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Winter Clinical Dermatology Conference; Hawaii, USA; January 13-18, 2023

KEY RESULTSBACKGROUND
■ Patients with moderate-to-severe atopic dermatitis (AD) commonly experience worsening of disease severity 

(flares), often requiring acute treatment with topical corticosteroids (TCS) or other rescue medication. 
■ Atopic Dermatitis is an IL-13 dominant disease.1 Lebrikizumab targets and potently neutralizes IL-13 

signaling with high binding affinity to a specific epitope with a slow off-rate.2,3

■ Lebrikizumab achieved primary and all key secondary endpoints at Week 4 and Week 16 in 2 randomized, 
double-blind, placebo-controlled, phase 3 clinical trials in adults and adolescents with moderate-to-severe 
AD; ADvocate 1 (NCT04146363) and ADvocate 2 (NCT04178967).4

– Significant improvements vs placebo were seen as early as Week 2 for Eczema Area and Severity Index 
(EASI)-75 and for ≥4-point improvement in pruritus numeric rating scale (NRS) in ADvocate 1.

SUMMARY

METHODS
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ABBREVIATIONS
AD=atopic dermatitis; AE=adverse event; BSA=body surface area; CI=95% confidence interval; DLQI= Dermatology Life 
Quality Index; EASI=Eczema Area and Severity Index; EASI-75=75% reduction from baseline in EASI score;
EU=European Union; FDA=US Food and Drug Administration; HR=hazard ratio; IGA=Investigator’s Global Assessment, 
ITT=intent-to-treat; LD=loading dose; LEB=lebrikizumab; mITT=modified intent-to-treat; NRS=numeric rating scale; 
PBO=placebo; Q2W=every 2 weeks; Q4W=every 4 weeks; R=randomization; TCS=topical corticosteroid; US=United 
States
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Key Eligibility Criteria
■ Adults ≥18 years old and adolescents (≥12 to <18 years old 

with weight ≥40 kg)
■ Moderate-to-severe AD, defined as: 

– EASI score ≥16
– Investigator’s Global Assessment (IGA) score ≥3
– Body surface area % involvement ≥10%

■ Chronic AD for ≥1 year for whom topical treatment was 
inadequate or inadvisable

■ Dupilumab- and tralokinumab-naïve 

RESULTS

This study was funded by Dermira, a wholly owned subsidiary of Eli 
Lilly and Company. Almirall, S.A. has licensed the rights to develop 
and commercialize lebrikizumab for the treatment of dermatology 
indications, including atopic dermatitis, in Europe. Lilly has exclusive 
rights for development and commercialization of lebrikizumab in the 
United States and the rest of the world outside of Europe.

FLARE DEFINITIONS
■ Flare was defined 3 ways for these analyses: 

– Per protocol rescue flare: initiation or intensification of rescue therapy with topicals (corticosteroids, 
calcineurin inhibitors, crisaborole); systemics (corticosteroids, immunosuppressants, biologics, Janus 
Kinase inhibitors); phototherapy; or photochemotherapy

– High potency TCS/systemic rescue flare: use of topical high potency corticosteroids or systemics 
(corticosteroids, immunosuppressants, biologics, Janus Kinase inhibitors); phototherapy; or 
photochemotherapy

– AE flare: an exacerbation of AD, captured as a treatment-emergent adverse eventa

OBJECTIVE
■ To assess the ability of lebrikizumab to reduce flares in patients with moderate-to-severe AD through the 

16-week initial randomized treatment period in the advocate 1 and advocate 2 phase 3 clinical studies.4

a AD exacerbation was defined using specific Medical Dictionary for Regulatory Activities preferred terms of dermatitis atopic, rebound atopic dermatitis, or eczema. 

■ During the 16-week induction period, a smaller 
proportion of patients treated with lebrikizumab 
versus placebo experienced an AD flare as 
defined by use of at least one per protocol rescue 
medication (per protocol flare) in ADvocate 1 
(11.0% vs 33.3% ) and ADvocate 2 (18.5% vs 
39.7%)

– The rate ratio for adjusted per protocol flare 
rate for lebrikizumab versus placebo was 
0.34 in ADvocate 1 and 0.43 in ADvocate 2 
(both p<0.001)

■ Fewer patients treated with lebrikizumab vs 
placebo experienced an AD flare as defined by 
use of a high potency TCS or systemic rescue 
medication in ADvocate 1 (4.2% vs 17.0%) and 
ADvocate 2 (11.7% vs 28.8%)

