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Introduction

® Atopic dermatitis (AD) is a chronic, heterogeneous,
highly pruritic, relapsing inflammatory skin disease’

® Ruxolitinib cream is a topical formulation of ruxolitinib, a
selective Janus kinase (JAK) 1/JAK2 inhibitor??

® |n two phase 3 randomized studies of identical
design (TRUE-AD1 [NCT03745638] and TRUE-AD2
INCT03745651]), 1.5% ruxolitinib cream demonstrated
anti-inflammatory and antipruritic effects and was well
tolerated during the 8-week vehicle-controlled period in
patients with AD*

— During the 44-week long-term safety (LTS) period,
1.5% ruxolitinib cream was well tolerated and
demonstrated effective disease control with as-
needed use, with 43.9% of time off treatment due
to lesion clearance and patients achieving an
Investigator’'s Global Assessment (IGA) score of 0/1
(clear or almost clear skin) at a mean of 73.5% of
visits (among patients with =2 study visits)>’

— With each consecutive study visit every 4 weeks,
the majority of patients maintained |GA 0/1

— 80%—-90% of patients maintained or improved their
response between subsequent visits

Objectives

® A post hoc analysis of adolescent and adult patients
with AD in two phase 3 studies evaluating:

— The association of responder status at Week 8 with
outcomes in the LTS periods

— The association of previous therapies with outcomes
in the LTS periods

Patients and Study Design

® TRuE-AD1 and TRuE-AD2 had identical study
designs (Figure 1); see http://clinicaltrials.gov/study/
NCT03745638 and http://clinicaltrials.gov/study/
NCT03745651 for additional inclusion/exclusion criteria

¢ Patients recorded all applications of assigned study
treatment via diary cards, which were collected at each
study visit

Figure 1. Study Design
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BSA, body surface area; IGA, Investigator's Global Assessment; Q4W, every 4 weeks.

T Patients self-evaluated recurrence of lesions between study visits and treated lesions with active AD (<20% BSA).
If new lesions were extensive or appeared in new areas, patients contacted the investigator to determine if an
unscheduled additional visit was needed.

Endpoints

* At Weeks 2, 4, and 8, patients were assessed for
|GA—Treatment Success (IGA-TS; score of 0 or 1
with 22-grade improvement from baseline), 275%
improvement from baseline in Eczema Area and
Severity Index (EASI-75), and achievement of itch
numerical rating scale (NRS) scores of 0 or 1

® At each visit (every 4 weeks) during the LTS period,
patients were assessed for achievement of IGA score
of 0/1 (disease control)

— Mean percentage of visits with patients reporting
IGA O or 1 was reported for patients with 22 visits

® Patients reported number of treatment-free days
throughout the LTS period via diary cards

— Percentage of time off treatment was assessed for
the 4-week periods between study visits

Statistical Analyses

® Data were analyzed using descriptive statistics,
reported as observed

* Patients who applied =1 dose of 1.5% ruxolitinib cream
since Day 1 were included in the analysis

— Of 446 patients originally randomized to 1.5%
ruxolitinib cream since Day 1 who continued into the
LTS, 18 patients from 1 study site were excluded for
quality issues*’

Patients

® Of 1249 randomized patients, 1072 (85.8%) continued
into the LTS period; 428 (34.3%) who applied 1.5%
ruxolitinib cream since Day 1 were evaluated for
disease control in the LTS period

® Baseline demographics and clinical characteristics
for patients who applied 1.5% ruxolitinib cream since Day 1
and continued into the LTS period were reported previously
and are similar to those in the overall study population’

Efficacy at Week 8

* At Week 8, of the LTS-evaluable patients applying
1.5% ruxolitinib cream, 57.0% (244/428) achieved
IGA-TS, 66.6% (285/428) achieved EASI-75, and
45.8% (196/428) achieved itch NRS 0/1

Association of Responder Status at Week 8
With Disease Control in the LTS Period

® Mean percentages of visits with IGA 0/1 were
numerically higher among patients who achieved
IGA-TS, EASI-75, and itch NRS 0/1 at Week 8 than
among those who did not achieve these efficacy
thresholds at Week 8 (Figure 2)

Figure 2. Mean (95% CI) Percentage of Visits* With IGA 0/1
Among Patients Who Achieved or Did Not Achieve IGA-TS,
EASI-75, and Itch NRS 0/1 at Week 8
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EASI-75, 275% improvement from baseline in Eczema Area and Severity Index; IGA, Investigator’s Global
Assessment; IGA-TS, IGA-Treatment Success; LTS, long-term safety; NRS, numerical rating scale.
* For patients with 22 visits.

