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BACKGROUND

* Atopic dermatitis (AD) is a chronic inflammatory skin disorder with reddened,
dry, excoriated, pruritic skin lesions that can affect a large area of the body'?
Dupilumab is a fully human anti-interleukin (IL)-4 receptor alpha monoclonal
antibody that inhibits signaling of IL-4 and IL-13, type 2/Th2 cytokines that
have been implicated in numerous atopic/allergic diseases, including asthma
and AD*

Dupilumab is approved by the US FDA for treatment of adult patients with
moderate-to-severe AD whose disease is not adequately controlled with
topical prescription therapies or when those therapies are not advisable, and
can be used with or without topical corticosteroids

Two identically designed pivotal phase 3 trials — SOLO 1 (ClinicalTrials.gov
|dentifier NCT02277743; EudraCT number 2014-001198-15) and SOLO 2
(NCT02277769; 2014-002619-40) — independently demonstrated the efficacy
and safety of dupilumab administered for 16 weeks in patients with moderate-
to-severe AD*

The identical designs of these studies permitted pooling of the efficacy and
safety outcomes

* To report pooled efficacy results from SOLO 1 and SOLO 2
* To present pooled safety outcomes of the studies

METHODS

Study design

© SOLO 1 and SOLO 2 were ized, double-blind, placebo-
controlled trials with identical study designs, conducted at separate sites in
North America, Europe, and Asia (Figure 1)

Treatment period
(16 weeks)

Follow-up period

Day 3510, Week 16 Week 28

Ui

« Maintenance study

- Open-label extension

« Safety follow-up
through Week 28

— Dupilumab 300 mg SC q2w

SC, subcutaneously

Patient eligibility

* Key inclusion criteria included: age > 18 years, moderate-to-severe AD for
> 3 years prior to screening, Investigator’s Global Assessment (IGA) score >
3 (moderate-to-severe; scale 0-4), Eczema Area and Severity Index (EASI)
score > 16 (scale 0~72), and AD i controlled with/inadvi for
topical medications

* Key exclusion criteria included: active chronic or acute infection requiring
systemic treatment within 2 weeks before baseline, or history of
immunosuppressive condition
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Treatments

o Patients were (1) to 300 mg every
week (qw) or 300 mg every 2 weeks (q2w), or placebo qw, for 16 weeks

* Loading dose on Day 1: 600 mg dupilumab or matching placebo

Outcomes

* Primary and co-primary efficacy endpoints

— Proportion of patients at Week 16 achieving IGA score of 0/1 (clear/almost
clear) and > 2-point improvement from baseline (primary)

— Proportion of patients at Week 16 achieving 75% improvement from
baseline in EASI score (EASI-75) (co-primary endpoint in the EU and Japan;
key secondary endpoint in other regions)

* Secondary efficacy endpoints

— Proportion of patients achieving > 4-pointimprovement in weekly average of
peak pruritus numerical rating scale (NRS) score (key secondary endpoint)

— Percent change in EASI score and SCORing Atopic Dermatitis (SCORAD)
total score

— Percent change in Patient-Oriented Eczema Measure (POEM) score, Hospital
Anxiety and Depression Scale (HADS) total score, and Dermatology Life
Quality Index (DLQI) score

* Pooled safety outcomes are reported

Baseline demographics and disease characteristics
* Atotal of 1,379 patients were enrolled (SOLO 1: 671; SOLO 2: 708)
* Al treatment groups had similar baseline characteristics (Table 1)

Table 1. Baseline disease characteri

PRS0 omg  Tomgw
(n = 457) (n =462)
';e“:sm“ of AD, median (01,03), 7 g 390)  26(17.0,380) 25 (17.0,39.0)
EAS! score, mean (SD) 340(1438)  324(133)  325(1334)
|GA score (range 0-4), n (%)

3 (moderate) 234 (51) 234 (51) 244 (53)

4 (sovere) 225 49) 223 (49) 218 @7)
SCORAD total score, mean (SD) 68.8 (14.45) 67.1(13.71) 67.5 (13.34)
BSA affected, mean (SD), % 5582325  537(2221)  541(2229)
m"g’é;‘“s (S, 7.4(1.81) 7.4(1.76) 7.3(1.94)
POEM score, mean (SD) 206 (5.93) 23(596) 207 (591)
HADS total score, mean (SD) 132833 13,0 (7.43) 137 (815)
DLQI score, mean (SD) 15.1 (7.47) 14.7 (7.25) 15.1 (7.47)
‘BSA, body surface area; Q1, quartile 1; 03, quartile 3; SD, standard deviation.

