Bruce Strober, MD'; Jerry Bagel, MD? Mark Lebwohl, MD?; Linda Stein Gold, MD*; J. Mark Jackson, MD?; Joana Goncalves, MD
University of Connecticut, Farmington, CT, and Probity Medical Researt
niversity of Utah, Salt Lake City, UT

8Celgene Corporation, Summit, NJ;

| INTRODUCTION

\oderate plague psoriasis (ie., 5% to 10% psoriasis-involved body surface area [BSAY')
10 treatment or are undertreated with topical monotherapy.*

Apremilast, an oral, small-molecule phosphodiesterase 4 inhibitor was shown to be effective and
‘demonsirated acceptable tolerabilty in patients with moderate to severe psoriasis (BSA 10%) in the
Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis (ESTEEM) phase Il clinical trial
program.*®

Evaluating Apremilast in a Phase IV Tialof Efficacy and Safety in Patients With Moderate Plaque
Psoriasis (UNVEIL) (CinicalTrals.gov: NCT02425826) is the first prospective randomized, placebo
(PBO)-controlled rial to demonstrate the clinical efficacy and safety of a systemic treatment (apremilast)
in systemic- and biologic-naive patients with moderate plaque psoriasis. Apremilast 30 g twice daily
(APR) was clinically effective and well tolerated during the 16-week, double-blind, PBO-controlled phase.

« The efficacy and safety results of the open-label APR treatment phase up to Week 52 are presented.

Patients
Key Inclusion Criteria
« Males or females >18 years of age

« Chronic plaque psoriasis for 26 months before screening

« Moderate plague psoriasis at screening and baseline s defined by BSA of 5% to 10% and static
Physician’s Global Assessment (sPGA) of 3 (moderate) based on a scale ranging from 0 (clear) to
§ (very severe)

No prior exposure to systemic or biologic treatments for psoriasis, psoriatic arthrits, or any other
condition that could affect the assessment of psoriasis

Key Exclusion Criteria

« Inflammatory or dermatologic condition, including forms of psoriasis other than plague psoriasis

« Topical therapy within 2 weeks or phototherapy within 4 weeks of randomization

Study Design

 UNVEIL is a phase IV, multicenter, randomized, PBO-controlled, double-blind study (Figure 1),

« Patients were randomized (2:1) to receive APR or PBO during Weeks 0 to 16; patients in the PBO group
were switched to APR at Week 16.

* Al patients continued taking APR through Week 52.

Figure 1. The UNVEIL Study Design
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METHODS (cont’d)

Efficacy Assessments
Primary Efficacy
The primary efficacy end point was the mean percentage change from baseline at Week 16 in PGAXBSA,
which represents the product of SPGA and BSA scores
Overall BSA affected by psoriasis is estimated based on the patient's paim area, which equates to
approximately 1% of total BSA.
For the 6-point SPGA, for plaques in all involved areas, the severit of erythema, scaling, and plaque
elevation each were scored; scores were averaged and rounded to the nearest whole number.”
Secondary Efficacy
 Proportions of patients achieving:
>75% reduction from baseline in PGAXBSA score (PGAXBSA-75)
~ sPGA response, defined as a score of O (clear) or 1 (almost clear)

aoL
 Quality of ife (20L) was assessed with the Dermatology Life Quality Index (DLQI).*
Safety Assessments
 Safety was evaluated based on adverse events (AES), vital signs, clnical laboratory testing, and
complete physical examinations.
Statistical Analysis
Efficacy and QOL assessments were conducted for the intent-to-treat (TT) population, which included
all randomized patients; safety assessments were conducted in all randomized patients who received
=1 dose of study medication.
Mean percentage change from baseling in PGAXBSA and change from baseline in DLQI total score at
Week 16 were compared between APR and PBO using a 2-sided analysis of covariance model with
treatment and site as factors and baseline value as covariate.
PGAXBSA-75 and sPGA it Week 16
straified by site.
* Efficacy and QOL parameters at Week 52 were evaluated descriptively.
~ Week 16 and Week 52 APRIAPR analyses were performed with the ITT population
~ Week 52 PBO/APR analyses were performed with the modified ITT population (al patients who
entered the APR extension phase).
« The last-observation-carried-forward methodology was used to impute missing values.
* Safety assessments were summarized using frequencies and percentages.

RESULTS

Patients

 Atotal of 221 patients were randomized to study treatment and constitute the ITT population; 185 patients
(84%) completed the PBO-controlled phase (Weeks 0 1o 16) and 136/185 patients (74%) completed the
APR treatment phase (Weeks 16 1o 52).

 Demographics and baseline disease characteristics were generally similar between treatment groups
(Table 1

with 2-sided Cochr

At baseline, mean DLOI total scores were comparable between treatment groups, and the mean
pruritus visual analog scale score was slightly higher in the PBO group.

APR
haracteristic n=73 n=148
e, mean (SD) years 51.1(137) 860154
ale 0 () 1562 74(500)
Bocy mean (SD), kg/m 865 ()
uraton of psoriasis, mean (SD),years 139(126) 175(139)
PGABSA score, mean (5D) 569 63)
B5A, mean (D), % 10 16
PASIscore (0-72), mean (50) 0@ )
DLOI total score, mean (5D) 11165 11065

Prior topical therapy.n () 59 60, 122 824)
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RESULTS (cont'd)

« AtWeek 16, signficantly reater improvement in PGAXBSA occurred in patients receiving APR vs. PBO

(Figure 2)

« AtWeek 52, improvement was maintained in the APR/APR group and emerged in the PBO/APR group
after switching to APR.

Figure 2. Mean Percentage Change in PGAXBSA at Week 16 and Week 52
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« Significantly more patients treated with APR achieved PGABSA-75 response at Week 16 vs. PBO
(Figure 3).

* PGAXBSA-75 response was maintained in the open-label APR treatment phase.

Figure 3. Patients Achieving PGAXBSA-75 Response at Week 16 and Week 52
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« Significantly more patients treated with APR achieved an SPGA score of 0 or 1 at Week 16 vs. PBO
(Figure 4).
« Long-term SPGA response was maintained with APR treatment in the open-label treatment phase.

Figure 4. Patients Achieving SPGA Score of 0 (Clear) or 1 (Almost Clear) at Week 16
and Week 52
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RESULTS (cont'd)

« Improvement in DLOI was significantly greater with APR than PBO at Week 16 (Figure 5).

 DLOI improvement was maintained in patients cont APR for up to 52 weeks, and developed

after patients were switched from PBO to APR.
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Figure 5. Mean Change in DLQI at Week 16 and Week 52
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* Most AEs were mild or moderate (Table 2).

« The most common AEs (reported in 5% patients in either treatment group during the PBO-controlled
period) included diarrhea, headache, nausea, upper respiratory tract infection, decreased appetite,
and vomiting.

Table 2. Overview of Adverse Events
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CONCLUSIONS

« APR was diinically effective in systemic- and biologic-naive patients with moderate plaque psoriasis
(BSA of 5% to 10%).

« APR significantly improved PGAXBSA score, PGAXBSA-75 response rate, SPGA 0 or 1 response rate, and
DLOI total score at Week 16 compared with PBO.

 Clinical responses were maintained with continued APR treatment through Week 52 and emerged in
patients who switched from PBO to APR at Week 16.

The incidence of AEs, based on EAIR per 100 patient-years, id notincrease with longer exposure to APR.

Safety and tolerability were consistent with previous studies**; no new safety or olerability issues were
observed up to 52 weeks.
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