
Vol.:(0123456789)

Dermatol Ther (Heidelb) 
https://doi.org/10.1007/s13555-025-01620-x

ORIGINAL RESEARCH

Short‑Term Efficacy of Lebrikizumab Versus 
Dupilumab in Combination with Topical 
Corticosteroids in Adults with Moderate‑to‑Severe 
Atopic Dermatitis: Matching‑Adjusted Indirect 
Comparison

Raj Chovatiya   · April Armstrong · Leon Kircik · Lluís Puig · Mark G. Kirchhof · Tiago Torres · Yousef Binamer · 

Gleison Duarte · Bülent Akmaz · Martin Dossenbach · Gaia Gallo · Chao Yang · Lucia Seminario‑Vidal · 

Yuxin Ding · Jonathan I. Silverberg

Received: September 24, 2025 / Accepted: December 5, 2025 
© The Author(s) 2025

ABSTRACT

Introduction:  A matching-adjusted indirect 
comparison evaluated the short-term efficacy of 
lebrikizumab plus topical corticosteroids (TCS) 
versus dupilumab plus TCS in adults with mod‑
erate-to-severe atopic dermatitis (AD).

Methods:  Individual patient data from the 
ADhere trial (lebrikizumab 250 mg every 2 weeks 
[Q2W] plus TCS) and aggregate data from the 
CHRONOS trial (dupilumab 300  mg Q2W 
plus TCS) were matched using the method of 
moments approach to adjust baseline differ‑
ences. Matching was done at the study level 
(primary analysis) and at the study arm level 
(sensitivity analysis). Efficacy endpoints up to 
week 16 included the proportion of patients 
achieving an Investigator’s Global Assessment 
of 0 or 1 (IGA 0/1); a ≥ 50%, ≥ 75%, and ≥ 90% 
improvement from baseline in the Eczema Area 
and Severity Index (EASI 50/75/90); a ≥ 4-point 
improvement from baseline in the Pruritus 
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Numerical Rating Scale score (PNRS ≥ 4); and 
a ≥ 4-point improvement from baseline in the 
Dermatology Life Quality Index score (DLQI ≥ 4). 
Placebo-adjusted efficacy outcomes were com‑
pared using odds ratios (ORs), risk ratios (RRs), 
and risk differences (RDs) with 95% confidence 
intervals (CIs).
Results:  At week 16, lebrikizumab plus TCS 
had comparable odds to dupilumab plus TCS of 
achieving EASI 75 (OR 1.14, 95% CI 0.42–3.09), 
IGA 0/1 (OR 1.39, 95% CI 0.42–4.59), PNRS ≥ 4 
(OR 0.48, 95% CI 0.17–1.37), and DLQI ≥ 4 (OR 
0.89, 95% CI 0.29–2.69). At earlier timepoints, 
lebrikizumab plus TCS had comparable odds to 
dupilumab plus TCS of achieving PNRS ≥ 4 at 
week 2 (OR 2.04, 95% CI 0.24–17.05) and week 4 
(OR 3.59, 95% CI 0.90–14.36). RR and RD esti‑
mates were consistent with OR estimates of effi‑
cacy. Sensitivity analyses confirmed the findings 
of the primary analysis.
Conclusion:  Lebrikizumab plus TCS was com‑
parable to dupilumab plus TCS across all efficacy 
endpoints at week 16.

Keywords:  Atopic dermatitis; Combination 
therapy; Eczema Area and Severity Index; 
Investigator Global Assessment; Dermatology 
Life Quality Index; Dupilumab; Lebrikizumab; 
Matching-adjusted indirect comparison; Pruritus 
Numeric Rating Scale; Topical corticosteroids

Key Summary Points 

Why carry out this study?

Moderate-to-severe atopic dermatitis (AD) 
often requires systemic therapy with biolog‑
ics such as lebrikizumab or dupilumab when 
topical therapies alone are insufficient.

Although both lebrikizumab plus topical 
corticosteroids (TCS) and dupilumab plus 
TCS were effective in separate phase 3 clini‑
cal trials, they were not directly compared in 
head-to-head trials.

