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ABSTRACT

Introduction:  Standard therapy for patients 
with mild to moderate atopic dermatitis (AD) 
typically includes topical therapies; however, 
patients with more extensive AD and/or AD 
refractory to topical therapy may benefit from 
systemic treatment. Ruxolitinib cream mono-
therapy has demonstrated superior antipruritic 
and anti-inflammatory effects versus vehicle 
in patients with mild to moderate AD, and 

long-term disease control with as-needed use. 
Here, efficacy/safety of 1.5% ruxolitinib cream 
through 52 weeks was assessed in a subset of 
patients with moderate and/or more extensive 
disease.
Methods:  This post hoc analysis of TRuE-AD1/
TRuE-AD2 included patients who, at baseline, 
had Investigator’s Global Assessment (IGA) score 
of 3, Eczema Area and Severity Index (EASI) ≥ 16, 
and affected body surface area (BSA) ≥ 10% 
(higher severity of disease threshold subgroup). 
Disease control and safety were assessed.
Results:  Of 1249 patients in the overall 
population, 78 (6.2%) met all higher severity 
of disease threshold criteria (continuous-use 
vehicle-controlled period: 1.5% ruxolitinib 
cream, n = 32; vehicle, n = 13); 28 and 4 of these 
patients, respectively, continued as-needed 
1.5% ruxolitinib cream during the long-term 
safety (LTS) period. At week 8 (continuous-use), 
IGA-treatment success (IGA 0/1, with ≥ 2-grade 
improvement from baseline) was achieved by 
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19/32 (59.4%) patients applying 1.5% ruxoli-
tinib cream versus no patients applying vehicle. 
In the LTS period, those achieving clear/almost 
clear skin increased from 19/28 patients (67.9%; 
continuous-use: week  8) to 18/23 patients 
(78.3%; as-needed use: week  52) in patients 
applying ruxolitinib cream from day 1. Ruxoli-
tinib cream was well tolerated, with few applica-
tion site reactions, regardless of disease severity 
threshold. Efficacy and safety results were simi-
lar to the overall study population.
Conclusion:  Patients with AD who meet 
standard disease severity eligibility criteria for 
systemic therapy may achieve IGA-treatment 
success with clear/almost clear skin with contin-
uous-use ruxolitinib cream, and maintain long 
term-disease control with as-needed ruxolitinib 
cream monotherapy.
Trial Registration Number:  NCT03745638/
NCT03745651.

PLAIN LANGUAGE SUMMARY

Atopic dermatitis (AD) is a skin condition that 
causes itchy, dry, and inflamed skin. For many 
people AD is controlled with medication that is 
applied to the skin. However, for some people 
medication that is taken orally or injected (i.e., 
systemic treatment) may be needed. Systemic 
treatment can sometimes be challenging. Doc-
tors use a variety of tools to measure AD severity 
and apply standard criteria to help determine 
if a person should receive systemic treatment. 
In the TRuE-AD1/TRuE-AD2 clinical trials, itch 
and inflammation improved in people with mild 
to moderate AD after they applied ruxolitinib 
cream twice daily for 8 weeks. When people 
then applied ruxolitinib cream to areas of AD 
only when it was needed for another 44 weeks, 
ruxolitinib cream provided long-term control of 
their AD. The aim of this analysis was to assess 
disease control with ruxolitinib cream in people 
with AD severe enough to meet the standard cri-
teria indicating a need for systemic treatment. In 
this group, the majority had clear or almost clear 
skin after applying ruxolitinib cream twice daily 
for 8 weeks. After 44 weeks of as-needed applica-
tion of ruxolitinib cream, most people still had 

clear or almost clear skin. In this group of people 
who may have otherwise needed treatment with 
systemic therapy, ruxolitinib cream twice daily 
for 8 weeks and then as-needed was generally 
well tolerated. These results show that as-needed 
ruxolitinib cream may provide long-term con-
trol of AD in people who may otherwise have 
needed systemic therapy.

Keywords:  Atopic dermatitis; Ruxolitinib cream;  
Janus kinase inhibition; JAK

Key Summary Points 

Why carry out this study?

Atopic dermatitis (AD) is typically treated 
with topical therapies; however, patients with 
more extensive AD or AD refractory to topi-
cal therapy may require systemic treatment.