® Mean percentages of visits with IGA 0/1 were similar
between patients who first achieved IGA-TS, EASI-75,
or itch NRS 0/1 at Weeks 2, 4, or 8 (Figure 3)

Figure 3. Mean (95% CI) Percentages of Visits* With IGA 0/1
According to Time of First Achievement of IGA-TS, EASI-75,
or ltch NRS 0/1
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EASI-75, 275% improvement from baseline in Eczema Area and Severity Index; IGA, Investigator’s Global
Assessment; IGA-TS, IGA-Treatment Success; LTS, long-term safety; NRS, numerical rating scale.

* For patients with =2 visits.

to Moderate Atopic Dermatitis

Time Off Treatment in the LTS Period

¢ Patients who achieved IGA-TS, EASI-75, and itch
NRS 0/1 at Week 8 experienced a numerically greater
number of mean cumulative treatment-free
days in the LTS period than patients who did not achieve
these efficacy thresholds at Week 8 (Figure 4)

Figure 4. Mean (SD) Treatment-Free Days in the LTS Period
Among Patients Who Achieved or Did Not Achieve IGA-TS,
EASI-75, and ltch NRS 0/1 at Week 8

300 ; = Achieved Endpoint at Week 8 = Did Not Achieve Endpoint at Week 8

250 | 149.2 146.4
S C 142.6 : 2_4. 4

200 104.0 95.9

150 |

100 |

50 -

Mean (SD) Time Off Treatment
Due to Lesion Clearance, days

IGA-TS EASI-75
Endpoint
n= 188 97 214 71 147 138

ltch NRS 0/1

EASI-75, 275% improvement from baseline in Eczema Area and Severity Index; IGA, Investigator’s Global

Assessment; IGA-TS, IGA-Treatment Success; LTS, long-term safety; NRS, numerical rating scale.

® Mean percentages of treatment-free days due to lesion
clearance between study visits increased throughout
the LTS period for patients who achieved IGA-TS,
EASI-75, and itch NRS 0/1 at Week 8 and completed
52 weeks of treatment (Figure 5)

— Continued treatment in patients who did not achieve
these efficacy thresholds at Week 8 led to increased
mean percentages of treatment-free days between
study visits approaching levels observed in patients
who achieved them at Week 8

® Percentages of visits with IGA 0/1 and mean
cumulative treatment-free days were similar between
numbers of prior lines of therapy (Figure 6)

Figure 5. Mean Percentage of Treatment-Free Days Between
Study Visits for Patients Who Did or Did Not Achieve

(A) IGA-TS, (B) EASI-75, or (C) ltch NRS 0/1 at Week 8
and Completed 52 Weeks of Treatment
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EASI-75, 275% improvement from baseline in Eczema Area and Severity Index; IGA, Investigator’s Global

Assessment; IGA-TS, IGA-Treatment Success; LTS, long-term safety; NRS, numerical rating scale.

Figure 6. (A) Mean (95% CIl) Percentage of Visits* With IGA
0/1 and (B) Mean (SD) Cumulative Treatment-Free Days in the
LTS Period According to Number of Prior Lines of Therapy
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Conclusions

* Efficacy responses after 8 weeks of
1.5% ruxolitinib cream treatment were
associated with greater disease control
in the LTS period; however, Week 8
nonresponders approached similar levels
of disease control with continued treatment

* As-needed ruxolitinib cream monotherapy
demonstrated substantial long-term
disease control regardless of time to first-
response achievement or number of prior
lines of therapy
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