This study aimed to evaluate the short-term 
efficacy of lebrikizumab plus TCS versus 
dupilumab plus TCS in adults with moder‑
ate-to-severe AD using a placebo-anchored 
matching-adjusted indirect comparison 
(MAIC).

What was learned from this study?

Lebrikizumab every 2 weeks (Q2W) plus TCS 
and dupilumab Q2W plus TCS had compa‑
rable efficacy up to week 16 across multiple 
endpoints for disease severity, itch, and qual‑
ity of life.

This anchored MAIC suggests that both leb‑
rikizumab and dupilumab, in combination 
with TCS, provide similar clinical benefits 
after 16 weeks of treatment in real-world set‑
tings where TCS are commonly used along 
with these biologics.

INTRODUCTION

Atopic dermatitis (AD) is a chronic, inflamma‑
tory skin disease characterized by skin lesions 
and pruritus, which can markedly impair qual‑
ity of life [1]. Although mild AD can often be 
controlled with emollients and topical corti‑
costeroids (TCS), moderate-to-severe cases may 
require systemic treatment to achieve symptom 
control [2–4]. Targeted biologic therapy with 
lebrikizumab, dupilumab, or tralokinumab is 
commonly used as a first-line systemic therapy. 
These biologics were effective in clinical trials 
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when used as monotherapy [5–7] and when 
combined with TCS [8–13] and were approved 
for use in adolescents and adults with moder‑
ate-to-severe AD [14–19]. In real-world clinical 
practice, patients with moderate-to-severe AD 
frequently use biologics in combination with 
topical therapies; however, lebrikizumab plus 
TCS and dupilumab plus TCS were not directly 
compared in head-to-head clinical trials.

In the absence of head-to-head trials, indirect 
treatment comparisons (ITCs) can be used to 
assess the relative efficacy of alternative inter‑
ventions [20]. A recent study applied Bucher’s 
ITC to compare the efficacy of lebrikizumab plus 
TCS in the ADhere trial with dupilumab plus 
TCS in the CHRONOS trial at week 16 [21]. How‑
ever, Bucher’s ITC method does not account for 
differences in baseline characteristics that may 
modify treatment effects between trial popula‑
tions [22]. Consequently, if there are baseline 
differences in trial populations, Bucher’s ITC 
method may introduce bias into the safety and 
efficacy comparisons. In contrast, a matching-
adjusted indirect comparison (MAIC) adjusts for 
imbalances in baseline differences between trial 
populations, providing a more reliable method 
for assessing the relative efficacy of alternative 
interventions [20, 22]. To address the lack of 
direct comparative data, the objective of this 
study was to assess the short-term compara‑
tive efficacy of lebrikizumab plus TCS versus 
dupilumab plus TCS using an anchored MAIC.

METHODS

Data Sources

Individual patient data from the ADhere trial 
(NCT04250337) [13] and published aggre‑
gate patient data from the CHRONOS trial 
(NCT02260986) were used [8, 23]. The trials 
were assessed for similarity of trial designs, 
eligibility criteria, treatment protocols, out‑
come definitions, and baseline characteris‑
tics of the trial populations. The ADhere trial 
evaluated the efficacy of lebrikizumab 250 mg 
every 2 weeks (Q2W) or placebo in combina‑
tion with TCS for 16 weeks in adolescent and 

adult patients. The CHRONOS trial assessed 
the efficacy of dupilumab 300 mg once weekly 
(QW), dupilumab 300 mg Q2W, or placebo QW 
in combination with TCS for 52 weeks in adult 
patients. For this analysis, efficacy data up to 
week  16 were included from the dupilumab 
300 mg Q2W plus TCS arm and placebo arm 
to align with the ADhere trial’s duration and 
frequency of drug administration. Moreover, 
dupilumab 300 mg given Q2W is the only dos‑
ing frequency approved by the US Food and 
Drug Administration (FDA) for adults [17]. Addi‑
tionally, to be consistent with CHRONOS inclu‑
sion criteria, only the adult subsample from the 
ADhere trial was included in the MAIC. Both 
trials included patients with moderate-to-severe 
AD, defined by an Eczema Area and Severity 
Index (EASI) score of 16 or higher, an Investi‑
gator’s Global Assessment (IGA) score of 3 or 
higher, and a history of inadequate response to 
topical treatments. Both trials required the use 
of low- or medium-potency TCS, which could 
be tapered, stopped, or resumed depending on 
disease activity. Topical calcineurin inhibitors 
were permitted for sensitive skin areas where 
TCS would be inadvisable.