Ruxolitinib cream demonstrated superior 
antipruritic and anti-inflammatory effects 
versus vehicle in patients with mild to mod-
erate AD, and long-term disease control with 
as-needed use.

The aim of this study was to assess the effi-
cacy and safety of 1.5% ruxolitinib cream 
through 52 weeks in patients meeting stand-
ard disease severity eligibility criteria for 
systemic therapy.

What was learned from the study?

Patients with AD meeting standard disease 
severity eligibility criteria for systemic ther-
apy may derive clinical benefit from con-
tinuous-use ruxolitinib cream monotherapy 
and maintain long term-disease control with 
as-needed use.

Ruxolitinib cream represents a safe and effec-
tive, non-steroidal, topical treatment option 
for patients with moderate and/or extensive 
AD, potentially reducing the need for therapy 
escalation.
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INTRODUCTION

Atopic dermatitis (AD) is a highly pruritic 
inflammatory skin disease [1]. Topical thera-
pies are the standard of care for most patients 
with AD and are the first treatment step in 
protocols recommended by an expert panel 
of the International Eczema Council (IEC), 
by the consensus-based European guidelines, 
and by the American Academy of Dermatology 
[2–6]. As per these protocol recommendations, 
patients with more extensive AD or those with 
AD refractory to topical therapy may be appro-
priate candidates for systemic treatment.

The IEC does not provide strict thresholds 
for identifying patients appropriate for sys-
temic therapy. However, studies of systemic 
therapies have tended to use similar inclusion 
criteria that incorporate minimum disease 
severity thresholds from clinician-reported 
assessments, including affected body surface 
area (BSA) of at least 10%, an Eczema Area and 
Severity Index (EASI) of at least 16 (EASI ≥ 16), 
and an Investigator’s Global Assessment (IGA) 
of at least 3 (IGA ≥ 3) [7–11]. In clinical trial 
settings, these thresholds have been generally 
accepted to identify patients who may benefit 
from systemic therapy. Additionally, more sub-
jective tools, such as the itch numerical rating 
scale (itch NRS), have also been used to assess 
AD severity [12, 13].

Ruxolitinib cream is a topical formulation 
of ruxolitinib, a selective inhibitor of Janus 
kinase (JAK) 1 and JAK2 [14]. In two phase 3 
studies of identical design (Topical Ruxolitinib 
Evaluation in Atopic Dermatitis [TRuE-AD] 
Study 1 [TRuE-AD1] and Study 2 [TRuE-AD2]), 
ruxolitinib cream monotherapy demonstrated 
superior antipruritic and anti-inflammatory 
effects versus vehicle after 8 weeks of continu-
ous treatment in adults and adolescents with 
mild to moderate AD. Long-term disease con-
trol was observed for most patients through the 
44-week as-needed treatment period, and appli-
cation site reactions were infrequent through-
out the entire 52-week period [15, 16]. The aim 
of this analysis was to evaluate the efficacy and 
safety of 1.5% ruxolitinib cream in a subset of 
patients who were enrolled in TRuE-AD1/2 and 

met standard disease severity eligibility criteria 
for systemic therapy.

