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BACKGROUND

* Atopic dermatitis (AD) is a chronic inflammatory skin disease often

— Previously exposed to CsA, and CsA treatment should not be continued or
restarted due to

with atopic comorbidities'

* Cyclosporine A (CsA) is a potent immunosuppressant approved for AD in several
countries, but risk of side effects limits its long-term use use

* Dupilumab is a fully human monoclonal antibody that binds specifically to the
interleukin (IL)-4 receptor alpha (IL-4Rct) subunit and inhibits signaling of both
IL-4 and IL-13, key drivers of type 2/Th2-mediated inflammation in AD®

* Dupilumab is approved by the US Food and Drug Administration (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 (TCS)

* To evaluate efficacy and safety of dupilumab with concomitant TCS in
adults with AD with inadequate response to or intolerance of CsA, or for
whom CsA was medically inadvisable

Study design

LIBERTY AD CAFE (ClinicalTrials.gov: NCT02755649; EudraCT: 2015-002653-35)
wasa ized, double-blind, placeb itrolled, parallel-group phase 3 clinical
trial (Figure 1)

Patients were randomized 1:1:1 to receive 16 weeks of SC dupilumab 300 mg
qw, g2w, or placebo

All patients received concomitant medium-potency TCS

Patients were stratified by baseline Investigator’s Global Assessment (IGA) score
(3 vs 4) and prior CsA exposure

Figure 1. Study design.
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Patient eligibility

Key inclusion criteria were

* Age > 18 years; Eczema Area and Severity Index (EASI) > 20; IGA = 3 or 4

* D history (within 6 visit) of i response
to treatment with TCS

* Documented history by a physician of either
— No prior CsA exposure and not currently a candidate for CsA treatment due to

- and/or toxicity, or
= Inadequate response to CsA (defined as flare of AD on CsA tapering after a
maximum of 6 weeks of high dose [5 mg/kg/day] to maintenance dose [2-3 mg/
kg/day] or a flare after a minimum of 3 months on maintenance dose), or
= Requirement for CsA at doses > 5 mg/kg/day, or duration beyond those
specified in the prescribing information (> 1 year)
Outcomes
* Primary endpoint
— Proportion of patients with > 75% improvement from baseline in EASI score
(EASI-75) at Week 16
* Secondary endpoints
~ Percent change in EASI and SCORing AD (SCORAD) at Week 16
— Percent change in weekly average of peak daily pruritus Numerical Rating Scale
(NRS) at Week 2 and Week 16
— Proportion of patients with > 4-point improvement in Patient-Oriented Eczema
Measure (POEM) and Dermatology Life Quality Index (DLQI) at Week 16
— Proportions of patients reporting “no problem” on the pain/discomfort subscale
on the generic 5-dimension 3-level EuroQol scale (EQ-5D) (among patients
reporting moderate-severe pain/discomfort at baseline)
« Safety was assessed for the 16-week treatment period

RESULTS

Patient

* 390 patients were screened and 325 randomized to 300 mg dupilumab q2w+TCS
(n = 107), 300 mg dupilumab qw+TCS (n = 110), or placebo+TCS (n = 108)

* 318 patients completed the trial: 95.4% of patients in the placebo group, 100% in
the dupilumab g2w group, and 98.2% in the dupilumab qw group

* Baseline demographic and disease characteristics were similar among treatment
groups (Table 1)

Table 1. Baseline characteristics.

and baseline i

= Medical g on or
Use of prohibited concomitant medications, or

Increased susceptibility to CsA-induced renal damage (elevated creatinine)
and/or liver damage (elevated function tests), or

Increased risk of serious infections, or

Hypersensitivity to CsA active substance or excipients, or
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Efficacy

* A significantly higher number of patients treated with dupilumab+TCS achieved
EASI-75 at Week 16 vs placebo+TCS (primary endpoint; P < 0.0001 each dose
group vs placebo+TCS (Figure 2A)

* Among patients with prior exposure to CsA, significantly more receiving
dupilumab+TCS achieved EASI-75 vs placebo+TCS (Figure 2B)

* Dupilumab+TCS induced significantly greater reduction from baseline in EASI and
SCORAD vs placebo+TCS (Figure 3A and 3B)

* Dupilumab+TCS induced a significantly greater reduction in weekly average of
peak daily pruritus NRS from baseline vs placebo +TCS (Figure 4)

« Significantly higher proportions of patients in the dupilumab-+TCS groups achieved
> 4-point improvement in POEM and DLQI (among patients with baseline values
of > 4) by Week 16 vs placebo+TCS (Figure 5A and 5B)

Safety
© All treatment groups had similar rates of adverse events (AEs) and serious AEs
(SAEs) (Table 2)
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« Outcomes were comparable to those at Week 52 for a CAFE-like subgroup of
patients in LIBERTY AD CHRONOS (52-week randomized placebo-controlled phase
3 study of dupilumab+TCS; ClinicalTrials.gov: NCT02260986)*°
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Figure 7. Comparison of CAFE and subgroup analysis of CAFE-like patients

Figure 4. Least squares mean percent change in weekly average of peak daily
pruritus NRS from baseline at Week 2 and Week 16.
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* Conjunctivitis was more frequent with dupilumab+TCS groups, while the
placebo+TCS group had higher rates of non-herpetic skin infections (Table 2)

« Similar proportions of patients in each treatment group reported herpes viral
infections (Table 2)

Table 2. Overall summary of number of paf ith AEs through
SAI

eek treatment period

in CHRONOS.

EASI-75: Similar in CAFE (Week 16) and
‘CHRONOS CAFE-ike populations (Week 52)
o

£ *P<0.0001
1P=00048

Patients achieving EASI-75 (%)

cart ‘GHRONOS CAFE-fie.

= Placsbo:TCS  * Dupiumab 300 mg q2w+TCS = Duplumab 300 mg qwTCS.
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