Ethical Approval

The ADhere and CHRONOS trials were con‑
ducted in accordance with the Declaration of 
Helsinki and were approved by the ethics com‑
mittees of the respective institutions. Written 
informed consent was obtained from all patients 
enrolled in the trials; however, informed con‑
sent for this analysis was not required because 
it used anonymized data from previously pub‑
lished studies and did not involve primary data 
collection.

Efficacy Endpoints

Week-16 efficacy endpoints included the propor‑
tion of patients with an IGA 0/1 with a ≥ 2-point 
improvement from baseline [24]; the proportion 
of patients achieving a ≥ 50%, ≥ 75%, and ≥ 90% 
improvement from baseline in the EASI (EASI 50, 
EASI 75, and EASI 90) [25]; the proportion of 
patients achieving a ≥ 4-point improvement 
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from baseline in the Pruritus Numerical Rating 
Scale score (PNRS ≥ 4) among those with baseline 
scores ≥ 4 [26]; and the proportion of patients 
achieving a ≥ 4-point improvement from base‑
line in the Dermatology Life Quality Index score 
(DLQI ≥ 4) among those with baseline scores ≥ 4 
[27]. Week-2 and week-4 efficacy endpoints 
included the proportion of patients achieving 
PNRS ≥ 4 among those with baseline scores ≥ 4.

Statistical Methods

Individual patient data from the ADhere trial 
[13] were aligned with aggregate patient data 
from the CHRONOS trial [8, 23] to minimize 
bias due to baseline differences. Baseline char‑
acteristics available for comparison in both tri‑
als and known to be potential treatment-effect 
modifiers were selected for adjustment, includ‑
ing demographic factors (age, sex, race) and dis‑
ease severity (mean EASI score and proportion of 
patients with an IGA of 4) [28–32]. Differences 
in baseline characteristics were adjusted using 
the method of moments reweighting approach 
[33]. This reweighting matches the distribution 
of baseline characteristics in the ADhere trial to 
closely resemble those in the CHRONOS trial. 
Matching was performed at both the study level 
(primary analysis) and study arm level (sensitivity 
analysis), with the effective sample sizes (ESS) of 
the CHRONOS-like ADhere population reported 
for both analyses. After population matching, a 
placebo-anchored comparison of treatment effects 
for lebrikizumab Q2W plus TCS and dupilumab 
Q2W plus TCS was performed. Relative treatment 
effects of the CHRONOS-like ADhere population 
and CHRONOS population were quantified using 
odds ratios (ORs), risk ratios (RRs), and risk differ‑
ence with 95% confidence intervals (CIs). Two-
sided p values < 0.05 were considered statistically 
significant. All analyses were performed using R 
version 4.4.2 [34]. For both trials, data after the 
use of rescue medication or treatment discon‑
tinuation were handled using non-responder 
imputation.

RESULTS

Baseline Characteristics

Differences in baseline characteristics were 
observed between the ADhere and CHRONOS 
populations (Table S1). The CHRONOS study 
included a higher proportion of male and 
white patients, as well as a higher proportion 
of patients with more severe disease than the 
ADhere study. Additionally, the subsample of 
adult patients in the ADhere study was older on 
average than patients in the CHRONOS study. 
After reweighting, the baseline characteristics 
of the ADhere population were matched to 
the CHRONOS population at the study level 
(Table 1, Fig.  S1) and at the study arm level 
(Table S2, Fig. S2). The ESS of the ADhere popu‑
lation was 99 after study-level matching and 94 
after study arm-level matching.