METHODS

Patients and Study Design

This was a post hoc analysis of the pivotal 
phase 3 trials TRuE-AD1 (NCT03745638) and 
TRuE-AD2 (NCT03745651) [15, 16]. Eligi-
ble patients in the TRuE-AD1/2 studies were 
aged ≥ 12 years with AD for ≥ 2 years and had 
an IGA score of 2 or 3 and 3–20% affected BSA 
(excluding scalp). In both studies, patients 
were randomized (2:2:1) to either of two rux-
olitinib cream strength regimens (0.75% twice 
daily [BID], 1.5% BID) or vehicle cream BID for 
8 weeks of double-blinded continuous treatment 
(vehicle-controlled [VC] period); patients were 
instructed to continue treating lesions regardless 
of lesion clearance. Patients on ruxolitinib cream 
subsequently continued treatment for 44 weeks 
(long-term safety [LTS] period); patients initially 
randomized to vehicle were rerandomized 1:1 
(blinded) to either ruxolitinib cream strength. 
During the LTS period, patients were instructed 
to treat skin areas with active AD lesions only 
and to stop treatment 3 days after clearance of 
lesions; patients were instructed to restart treat-
ment with ruxolitinib cream at the first sign of 
lesion recurrence. Rescue treatment was not per-
mitted at any time. Additional details regarding 
study design have been previously reported [15, 
16]. These studies were conducted in accord-
ance with Good Clinical Practice guidelines 
and the provisions of the Declaration of Hel-
sinki. All patients provided written informed 
consent before enrollment. The protocols were 
approved by the relevant institutional review 
board or ethics committee at each study center 
(Supplementary Materials Tables S1 and S2). Fol-
lowing standard approaches to identify patients 
with more severe disease, this post hoc analy-
sis included patients who had all three of the 
following at baseline: IGA score of 3, EASI ≥ 16, 
and affected BSA ≥ 10% (higher severity of dis-
ease threshold subgroup). Other definitions were 
also used to identify patients meeting higher 
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thresholds of AD disease severity including (1) 
affected BSA ≥ 10% only; (2) IGA score of 3 only; 
and (3) all four of the following: IGA score of 
3, EASI ≥ 16, affected BSA ≥ 10%, and itch NRS 
score ≥ 4.

In contemporary clinical trials of biologic 
and oral therapies [8, 9, 17], failure of previ-
ous topical therapy would occur prior to the 
introduction of systemic therapy, though this 
was not included in the eligibility criteria of 
the TRuE-AD1/2 studies and, thus, was not 
considered in this analysis. However, in the 
TRuE-AD1/2 studies, 89.5% of patients had 
received prior AD treatments, including low/
medium/high potency topical corticosteroids 
(49.6%/42.4%/32.7%), topical calcineurin 
inhibitors (21.5%), or systemic corticosteroids 
(17.5%), and had met the study enrollment cri-
teria of mild to moderate AD [18]. In the sub-
group of patients meeting higher thresholds of 
AD disease severity, the percentage of patients 
who had received prior AD treatment was even 
higher (96.2%; Table 1).

Assessments

Efficacy assessments during the VC period 
included the percentage of patients achieving 
IGA treatment success (IGA-TS; defined as an 
IGA score of 0 or 1 with a ≥ 2-grade improve-
ment from baseline), the percentage of patients 
achieving ≥ 75% improvement in Eczema Area 
and Severity Index (EASI75) from baseline, and 
the percentage of patients achieving a ≥ 4-point 
reduction in itch numerical rating scale score 
(NRS4). Additional efficacy assessments included 
the percentage of patients achieving ≥ 50% 
improvement in EASI (EASI50) and ≥ 90% 
improvement in EASI (EASI90). Disease control 
during the LTS period was assessed by the per-
centage of patients who achieved no or mini-
mal skin lesions (IGA score of 0 or 1 [clear or 
almost clear skin]) and the mean percentage of 
BSA affected by AD at each visit (every 4 weeks). 
Safety and tolerability assessments included 
the frequency of reported treatment-emergent 
adverse events (TEAEs), treatment-related 
adverse events (AEs), application site reactions, 
and AEs leading to treatment discontinuation.

Statistical Analysis

All subgroup analyses were conducted using 
pooled data from both studies. The disease con-
trol analysis during the LTS period included a 
subgroup of patients who remained on their 
initial ruxolitinib cream strength regimen 
from the VC periods through the LTS period 
and a subgroup who crossed over to ruxoli-
tinib cream from vehicle; data are reported as 
observed. The safety analysis included patients 
who received ruxolitinib cream in any period 
(VC or LTS). Data from the VC period were 
analyzed by logistic regression and reported 
descriptively; data from the LTS were summa-
rized using descriptive statistics. Results for 
patients applying 1.5% ruxolitinib cream are 
reported.