■ Fewer patients treated with lebrikizumab versus 
placebo experienced an AD flare defined as at 
least one reported TEAE representing AD 
exacerbation in ADvocate 1 (6.0% vs 21.3%) and 
ADvocate 2 (10.3% vs 26.9%)

CONCLUSIONS
In patients with AD, treatment with lebrikizumab 
monotherapy resulted in significantly fewer AD flares 
than treatment with placebo across multiple 
definitions of AD flare

Time to First Flare: Per Protocol Rescue Flare Time to First High Potency TCS/Systemic Rescue Flare  Time to First AE Flare

High potency 
TCS/systemic 
rescue flare was 
defined as use of 
topical high potency 
corticosteroids; 
systemics 
(corticosteroids, 
immunosuppressan
ts, biologics, Janus 
Kinase inhibitors); 
phototherapy or 
photochemotherapy

AE flare was 
defined as an 
exacerbation 
of AD, 
captured as a 
treatment-
emergent 
adverse event

Study Design

ANALYSIS POPULATIONS
■ Intent-to-Treat population (ITT; all randomized patients) for 

ADvocate 1 and modified ITT (mITT) for ADvocate 2.a
■ For AE flare and exposure adjusted flare rate, the analysis 

population was the Safety population for ADvocate 1 and 
the modified Safety population for ADvocate 2. 

STATISTICAL ANALYSES
■ The Kaplan-Meier product limit method was used to 

estimate the survival for time to event analyses (eg, time to 
first flare). 

■ The stratified log-rank test was performed with treatment 
group and covariates (eg, geographic region [US vs EU vs 
rest of world], age [adolescent patients 12 to <18 vs adults 
≥18 years] and baseline disease severity [IGA 3 vs 4]) in the 
model. 

■ Flare count (considering multiple flares per patient) based 
on per protocol rescue flare was summarized and adjusted 
flare rate was estimated by negative binomial regression. 

■ Nominal p-values are reported without control for 
multiplicity.

Data for adjusted flare rate were from negative binomial regression analysis with treatment group, age group, baseline IGA, and region as explanatory variables. The natural logarithm of the flare exposure time 
in weeks was used as an offset variable in the model to adjust for subjects having different exposure times.
Per protocol rescue flare was defined as initiation or intensification of rescue therapy with topicals (corticosteroids, calcineurin inhibitors, crisaborole); systemics (corticosteroids, immunosuppressants, biologics, 
Janus Kinase inhibitors); phototherapy; or photochemotherapy 

Systemic rescue medications included corticosteroids, immunosuppressants, biologics, and Janus 
Kinase inhibitors. No patients used crisaborole, phototherapy or photochemotherapy.

a HR: stratified by geographic region (US vs EU vs rest of world), age (adolescents vs adults), and disease severity (IGA 3 vs 4) 
b Log-rank for comparison with placebo, stratified by geographic region (US vs EU vs rest of world), age (adolescents vs adults), and 
disease severity (IGA 3 vs 4)
Per protocol rescue flare was defined as initiation or intensification of rescue therapy with topicals (corticosteroids, calcineurin 
inhibitors, crisaborole); systemics (corticosteroids, immunosuppressants, biologics, Janus Kinase inhibitors); phototherapy; or 
photochemotherapy. Analysis was based on the ITT population (ADvocate 1) or mITT population (ADvocate 2). 

a HR: stratified by geographic region (US vs EU vs rest of world), age (adolescents vs adults), and disease severity (IGA 3 vs 4). b Log-rank for comparison with placebo, stratified by geographic region (US vs EU vs rest of world), age (adolescents vs adults), and disease severity (IGA 3 vs 4). Analysis of 
high potency TCS/systemic rescue flare was based on the ITT population (ADvocate 1) or mITT population (ADvocate 2). Analysis of AE flare was based on the Safety population (ADvocate 1) or modified Safety population (ADvocate 2).

Note: Only data from the 16-week Induction Period are presented. a LEB-treated patients received a 500-
mg LD at Weeks 0 and 2.

a In Advocate 2, 18 patients were excluded from the ITT as they did not meet eligibility criteria of 
having moderate-to-severe AD. Thus the analyses in Advocate 2 used the modified ITT. 

STATISTICAL METHODS

Study was sponsored by Eli Lilly and Company
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