Efficacy at Week 16

For EASI and IGA 0/1, the analysis population 
included 421 patients from the CHRONOS 
trial and 99 patients from the ADhere trial 
after study-level matching. For PNRS ≥ 4, the 
analysis population included 401 CHRONOS 
patients and 93 ADhere patients with baseline 
PNRS scores ≥ 4 after study-level matching. For 
DLQI ≥ 4, the analysis population included 400 
CHRONOS patients and 94 ADhere patients with 
baseline DLQI scores ≥ 4 after study-level match‑
ing. After matching the ADhere population to 
the CHRONOS population, lebrikizumab Q2W 
plus TCS and dupilumab Q2W plus TCS showed 
similar efficacy at week  16 across all evalu‑
ated endpoints (Fig. 1, Table 2). Specifically, at 
week 16, lebrikizumab Q2W plus TCS had simi‑
lar odds relative to dupilumab Q2W plus TCS of 
achieving EASI 50 (OR 1.50, 95% CI 0.54–4.20), 
EASI 75 (OR 1.14, 95% CI 0.42–3.09), EASI 90 
(OR 0.99, 95% CI 0.31–3.21), IGA 0/1 (OR 1.39, 
95% CI 0.42–4.59), PNRS ≥ 4 (OR 0.48, 95% CI 
0.17–1.37), and DLQI ≥ 4 (OR 0.89, 95%  CI 
0.29–2.69). An analysis of RR also showed 
similar likelihoods for lebrikizumab Q2W plus 
TCS compared to dupilumab Q2W plus TCS in 
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achieving EASI 50 (RR 1.08, 95% CI 0.68–1.71), 
EASI 75 (RR 1.04, 95% CI 0.57–1.92), EASI 90 
(RR 0.99, 95% CI 0.38–2.55), IGA 0/1 (RR 1.29, 
95% CI 0.48–3.42), PNRS ≥ 4 (RR 0.64, 95% CI 
0.32–1.28), and DLQI ≥ 4 (RR 0.91, 95%  CI 
0.59–1.40). Furthermore, the risk differences 
(RDs) between these combination treatments 
were minimal across efficacy endpoints: EASI 50 
(RD 0.06, 95% CI − 0.14 to 0.25), EASI 75 (RD 
0.03, 95% CI − 0.16 to 0.22), EASI 90 (RD 0.003, 
95% CI − 0.18 to 0.19), IGA 0/1 (RD 0.05, 95% CI 
− 0.13 to 0.24), PNRS ≥ 4 (RD − 0.16, 95% CI 
− 0.38 to 0.07), and DLQI ≥ 4 (RD − 0.04, 95% CI 
− 0.27 to 0.19). Although numerical differences 
in efficacy endpoints were observed, these differ‑
ences were not statistically significant, indicat‑
ing that the efficacy of lebrikizumab Q2W plus 
TCS was comparable to dupilumab Q2W plus 
TCS after 16 weeks of treatment.

Itch Efficacy at Weeks 2 and 4

Data from the CHRONOS trial were available for 
earlier timepoints for PNRS ≥ 4 at weeks 2 and 4 
(Fig. 2, Table 3). At week 2, lebrikizumab Q2W 
plus TCS and dupilumab Q2W plus TCS showed 
similar itch efficacy. Specifically, lebrikizumab 
Q2W plus TCS had similar odds relative to 
dupilumab Q2W plus TCS of achieving PNRS ≥ 4 
at week 2 (OR 2.04, 95% CI 0.24–17.05). RR also 

showed similar likelihoods for lebrikizumab 
Q2W plus TCS compared to dupilumab Q2W 
plus TCS in achieving PNRS ≥ 4 at week 2 (RR 
2.08, 95% CI 0.28–15.68). The risk difference 
between these combination treatments was 
also comparable at week 2 (RD − 0.01, 95% CI 
− 0.13 to 0.11). At week 4, lebrikizumab Q2W 
plus TCS had similar odds relative to dupilumab 
Q2W plus TCS of achieving PNRS ≥ 4 (OR 3.59, 
95% CI 0.90–14.36). Notably, the RR of achiev‑
ing PNRS ≥ 4 at week 4 was significantly higher 
for lebrikizumab Q2W plus TCS as compared 
to dupilumab Q2W plus TCS (RR 3.61, 95% CI 
1.04–12.61; p = 0.04). The risk difference in itch 
at week 4 was comparable for these combina‑
tion treatment (RD 0.03, 95% CI − 0.13 to 0.18). 
Although numerical differences in PNRS ≥ 4 at 
weeks 2 and 4 favored lebrikizumab, these differ‑
ences were generally not statistically significant.