RESULTS

Patients

Of 1249 patients in the pooled randomized 
population in the TRuE-AD1 and TRuE-AD2 
studies, 937 (75.0%) patients had a baseline 
IGA score of 3, 84 (6.7%) an EASI ≥ 16, and 
535 (42.8%) an affected BSA ≥ 10%. Overall, 
a total of 78 (6.2%) patients met all three of 
these thresholds for higher severity of disease 
at baseline. Of these 78 patients, 32 applied 
continuous-use 1.5% ruxolitinib cream BID 
during the VC period and 13 patients applied 
vehicle during the VC period; 69 (88.5%) 
patients continued from the VC to the LTS 
period and were evaluated for disease control. 
Of these 69 patients, 28 (40.6%) patients had 
applied 1.5% ruxolitinib cream from day 1, 
and 4 (5.8%) patients were rerandomized from 
vehicle to as-needed 1.5% ruxolitinib cream at 
the start of the LTS period; these patients com-
prised the higher severity of disease threshold 
subgroup in the LTS period (N = 32). In either 
period, VC or LTS, 36 patients who met higher 
disease severity thresholds applied 1.5% rux-
olitinib cream at least once and were evaluated 
for safety. Demographics and baseline clinical 
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Table 1   Patient demographics and baseline clinical characteristics

AD atopic dermatitis, BSA body surface area, EASI Eczema Area and Severity Index, IGA Investigator’s Global Assessment, 
TCS topical corticosteroids
a Patients with IGA score of 3, EASI ≥ 16, and BSA ≥ 10% at baseline
b Patients may have used more than one prior therapy

Characteristic Higher severity of disease threshold subgroupa Overall 
TRuE-AD1/2 
populations

Vehicle  
(n = 13)

0.75% Ruxolitinib 
cream (n = 33)

1.5% Ruxolitinib 
cream (n = 32)

Total  
(N = 78)

(N = 1249)

Age, median (range), years 41.0 (12–63) 47.0 (12–75) 26.5 (13–85) 34.5 (12–85) 32.0 (12–85)

Female, n (%) 7 (53.8) 23 (69.7) 17 (53.1) 47 (60.3) 771 (61.7)

Race, n (%)

 White 11 (84.6) 24 (72.7) 27 (84.4) 62 (79.5) 867 (69.4)

 Black 2 (15.4) 7 (21.2) 1 (3.1) 10 (12.8) 292 (23.4)

 Asian 0 (0.0) 1 (3.0) 1 (3.1) 2 (2.6) 46 (3.7)

 Other 0 (0.0) 1 (3.0) 3 (9.4) 4 (5.1) 35 (2.8)

IGA, n (%)

 2 0 0 0 0 312 (25.0)

 3 13 (100) 33 (100) 32 (100) 78 (100) 937 (75.0)

BSA, mean (SD), % 17.7 (3.3) 16.8 (2.9) 18.0 (1.9) 17.4 (2.7) 9.8 (5.4)

EASI, mean (SD) 20.2 (2.9) 19.4 (3.4) 19.3 (2.9) 19.5 (3.1) 8.0 (4.8)

Duration of disease, median 
(range), years

18.2 (1.9–55.8) 16.0 (2.1–60.1) 18.2 (1.9–60.1) 18.2 (1.9–60.1) 15.8 (0.0–
79.1)

Facial involvement, n (%) 10 (76.9) 23 (69.7) 22 (68.8) 55 (70.5) 485 (38.8)

Number of flares in last 
12 months, mean (SD)

4.1 (6.8) 4.5 (6.6) 2.7 (2.9) 3.7 (5.4) 5.9 (16.5)

Prior therapiesb

 None 1 (7.7) 2 (6.1) 0 3 (3.8) 131 (10.5)

 Low potency TCS 9 (69.2) 19 (57.6) 17 (53.1) 45 (57.7) 619 (49.6)

 Medium potency TCS 7 (53.8) 20 (60.6) 18 (56.3) 45 (57.7) 530 (42.4)

 High potency TCS 9 (69.2) 23 (69.7) 21 (65.6) 53 (67.9) 408 (32.7)

 Topical calcineurin inhibitors 4 (30.8) 16 (48.5) 17 (53.1) 37 (47.4) 268 (21.5)

 Phototherapy 3 (23.1) 6 (18.2) 9 (28.1) 18 (23.1) 99 (7.9)
 Systemic corticosteroids 7 (53.8) 10 (30.3) 13 (40.6) 30 (38.5) 218 (17.5)
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characteristics in the higher severity of disease 
threshold subpopulation are shown in Table 1.

