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|NTRODUCT|ON « Patient demographics and Baseline disease characteristics were well matched across groups (Table 1) * Improvements in pruritus NRS were seen to Week 16 (Figure 6)
Moderate-to-severe atopic dermatitis (AD) is a prevalent, debilitating
condition characterized by a broad range of clinical manifestations,
including skin lesions and intense, persistent pruritus that can have a
significant, multi-dimensional impact on quality of life'2

* Interleukin (IL)-13 is a central pathogenic mediator driving multiple features LEB 250 mg Q4W | LEB 250 mg Q2W A. Change 24 Points B. Percent Change from Baseline
of AD pathophysiology underlying the range of clinical manifestations3-* n=80 | n=75 100 9 Placebo Q2W Week

Table 1. Baseline Demographics and Disease Characteristics (mITT Population) Figure 6. Pruritus NRS To Week 16 (mITT Population; Observed Cases)
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« Lebrikizumab (LEB) is a novel, high-affinity monoclonal antibody Baseline Demographics 80 | = LEB2%0 m§ aaw = ]
targeting IL-13 that selectively prevents formation of the IL-13Ra1/IL- Age, mean (SD), years 42.2 (18.2) 36.7 (16.5) 40.2 (17.9) 38.9 (17.4) - s 082 1% S o . . . . . . . Z
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* To report the efficacy and safety of LEB from a randomized, . American Indian or Alaska Native 0 1 (1.4) 1(1.3) 1(1.3) g 604 530 ST
double-blinded, placebo-controlled, dose-ranging, phase 2b study in Asian 6 (11.5) 8 (11.0) 7 (8.8) 6 (8.0) _ _ _ _ % . Placebo a2W 618
adults with moderate-to-severe AD (NCT03443024) Multiole/Other 4(77) 1(1.4) 2(2.5) 5 (6.7) o " ” 1 2 —e— LEB 250 mg Q4W
o i Week 100 4 === LEB 250 mg Q2w
METHODS Body mass index, mean (SD), kg/m? 29.7 (8.0) 301 (7.7) 29.2 (6.9) 281 (6.4)
Baseline Disease Characteristics **P<0.01 and ***P<0.001 versus placebo; panel A: from pairwise Cochran-Mantel-Haenszel tests; panel B: from LS mean and an analysis of covariance with a factor of treatment group and corresponding Baseline pruritus
Study Design Disease duration, mean (SD), years 24.4 (17.4) 22.8 (15.4) 23.3 (16.7)° 221 (17.2) Pationt numbers fuctuate at ach week as these are observed dta
+ This phase 2b study consisted of a 16-week treatment period with 16-week EASI, mean (SD) 28.9 (11.8) 29.9 (13.5) 26.2 (10.1) 25.5 (11.2) 5 eastsquares; TS, numeic raing scaler G, every 2 eeisr QAW every eeks
safety follow-up (Figure 1) IGA, no. (%) . . . . o , .
+ Patients were randomized 3:3:3:2 to subcutaneous LEB 125 mg every 3, moderate 32 (61.5) 43 (58.9) 54 (67.5) 53 (70.7) + Differences in the proportions Sf patients achieving prurlltus NRS chapge 24 points were seen by Day 2: 6.3%, 5.6%, 15.3% of LEB 125 mg Q4W, 250 mg
4 weeks (Q4W; 250 mg loading dose [LD]), 250 mg Q4W (500 mg 4, severe 20 (38.5) 30 (41.1) 26 (32.5) 22 (29.3) Q4W, 250 mg Q2W versus 4.5% of placebo-treated patients, respectively
LD), 250 mg every 2 weeks (Q2W; 500 mg LD at Weeks 0 and 2), or BSA involvement, mean (SD), percent 46.5 (22.7) 455 (24.5) 411 (20.9) 39.4 (21.5) Safet
placebo Q2W for 16 weeks Pruritus NRS score,> mean (SD) 7.4 (2.4) 7.6 (2.0) 71 (2.4) 7.6 (1.9) arety . _
« Patients requiring rescue therapy were allowed to use topical “Placebo Q2W, n=4; LEB 125 mg Q4W, n=68; LEB 250 mg Q4W, n=77; LEB 250 mg Q2W, n=69; *n=79 * TEAEs were reported in 57.5%, 48.8%, 61.3% of LEB 125 mg Q4W, 250 mg Q4W, 250 mg Q2W versus 46.2% of placebo-treated patients, respectively
corticosteroids (TCS) for as brief a period as possible and could remain i o0y mase o, BSA. oy uroct rem, EAS. Eesema Ares nd Sevetny I 1A, ostgatocs loba Acecsament(5-pant sal NRS, umri rating scale; G2, overy 2 wesks: G4, very & weeks (Table 2); most were mild or moderate in severity and did not lead to discontinuation
in the study; those requiring systemic rescue therapy were discontinued SD, standard deviation + Rates of serious TEAEs were low in all treatment groups, and none were related to treatment