Sensitivity Analysis

Sensitivity analyses based on arm-level match‑
ing were generally consistent with the primary 
analyses (Table S3–S4, Figs. S3–S4). Lebrikizumab 
Q2W plus TCS continued to show comparable 
efficacy to dupilumab Q2W plus TCS across all 
endpoints. As in the primary analysis, the only 
statistically significant difference was observed 
for the RR of achieving PNRS ≥ 4 at week 4 (RR 

Table 1   Baseline characteristics used in study-level matching of the ADhere and CHRONOS trial populations

Data based on the weights when the whole ADhere adult population was used in the analysis. IGA = 4 indicates severe atopic 
dermatitis
EASI Eczema Area and Severity Index, IGA Investigator Global Assessment, SD standard deviation

CHRONOS trial ADhere trial

Target population Before matching After matching

Age in years, mean (SD) 37.4 (13.3) 43.6 (17.0) 37.4 (13.4)

% male 61 52 61

% white 67 58 67

EASI, mean (SD) 32.9 (13.0) 27.1 (11.2) 32.9 (13.1)

% with IGA = 4 48 33 48

N 421 165 –
Effective sample size – – 99
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DLQI≥4
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Odds ratio (95% CI)

Favors dupilumab Favors lebrikizumab

B
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EASI 50

Risk ratio (95% CI)
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C

-0.5 0.0 0.5

DLQI≥4

PNRS≥4

IGA0/1

EASI 90

EASI 75

EASI 50

Risk difference (95% CI)

Favors dupilumab Favors lebrikizumab
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3.95, 95% CI 1.11–14.11; p = 0.03). These find‑
ings indicate that the primary analyses were not 
biased by potential intra-study heterogeneity 
between placebo and treatment arms.

DISCUSSION

This anchored MAIC suggests that lebrikizumab 
250  mg Q2W plus TCS was associated with 
comparable disease severity, itch, and quality-
of-life outcomes as dupilumab Q2W plus TCS 
after 16  weeks of treatment. Lebrikizumab 
Q2W plus TCS showed a numerical advantage 
over dupilumab Q2W plus TCS for EASI 75 and 
IGA 0/1 outcomes at week 16 and for PNRS ≥ 4 
at weeks 2 and 4. Conversely, dupilumab Q2W 
plus TCS was favored numerically over leb‑
rikizumab Q2W plus TCS for PNRS ≥ 4 and 
DLQI ≥ 4 outcomes at week 16. Although no 
statistically significant differences in EASI 75, 
IGA 0/1, PNRS ≥ 4, and DLQI ≥ 4 were observed 
at week 16, patients treated with lebrikizumab 
Q2W plus TCS had a significantly higher likeli‑
hood of achieving PNRS ≥ 4 at week 4 compared 

to patients treated with dupilumab Q2W plus 
TCS. These findings indicate that both lebriki‑
zumab and dupilumab in combination with TCS 
provide similar clinical benefits after 16 weeks 
of treatment and that lebrikizumab plus TCS 
may offer superior early itch relief compared to 
dupilumab plus TCS.

