visit, ≥98.1% of patients 
showed no evidence of irritation on 

investigator assessment of local 

tolerability

• Application site pain was reported 

in for 3 (0.5%) patients, and 0.4%–
2.1% of patients reported severe 

stinging and/or burning at any visit

LONG-TERM SAFETY

Simpson E. et al, Long-term Safety and Efficacy of Roflumilast Cream 0.15% in Adults and 

Children Aged ≥6 Years With Mild to Moderate Atopic Dermatitis: A 52-week, Phase 3, Open-

Label Safety Trial. RAD Conference, Chicago, IL, June 8-10, 2024.



Topical Roflumilast
Proportion of Patients Achieving vIGA-AD of 0 (Clear) or 1 (Almost Clear)

Simpson E. et al, Long-term Safety and Efficacy of Roflumilast Cream 0.15% in Adults and Children Aged ≥6 Years With Mild to 
Moderate Atopic Dermatitis: A 52-week, Phase 3, Open-Label Safety Trial. RAD Conference, Chicago, IL, June 8-10, 2024.



Topical Roflumilast
Proportion of Patients Achieving EASI-75

Simpson E. et al, Long-term Safety and Efficacy of Roflumilast Cream 0.15% in Adults and Children Aged ≥6 Years With Mild to 
Moderate Atopic Dermatitis: A 52-week, Phase 3, Open-Label Safety Trial. RAD Conference, Chicago, IL, June 8-10, 2024.



Topical Roflumilast

Simpson E. et al, Long-term Safety and Efficacy of Roflumilast Cream 0.15% in Adults and Children Aged ≥6 Years With Mild to 
Moderate Atopic Dermatitis: A 52-week, Phase 3, Open-Label Safety Trial. RAD Conference, Chicago, IL, June 8-10, 2024.



Emerging Non-Steroidal Topical Agents

Drug Name Mechanism Status

Crisaborole PDE-4 inhibitor Approved by FDA for AD patients aged 

3 months and older

Ruxolitinib JAK1/2 inhibitor Approved by FDA for AD patients aged 

12 years and older

Roflumilast PDE-4 inhibitor Approved by FDA for AD patients aged 

6 years and older

Tapinarof AhR agonist Pending FDA approval for AD patients 

aged 2 years and older

Delgocitinib pan-JAK inhibitor Investigated in global phase 3 study 

for chronic hand eczema (CHE) 

patients aged 12 years and older



Topical Tapinarof

• 813 patients randomized to tapinarof or vehicle QD in two 8-week 

trials

• Primary endpoint (vIGA 0 or 1 and ≥2-grade improvement at Week 

8)

• Both trials met this endpoint: 45.4% vs 13.9% and 46.4% vs 18.0% 

tapinarof vs vehicle; both P<0.0001

• EASI75 responses  with tapinarof vs vehicle: 55.8% vs 22.9% and 

59.1% vs 21.2%, both P<0.0001

Silverberg JI, Eichenfield LF, Hebert AA, Simpson EL, Gold LS, Bissonnette R, Papp KA, Browning J, Kwong 

P, Korman NJ, Brown PM. Tapinarof Cream 1% Once Daily: Significant Efficacy in the Treatment of Moderate 

to Severe Atopic Dermatitis in Adults and Children Down to 2 Years of Age in the Pivotal Phase 3 ADORING 
Trials. Journal of the American Academy of Dermatology. 2024 May 20.



Topical Tapinarof

Silverberg JI, Eichenfield LF, Hebert AA, Simpson EL, Gold LS, Bissonnette R, Papp KA, Browning J, Kwong P, Korman NJ, Brown PM. Tapinarof Cream 1% 
Once Daily: Significant Efficacy in the Treatment of Moderate to Severe Atopic Dermatitis in Adults and Children Down to 2 Years of Age in the Pivotal Phase 3 
ADORING Trials. Journal of the American Academy of Dermatology. 2024 May 20.

ADORING 1 ADORING 2



Topical Tapinarof

Silverberg JI, Eichenfield LF, Hebert AA, Simpson EL, Gold LS, Bissonnette R, Papp KA, Browning J, Kwong P, Korman NJ, Brown PM. Tapinarof Cream 1% 
Once Daily: Significant Efficacy in the Treatment of Moderate to Severe Atopic Dermatitis in Adults and Children Down to 2 Years of Age in the Pivotal Phase 3 
ADORING Trials. Journal of the American Academy of Dermatology. 2024 May 20.



Topical pan-JAK inhibitor Delgocitinib for 

Chronic Hand Eczema – Delta 1 and 2 Trials
PATIENT BASELINE DEMOGRAPHICS

Bissonnette R. et al, Efficacy and safety of delgocitinib cream in adults with moderate to severe 

Chronic Hand Eczema: pooled results of the Phase 3 DELTA 1 and 2 trials. AAD Annual 

Conference, San Diego, CA, March 8-11, 2024.



Topical Delgocitinib
DELTA 1 TRIAL RESULTS

Bissonnette R. et al, Efficacy and safety of delgocitinib cream in adults with moderate to severe Chronic Hand Eczema: pooled results of the Phase 3 DELTA 1 

and 2 trials. AAD Annual Conference, San Diego, CA, March 8-11, 2024.



JAKi JAK1 JAK2 JAK3 TYK2

Delgocitinib 2.8 nM 2.6 nM 13.0 nM 58.0 nM

Ruxolitinib 6.4 nM 8.8 nM 487.0 nM 30.1 nM

Shawky AM, Almalki FA, Abdalla AN, Abdelazeem AH, Gouda AM. A Comprehensive Overview of Globally Approved JAK Inhibitors. Pharmaceutics. 

2022 May 6;14(5):1001.

Miot HA, Criado PR, de Castro CCS, Ianhez M, Talhari C, Ramos PM. JAK-STAT pathway inhibitors in dermatology. An Bras Dermatol. 2023 Sep-

Oct;98(5):656-677. doi: 10.1016/j.abd.2023.03.001. Epub 2023 May 23. PMID: 37230920; PMCID: PMC10404561.

JAK Kinase Domain (JH1) Inhibitor Selectivity (IC50, nM)

Topical Delgocitinib
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