« TEAESs reported in 25% in any LEB group were upper respiratory tract infection, nasopharyngitis, fatigue, headache, and injection site pain

+ Rescue medication was infrequently required in LEB-treated patients (LEB 125 mg Q4W: 12.3%; 250 mg Q4W: 12.5%; 250 mg Q2W: 13.3%; placebo: 34.6%) + Low rates of conjunctivitis were observed across doses: 1.4%, 3.8%, 2.7% of LEB 125 mg Q4W, 250 mg Q4W, 250 mg Q2W versus 0% of placebo-treated
patients, respectively

Figure 1. Study Design
+ Topical medication was used by 28.8% of placebo- versus 12.3%, 3.8%, and 8.0% of LEB 125 mg Q4W, 250 mg Q4W, and 250 mg Q2W-treated patients, respectively

+ A similar rate of herpes infections was reported in LEB groups versus placebo: 2.7%, 5.0%, 2.7% of LEB 125 mg Q4W, 250 mg Q4W, 250 mg Q2W versus
+ Mean duration of topical medication use was 8 days for placebo versus 4.9, 1.0, 2.5 days for LEB 125 mg Q4W, 250 mg Q4W, and 250 mg Q2W, respectively 3.8% of placebo-treated patients, respectively

+ These findings suggest that TCS use would not have confounded study results
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Table 2. Summary of Treatment-Emergent Adverse Events (Safety Population)

LEB 250 mg Q2W (n=75)

Primary Endpoint

 All LEB groups showed dose-dependent, statistically significant improvement in the primary endpoint versus placebo at Week 16 (least squares mean percent

Sereening (<30 days) Randorized, Double-Bind Treatments change in EASI: LEB 125 mg Q4W [-62.3%; P<0.05], 250 mg Q4W [-69.2%, P<0.01], 250 mg Q2W [-72.1%, P<0.001] versus placebo [ 41.1%]; (Figure 3)
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+ Prior biologics were allowed if washout occurred as follows relative % 100 é o) o LEB250ma Q4w (n=60) nje_c fon site pain (1.9) (3.8) (5.3)
to Baseline: dupilumab within 3 months, cell-depleting (eg, rituximab) - s g QzWn=To) Fatigue 0 0 4 (5.0) 0
within 6 months. other biologics within 5 half-lives or 16 weeks. and *P<0.05, **P<0.01, and ***P<0.001 versus placebo from least squares mean values and an analysis of covariance with a factor of treatment group and corresponding Baseline EASI score as a covariate; statistical TEAES Of Clinical interest n (Cyo)
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Efficacy and Safety Assessments Her|:_>es w_raTI_lnfectlonsc 2(3.8) 2(2.7) 4 (5.0) 2(2.7)