Efficacy During the VC Period for the Higher 
Severity of Disease Threshold Subgroup

At week 8 of the VC period, 19/32 (59.4%) of 
those who applied continuous-use 1.5% rux-
olitinib cream BID achieved IGA-TS, 23/32 
(71.9%) achieved EASI75, and (for those with 
NRS ≥ 4 at baseline) 11/18 (61.1%) achieved 
NRS4 (Fig. 1). EASI50 and EASI90 were achieved 
by 25/32 (78.1%) and 15/32 (46.9%) patients 
applying continuous-use 1.5% ruxolitinib cream 
BID at week 8, respectively. No or few patients 
who applied vehicle achieved IGA-TS (0/13); 
EASI75 (1/13; 7.7%), or itch NRS4 (3/11; 27.3%) 
at week 8. Similarly, few patients who applied 

vehicle achieved EASI50 (5/13; 38.5%) or EASI90 
(1/13; 7.7%).

Ruxolitinib cream treatment effects were 
observed as early as the first postbaseline visit 
(week 2), with a higher percentage of responders 
among patients who applied 1.5% ruxolitinib 
cream (n = 32) than among those applying vehi-
cle (n = 13) from week 2 (Fig. 2a–e).

Disease Control During the LTS Period for 
the Higher Severity of Disease Threshold 
Subgroup

The percentage of patients achieving clear or 
almost clear skin (IGA  0/1) after 8  weeks of 
continuous-use 1.5% ruxolitinib cream BID was 
67.9% (19/28) among patients who continued 
from the VC to the LTS period. Percentages of 

Fig. 1   Percentages of patients* achieving IGA-TS†, 
EASI75, or itch NRS4‡ at week 8 among the higher sever-
ity of disease threshold subgroup§and the overall TRuE-
AD1/2 population. *Patients with missing postbaseline val-
ues were imputed as non-responders. †Defined as patients 
achieving an IGA score of 0 or 1 with an improvement of 

≥ 2 points from baseline. ‡Patients in the analysis had an 
itch NRS score ≥ 4 at baseline. §Patients with IGA score 
of 3, EASI ≥ 16, and BSA ≥ 10% at baseline. BSA body 
surface area, EASI Eczema Area and Severity Index, IGA 
Investigator’s Global Assessment
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patients achieving clear or almost clear skin 
(IGA 0/1) with as-needed application of 1.5% 
ruxolitinib cream further increased during the 
LTS period (week 52: 78.3% [18/23]), similar 
to results observed in patients applying 1.5% 
ruxolitinib cream from day  1 in the overall 

population (Fig.  3a). Percentages of patients 
achieving clear or almost clear skin (IGA 0/1) 
were similar among patients who applied rux-
olitinib cream from day 1 and those who crossed 
over from vehicle even when different defini-
tions were used to define higher thresholds of 

Fig. 2   Percentages of patients* achieving a IGA-TS, b 
EASI75, c itch NRS4, d EASI50, or e EASI90 with 0.75% 
or 1.5% ruxolitinib cream, or vehicle among higher sever-
ity of disease threshold subgroup†. *Patients with missing 
postbaseline values were imputed as non-responders at 
weeks 2, 4, and 8. †Patients with IGA score of 3, EASI ≥ 16, 

and BSA ≥ 10% at baseline. ‡Defined as patients achieving 
an IGA score of 0 or 1 with an improvement of ≥ 2 points 
from baseline. §Patients in the analysis had an itch NRS 
score ≥ 4 at baseline. BSA body surface area, EASI Eczema 
Area and Severity Index, HSDT higher severity of disease 
threshold, IGA Investigator’s Global Assessment
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AD disease severity (Fig. 3c shows results for 
patients who applied ruxolitinib cream from 
day 1).

For the patients who applied 1.5% ruxoli-
tinib cream from day  1, mean affected BSA 
decreased from 18.0% at baseline to 5.2% at 
week 8 (n = 28), and further decreased to 2.5% 
at week 52 (n = 23, as was observed with 1.5% 

ruxolitinib cream from day 1 in the overall pop-
ulation (Fig. 3b). Results were similar among 
patients who applied ruxolitinib cream from 
day 1 and those who crossed over from vehicle 
even when different definitions were used for 
higher thresholds of AD disease severity (Fig. 3d 
shows results for patients who applied ruxoli-
tinib cream from day 1).

