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 INTRODUCTION
■  Atopic dermatitis (AD) is a chronic relapsing skin disease characterized by pruritus, 

burning sensations, xerosis, erythematous papules and plaques, exudation, 
crusting, and lichenification1,2

■  Despite available options for treating AD, there is a need for effective topical 
therapies that can be used without concerns about body surface area (BSA) 
restrictions or long treatment duration2

■   Tapinarof cream is a therapeutic aryl hydrocarbon receptor modulating agent 
(TAMA) under investigation for the treatment of AD and psoriasis (ClinicalTrials.gov 
ID: NCT03956355)

■   This previously conducted Phase 2b, double-blind, six-arm, vehicle-controlled 
randomized study (ClinicalTrials.gov ID: NCT02564055) assessed the efficacy and 
safety of tapinarof cream in adolescents and adults with AD2

■   The primary analysis showed that tapinarof cream was efficacious and well 
tolerated in adolescents and adults with AD2

 OBJECTIVES
■   To present additional efficacy outcomes from the Phase 2b study of topical 

tapinarof cream in adolescents and adults with AD, including mean change in  
% BSA affected and total severity score (TSS) from baseline to each study visit

 METHODS
Study Design
■   In this multicenter (United States, Canada, and Japan), Phase 2b, double-

blind, vehicle-controlled randomized study, subjects with AD were randomized 
1:1:1:1:1:1 to receive tapinarof cream 0.5% or 1% once (QD) or twice daily (BID) 
or vehicle QD or BID for 12 weeks and followed up for 4 more weeks (Figure 1)

Figure 1. Study Design
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Study Outcomes and Statistical Analysis
■  The previously reported primary efficacy endpoint was the Investigator Global 

Assessment (IGA) response rate defined as the proportion of subjects with an IGA 
score of clear or almost clear (0 or 1) and ≥2-grade improvement in IGA score from 
baseline to Week 122

■   Previously reported secondary efficacy outcomes were the proportion of patients 
with ≥75% improvement in Eczema Area and Severity Index from baseline (EASI75) 
and those with ≥3-point improvement in pruritus numeric rating scale (NRS)2

■   Secondary efficacy outcomes reported here are mean change from baseline to 
each study visit in:
–  % BSA affected 
–  TSS (the sum of severity of erythema, induration/papulation, lichenification, oozing/

crusting, and scaling; maximum score of 15 with a higher score indicating more  
severe disease) 

■  Incidence, frequency, and nature of adverse events (AEs) and serious AEs were 
collected from the start of study treatment until the end of study at Week 16
–  Investigators assessed the overall degree of application-site irritation using a 

scale from 0=no irritation to 4=very severe at each study visit
–  Subject-reported tolerability on a 5-point scale from 0=none to 4=strong/severe 

was used to assess the presence and degree of application-site burning/stinging 
and itching within 2 hours following application of tapinarof or vehicle

■  Summary statistics of the mean values and standard deviations (SD) were provided 
for each treatment group at each study visit

 RESULTS
Subject Characteristics
■   A total of 247 subjects (of 363 subjects originally screened) were randomized 

into the study, 174 (70%) were adults (aged 18–65 years) and 73 (30%) were 
adolescents (aged 12–17 years)

■  Subjects were randomized into the study at 32 sites in the United States, eight 
sites in Canada, and 13 sites in Japan (intent-to-treat analysis population)

■   Of those randomized, 191 subjects (77%) completed the study, including the 
Week 16 follow-up visit

■   Overall, mean demographic and baseline characteristics were comparable across 
treatment groups (Table 1)

■  Most subjects (91%) had a baseline IGA score of 3 (moderate) and a baseline 
mean EASI score of 11.3 (SD 6.0)

IGA Response Rates 
■   Primary endpoint: IGA response rates (defined as IGA score 0 or 1 and ≥2-grade 

improvement) at Week 12 were higher in the tapinarof cream groups than the 
vehicle groups (53% [1% BID], 46% [1% QD], 37% [0.5% BID], 34% [0.5% QD] 
vs 24% [vehicle BID] and 28% [vehicle QD]) and were maintained for 4 weeks 
after the end of study treatment (non-responder imputation [NRI] method)2

EASI75 Response Rates 
■  EASI75 response rates at Week 12 were higher in the tapinarof cream groups 

than the vehicle groups (60% [1% BID], 51% [1% QD], 51% [0.5% BID], 39% 
[0.5% QD] vs 26% [vehicle BID] and 25% [vehicle QD]) and were maintained for 4 
weeks after the end of study treatment (NRI method)2

≥3-point Improvement in Pruritus NRS 
■   More patients achieved ≥3-point improvement in pruritus NRS from baseline in the 

tapinarof cream groups vs the vehicle groups from Week 2 onwards (NRI method)2

Table 1. Baseline Subject Demographics and Characteristics

Tapinarof 1% 
cream

Tapinarof 0.5% 
cream Vehicle

BID
(n=40)

QD
(n=41)

BID
(n=43)

QD
(n=41)

BID
(n=42)

QD
(n=40)