+ The primary endpoint was percent change in EASI from Baseline at Week 16 S d Endpboint Conjunctivitis® 0 1(1.4) 3(3.8) 2(2.7)
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scale (N RS: 11-p0int scale [0 to 10]) Change >4 points and percent improvements seen with LEB 250 mg Q2W and Q4W (Figure 4) Q2W, every 2 weeks; Q4W, every 4 weeks; TEAE, treatment-emergent adverse event

change in pruritus NRS from Baseline at Week 16

« Visits occurred biweekly through Week 16, and at Weeks 20 and 24; Figure 4. Secondary Endpoints To Week 16 (m|TT Popu|ation)
a safety follow-up visit occurred at Week 24, with telephone follow-up

at Week 32; safety assessments included treatment-emergent adverse

avents (TEAES) Placebo Q4W (n=52) LEB 125 mg Q4W (n=73) == LEB 250 mg Q4W (n=80) ==e==LEB 250 mg Q2W (n=75) CO N C LU S I 0 N S

Statistical Analyses A. EASIS0 B. EASI7S c. EASI90 D. IGA 0/1 In this phase 2b, placebo-controlled study, all LEB groups showed dose-dependent and
100 100 100 100
- Efficacy analyses used the modified intent-to-treat (mITT) population T statistically significant improvement in the primary endpoint (percent change in EASI from
(all patients who were randomized and received study drug) 80 [ 80 80 80 Baseline at Week 16)
+ Safety analyses used the safety population (those randomized who 9 3 9 ' 65 = 9 . .
received >1 dose of study drug)y PP ( 2% g g® g® “ LEB demonstrated a dose-dependent response across all endpoints measured, with marked
+ Missing data through Week 16 were imputed using Markov chain Monte fa’ 40 é § f; lmprovement at both 250 mg Q2W and Q4W doses; for skin Symptoms, an effect was seen
Carlo (MCMC) multiple imputation, with no imputation for missing pruritus at Week 4
data (prespecified) 20
- Data for patients requiring topical rescue were included if available; . Effects on itch were observed as early as Day 2in patients who received a 500 mg Ioading
data for those requiring systemic rescue were considered missing from o i : I . : dose at Dav 0
the time of withdrawal Week Week y
- A post hoc analySiS was performed for pruritus, Whereby miSSing data ;z:t?éoa%;::e<gbot1h’r2:gr:*t;2<\?\/2212 ‘;/grvﬁ:i gijan:?nbaor;r:trgti‘::ig‘smrziics)z:;aar:/_:/rl:g;e\ll_e:'j::Scftilatizt; by averaging the summary statistics generated from each imputed dataset LEB was We” t0|erated! and ConSIStent Wlth preVIOus StUdles’ TEAE rates were IOW’ across
were Imputed using MCMC imputation EASI50/75/90, 250%/75%/90% improvement from Baseline in Eczema Area and Severity Index; IGA 0/1, score of 0 ‘clear’ or 1 ‘almost clear’ in investigator global assessment (5-point scale) from Baseline; Q2W, every 2

weeks; Q4W, every 4 weeks

all LEB AD studies,® conjunctivitis has been reported at low rates similar to those in patients
receiving placebo

Patient-Assessed Pruritus These data highlight that selective blockade of IL-13 with LEB leads to improvements in key

« Statistical comparisons were performed between LEB and placebo (and
not between LEB groups)

RESU LTS A greater proportion of LEB- versus placebo-treated patients achieved pruritus NRS change 24 points at Week 16; dose-dependent, statistically significant

+ Atotal of 73, 80, 75, and 52 patients were randomized to LEB 125 mg improvement was also seen in LEB- versus placebo-treated patients for the least squares mean percent change in pruritus NRS from Baseline (Figure 5)
Q4W, 250 mg Q4W, 250 mg Q2W, and placebo, respectively

+ Week 16 completion rates were similar across all LEB groups and greater

AD clinical severity scores and pruritus while maintaining a favorable safety profile
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