Fig. 3   Disease control* with 1.5% ruxolitinib cream: a 
percentages of patients with clear or almost clear skin (IGA 
of 0 or 1) and b mean percentages of BSA affected by AD 
among the higher severity of disease threshold subgroup† 
and the overall TRuE-AD1/2 population; and c percent-
ages of patients with clear or almost clear skin (IGA of 0 or 
1) and d mean percentages of BSA affected by AD among 

patients meeting various severity of disease thresholds. 
*Data are reported as observed. †Patients with IGA score of 
3, EASI ≥ 16, and BSA ≥ 10% at baseline. BL baseline, BSA 
body surface area, EASI Eczema Area and Severity Index, 
IGA Investigator’s Global Assessment, LTS long-term 
safety, NRS numerical rating scale, VC vehicle-controlled
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Safety for the Higher Severity of Disease 
Threshold Subgroup

In patients who applied 1.5% ruxolitinib 
cream from day 1, ruxolitinib cream was well 
tolerated and had a safety profile consistent 
with that observed in the overall study popu-
lation (Table 2). No patients in this subgroup 
discontinued treatment as a result of a TEAE. 
Treatment-related AEs were reported for 6/36 
(16.7%) patients in this subgroup and 39/545 

(7.2%) patients in the overall population. The 
rate of application site reactions was low in this 
subgroup (n = 2/36 [5.6%]; application site irrita-
tion, n = 1; application site pruritus, n = 1) and in 
the overall population (n = 9/545 [1.7%]). One 
serious AE of chronic tonsilitis, which was not 
considered related to treatment, occurred in one 
patient in the 1.5% ruxolitinib cream subgroup. 
No notable infections, major cardiac events, 
malignancy, or thromboses were reported in this 
subgroup.

Table 2   Adverse events among patients who applied 1.5% ruxolitinib cream in the phase 3 studies (VC or LTS periods)

BSA body surface area, EASI Eczema Area and Severity Index, IGA Investigator’s Global Assessment, LTS long-term safety, 
NRS numerical rating scale, VC vehicle-controlled
a Comprising patients with IGA score of 3, EASI ≥ 16, and BSA ≥ 10% at baseline
b Data presented are for TEAEs occurring in ≥ 2 patients meeting higher disease thresholds for AD. AEs are those occurring 
while patients were applying 1.5% ruxolitinib cream; for patients who switched from vehicle to 1.5% ruxolitinib cream, treat-
ment period was 44 weeks; for patients on 1.5% ruxolitinib cream from day 1, treatment period was 52 weeks
c Treatment-related AEs were in patients in the higher severity of disease threshold subgroup: application site irritation, appli-
cation site pustules, herpes zoster infection, acne, respiratory tract infection, and herpes simplex infection
d Chronic tonsillitis not considered related to treatment with ruxolitinib cream

n (%) Higher severity of disease threshold subgroup 
(n = 36)a

Overall 
population 
(n = 545)

Any TEAE 25 (69.4) 336 (61.7)

Most common TEAEsb

 Nasopharyngitis 7 (19.4) 58 (10.6)

 Upper respiratory tract infection 5 (13.9) 58 (10.6)

 Headache 5 (13.9) 24 (4.4)

 Bronchitis 2 (5.6) 20 (3.7)

 Herpes simplex 2 (5.6) 6 (1.1)

 Sinusitis 2 (5.6) 8 (1.5)

 Dermatitis acneiform 2 (5.6) 2 (0.4)

 Influenza 2 (5.6) 18 (3.3)

 Seasonal allergy 2 (5.6) 5 (0.9)

Patients with an application site reaction 2 (5.6) 9 (1.7)

Patients with a treatment-related AE 6 (16.7)c 39 (7.2)

Patients who permanently discontinued due to a TEAE 0 1 (0.2)
Patients with a serious TEAE 1 (2.8)d 9 (1.7)
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DISCUSSION

Patients included in this post hoc, exploratory, 
subgroup analysis of the TRuE-AD1/2 studies 
had higher thresholds of disease severity at base-
line, reflective of IGA, EASI, and BSA involve-
ment inclusion criteria typically used for clinical 
trials of systemic treatments. Despite increased 
disease severity and/or extent as compared to 
the overall TRuE-AD1/2 study population, simi-
lar anti-inflammatory and antipruritic effects 
with 1.5% ruxolitinib cream were observed in 
this more severe subgroup, with similar safety 
and tolerability. These findings reinforce the effi-
cacy of ruxolitinib cream in patients with mild 
to moderate AD and demonstrate benefits in a 
subset of these patients who present with mod-
erate and/or more extensive disease.