Age, years (SD) 28.5 
(13.9)

31.6 
(15.7)

29.0 
(15.9)

29.3 
(14.0)

27.9 
(14.7)

29.4 
(15.2)

Aged 12–17 
years, n (%) 11 (28) 13 (32) 13 (30) 12 (29) 13 (31) 11 (28)

Aged 18–65 
years, n (%) 29 (73) 28 (68) 30 (70) 29 (71) 29 (69) 29 (73)

Male sex, n (%) 22 (55) 17 (41) 26 (60) 19 (46) 19 (45) 23 (58)
IGA, mean (SD) 3.1 (0.2) 3.1 (0.3) 3.1 (0.3) 3.1 (0.3) 3.1 (0.4) 3.1 (0.3) 
EASI, mean 
(SD) 9.8 (5.2) 10.9 (6.1) 13.1 (6.7) 11.4 (5.8) 11.1 (5.9) 11.1 (5.8)

% BSA affected, 
mean (SD) 14.8 (8.7) 18.7 (11) 19.7 

(10.5) 17.6 (9.9) 14.5 (9.2) 16.0 
(10.3)

Pruritus score, 
mean (SD)* 5.2 (2.3) 5.4 (1.9) 5.7 (2.5) 5.7 (2.0) 5.1 (2.0) 5.8 (1.9)

TSS, mean (SD)† 7.5 (2.2) 7.5 (2.3) 8.4 (2.4) 7.9 (2.0) 8.5 (2.5) 8.2 (2.2)
Baseline data provided for the safety analysis population (n=247). *Mean scores based on an NRS of 0 ‘absent’ to 10 ‘worst imaginable’ with data 
provided for subjects with available results (n=33, 37, 41, 40, 40, and 35, respectively). †Sum of severity of erythema, induration/papulation, lichenification, 
oozing/crusting, and scaling; maximum score of 15 with a higher score indicating more severe disease. BID, twice daily;  BSA, body surface area; EASI, 
Eczema Area and Severity Index; IGA, Investigator Global Assessment; NRS, numeric rating scale; QD, once daily; SD, standard deviation; TSS, total 
severity score.

Mean Change in BSA Affected
■  Overall, most subjects had a reduction in % BSA affected during the study period
■  Greater reductions in % BSA affected were observed with tapinarof cream 

compared with vehicle from Week 1 onwards, and maintained up to the Week 16 
post-treatment follow-up

■   At Week 12, mean reduction in % BSA affected (±SD) from baseline in the 
tapinarof groups was –11.2 (±8.6) and –11.6 (±9.7) in the 1% BID and QD groups 
and –12.2 (±9.6) and –9.8 (±7.7) in the 0.5% BID and QD groups, respectively, 
compared with –6.0 (±8.4) and –5.4 (±8.1) in the vehicle BID and QD groups, 
respectively (Figure 2)

Figure 2. Mean Change in % BSA Affected from Baseline to Week 12
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Results derived from the ITT analysis population. n is number of subjects with available results at Week 12. BID, twice daily; BSA, body surface area;  
ITT, intent-to-treat; QD, once daily. 

Mean Change in TSS
■   Mean TSS reduced from baseline at each study visit; greater reductions were 

observed with tapinarof cream than with vehicle from Week 2 up to the end  
of treatment

■  At Week 12, mean change in TSS (±SD) from baseline in the tapinarof groups was 
–5.8 (±2.9) and –5.5 (±2.6) in the 1% BID and QD groups and –7.0 (±2.4) and –5.5 
(±2.6) in the 0.5% BID and QD groups, respectively, compared with –4.6 (±2.6) 
and –5.2 (±3.0) in the vehicle BID and QD groups, respectively

Safety
■  Treatment-emergent AEs (TEAEs) were mostly mild to moderate in severity
■  The most common treatment-related TEAEs occurring in ≥5% of subjects in any 

group were folliculitis (5% tapinarof vs 0% vehicle), application-site pain (1% tapinarof 
vs 4% vehicle), and AD (1% tapinarof vs 2% vehicle)

■  The majority of subjects had little to no investigator-assessed treatment-site irritation 
or self-reported application-site burning/stinging and itching throughout the study 
period, with no apparent differences between tapinarof and vehicle groups

 CONCLUSIONS
■  These results support the previously reported primary outcomes that tapinarof 

cream is efficacious and well tolerated in adolescents and adults with AD2

■  Differences in mean change in BSA between the tapinarof and vehicle groups 
were apparent as early as Week 1, with improvements maintained for 4 weeks 
after the end of study treatment 

■  Differences in mean change in TSS between the tapinarof and vehicle groups were 
apparent from Week 2

■   Tapinarof cream was generally well tolerated with the majority of subjects having 
little to no irritation or burning/stinging and itching 

■   Due to the small size of the adolescent population, meaningful differences in 
efficacy were not detected between treatment arms; however, the incidence 
and type of AEs were generally consistent with those observed in the overall 
population

■  These findings suggest tapinarof cream may be an important potential advance in 
the development of topical medicines for the treatment of AD
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