Clinical efficacy

« Significantly more patients in both dupilumab dose groups compared with

placebo achieved both IGA score 0/1 and > 2-point improvement at Week 16

(P <0.0001 vs placebo, each dose group) (Figure 2A)

Significantly more patients in both dupilumab dose groups compared with

placebo achieved EASI-75 at Week 16 (P < 0.0001 vs placebo, each dose

group) (Figure 2B)

In both dose groups, dupilumab resulted in significantly greater percent

reductions (improvements) from baseline to Week 16 compared with

placebo in

— EASI scores (P < 0.0001 vs placebo, each dose group) (Figure 3A)

— SCORAD total scores (P < 0.0001 vs placebo, each dose group)
(Figure 3B)

Pruritus

 Significantly more patients in both dupilumab dose groups compared with
placebo achieved a > 4-point improvement in weekly peak pruritus NRS score
at Week 16 (P < 0.0001 vs placebo, each dose group) (Figure 4A)

* Significant improvements in the proportion of patients achieving > 4-point
improvement in weekly peak pruritus NRS score were observed as early as
Week 2 (P < 0.0001 vs placebo, each dose group) (Figure 4A)

Figure 2. IGA 0/1 and > 2-point improvement from baseline () and

EASI-75 (B) at Week 16.
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Figure 3. Percent change from baseline in EASI score (A) and SCORAD
score (B).
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LS, east-squares; SE, standard error.

Patient-reported symptoms and quality of life

* In both dose groups, compared with placebo, dupilumab significantly
improved symptoms of AD, including impact on sleep (Figure 4B); symptoms
of anxiety and depression (Figure 5A); and quality of life (Figure 5B)
(P < 0.0001, dupilumab vs placebo, all comparisons)

Safety

* Rates of adverse events (AEs) were similar in the 3 treatment groups (dupilumab
qw, dupilumab q2w, and placebo) (Table 2)

 The most common AEs were nasopharyngitis, injection-site reactions, and AD
exacerbations

« Conjunctivitis and injection-site reactions were more frequent in dupilumab-
treated patients, and exacerbations of AD and skin infections were more
frequent in placebo-treated patients

 The overallinfection rate was not increased in the dupilumab groups compared
with placebo
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Figure 4. Proportions of patients achieving peak pruritus NRS score
improvement of > 4 points at Week 16 (A), and change from baseline
in POEM score (B).

Table 2. Adverse events.

Dupilum: Dupilum
Event Pg?w @:pm: q‘z:: a:g.:g ;Mbl
(n = 465) (n = 455)
Patients with AE, n (%)
>1AE 313 (69) 321 (69) 307 (67)
21 SAE 24 (5) 1) 10(2)
Death 0(0) 1(< 1) 1(<1)
Infections and infestations® 139 (30) 145 (31) 142 (31)
Skin infections (adjudicated) 44 (10) 27 (6) 29 (6)
Herpes viral infections® 17 (4) 25 (5) 21(5
Nasopharyngitis’ 39(9) 42(9) 45 (10)
Conjunctivitis® 3(1) 20 (4) 16 (4)
‘l:“;gs;;ﬁfp"awry i 10 133) 20 (4)
Injection-site reaction’ 28 (6) 51 (1) 72 (16)
Atopic dermatitis? 148 (32) 62 (13) 59 (13)
Headache? 24 (5) 40 (9) 33(7)
Allergic 401) 143 10(2)
“Death occurred during the post-treatment period. "MedDRA System Organ Class; “MedDRA High Level Term; “MedDRA Preferred Term.
MedoRA
[concLusions |
* In a pooled analysis of SOLO 1 and 2, both dose regimens of dupilumab
i improved signs (i the primary and co-primary
and of AD ing pruritus, of anxiety
and depression, and quality of life) compared with placebo
« The results of the pooled analyses were consistent with those presented
separately for each study, and with previous studies of dupilumab in AD*”
« There were no major safety issues related to dupilumab treatment
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