Among patients with IGA ≥ 3, EASI ≥ 16, and 
affected BSA ≥ 10%, no patient assigned to vehi-
cle achieved IGA-TS in the 8-week VC period, 
signaling the burden of disease while highlight-
ing the efficacy of 1.5% ruxolitinib cream in this 
subgroup. Similar outcomes were observed when 
different definitions of disease severity were used 
to identify patients with moderate and/or exten-
sive disease. In addition, these results align with 
those previously reported for 1.5% ruxolitinib 
cream under maximum-use conditions in adult 
and adolescent patients with mild to severe 
AD, and more extensive (range 25–90%) BSA 
involvement (week 8: IGA-TS, 56.8%; EASI75, 
94.6%; NRS4, 90.5%) [19].

A similar percentage of patients in the higher 
severity of disease threshold subgroup achieved 
clear or almost clear skin at week 52 as in the 
overall TRuE-AD1/2 study population [16], thus 
suggesting that long-term maintenance of dis-
ease control may be independent of baseline 
disease severity.

The incidence and severity of TEAEs with con-
tinuous and as-needed application of ruxolitinib 
cream were similar in this higher severity of dis-
ease threshold subgroup compared to the over-
all TRuE-AD1/2 study population [15, 16, 19]. 
These safety results align with similar findings 
from the maximum-use study, which evaluated 
the pharmacokinetics, safety, and tolerability of 
1.5% ruxolitinib cream in adult and adolescent 

patients in exaggerated conditions (e.g., applica-
tion of 1.5% ruxolitinib cream to ≥ 25% BSA for 
an extended period of time) [19]. Over a period 
of 28  days, continuous-use 1.5% ruxolitinib 
cream BID showed mean plasma concentrations 
below the half-maximal inhibitory concentra-
tion for JAK-mediated myelosuppression and no 
evidence of accumulation of ruxolitinib in the 
plasma was observed [16]. Taken together, these 
data reinforce a lack of physiologically mean-
ingful systemic JAK inhibition with ruxolitinib 
cream in patients with AD regardless of BSA 
involvement.

The management of AD is typically consid-
ered to be a stepwise approach, with topical 
treatment optimized before systemic treatments 
are considered [3, 4]. Topical treatment with cor-
ticosteroids and calcineurin inhibitors may be 
limited by tolerability issues, particularly with 
long-term use [5, 20], and this may hasten the 
escalation to systemic therapy. Treatment of AD 
must be individualized [3, 4]. In some cases, 
systemic therapy may be challenging, while in 
other cases systemic therapy may be preferred 
(e.g., in patients with such extensive disease 
that topical therapy is deemed impractical) or 
required (e.g., in patients with persistent disease 
after adequate trials of topical treatment) [3]. 
Ruxolitinib cream represents a safe and effective 
topical treatment option to consider for patients 
with mild to moderate disease, before escalation 
to systemic therapies.

Although approximately 90% of patients in 
the TRuE-AD1/2 studies and more than 95% 
in this post hoc analysis had received prior 
AD therapy (including topical corticosteroids, 
topical calcineurin inhibitors, and systemic 
agents), documented recent history of inad-
equate response to prior topical therapy was 
not a TRuE-AD1/2 inclusion criterion as is the 
case for studies of systemic therapy. Thus, com-
parisons to other trial populations can be chal-
lenging [18]. Further limitations of this post hoc 
subgroup analysis include the limited number of 
patients in some subgroups and the descriptive 
statistics. Finally, the results may not apply to 
patients of all disease severities.
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CONCLUSION

Monotherapy with 1.5% ruxolitinib cream dem-
onstrated similar efficacy, safety, and long-term 
disease control regardless of disease severity or 
extent in patients with mild to moderate AD 
enrolled in TRuE-AD1/2. The results of this sub-
group analysis challenge thresholds of disease 
severity typical of contemporary systemic AD 
clinical trials as ruxolitinib cream presents an 
effective topical option for patients before esca-
lation to systemic therapies.
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