When individual patient data are available, 
MAIC is generally considered superior to Buch‑
er’s ITC [35]. MAIC adjusts for population dif‑
ferences, reduces bias due to population het‑
erogeneity, and controls for confounding. In 
our analysis, an anchored MAIC was used to 
account for population heterogeneity between 
the CHRONOS and ADhere trials. However, in a 
recently published analysis, Bucher’s ITC, which 
does not account for between-trial population 
heterogeneity, was used to compare outcomes 
in the ADhere and CHRONOS trials [21]. This 
study found that dupilumab plus TCS had a sig‑
nificantly higher likelihood of achieving EASI 75 
and PNRS ≥ 4 at week 16 compared to lebriki‑
zumab plus TCS. However, baseline differences 
between the CHRONOS and ADhere popula‑
tions were ignored, even though age, sex, race, 
and disease severity were shown to be potential 
treatment-effect modifiers in patients with AD 
[28–32]. For example, the CHRONOS trial had 
a higher proportion of patients with severe dis‑
ease at baseline compared to the ADhere trial. 
This difference could potentially influence 
treatment effects, especially in the CHRONOS 
and ADhere trials where all patients, including 
placebo patients, received TCS. Previous studies 
showed that less severe AD at baseline is associ‑
ated with greater placebo response and less use 
of rescue medications in placebo arms [36]. In 
the CHRONOS trial, placebo plus TCS responses 
were lower for EASI 75, IGA 0/1, PNRS ≥ 4, and 
DLQI ≥ 4 at week  16 than placebo plus TCS 
responses in the ADhere trial [8, 13]. Such base‑
line differences in trial populations may result in 
bias when comparing treatment effects without 
first adjusting for them. Our population-adjusted 
MAIC addressed these baseline differences by 
reweighting patients in ADhere to match the 
characteristics of the target CHRONOS popula‑
tion, providing a more accurate assessment of 
the relative treatment effects of lebrikizumab 
Q2W plus TCS vs dupilumab Q2W plus TCS.

Fig. 1   Efficacy at week  16 of lebrikizumab Q2W plus 
TCS versus dupilumab Q2W plus TCS after matching 
the study populations from the ADhere and CHRONOS 
trials. ORs (a), RR, (b), and RD (c) comparing the effi-
cacy of lebrikizumab Q2W plus TCS to dupilumab Q2W 
plus TCS. Panels a and b use a logarithmic scale; panel c 
uses a linear scale. Error bars represent 95% confidence 
intervals. For PNRS4 and DLQI4, available patients with 
baseline values ≥ 4 points from the two trials were used in 
analysis. The analysis population in the target CHRONOS 
study was assumed to have the same baseline character-
istics as the whole CHRONOS population. Differences 
in baseline characteristics (age, sex, race, mean EASI 
score, and proportion of patients with an IGA of 4) at the 
study level were adjusted to create comparable popula-
tions as described in the Methods. CI confidence interval, 
DLQI ≥ 4 Dermatology Life Quality Index score ≥ 4-point 
improvement from baseline, EASI  75 ≥ 75% improve-
ment in Eczema Area and Severity Index score from base-
line, IGA0/1 Investigator Global Assessment score of 0/1, 
PNRS ≥ 4 Pruritus Numerical Rating Scale score ≥ 4-point 
improvement from baseline, Q2W plus TCS every 2 weeks 
plus topical corticosteroids
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Our anchored MAIC is the first ITC to use a 
robust methodology to demonstrate that lebriki‑
zumab plus TCS has comparable response rates 
to dupilumab plus TCS after 16 weeks of induc‑
tion treatment [8, 13]. Although data on the 
efficacy of AD combination therapies are lim‑
ited, many studies evaluated the efficacy of AD 
monotherapies in adults at week 16 [37–43]. A 

recent network meta-analysis (NMA) comparing 
monotherapy with lebrikizumab 250 mg Q2W 
and dupilumab 300 mg Q2W found that these 
biologics have comparable efficacy in terms of 
EASI 75, IGA 0/1, and PNRS ≥ 4 at week 16 [43]. 
Another NMA combining data from both mono‑
therapy and combination therapy trials found 
that lebrikizumab was similarly effective to 

A

0.1 1 10

PNRS≥4 at week 4

PNRS≥4 at week 2

Odds ratio (95% CI)

Favors dupilumab Favors lebrikizumab

25

B

0.1 1 10

PNRS≥4 at week 4

PNRS≥4 at week 2

Risk ratio (95% CI)

Favors dupilumab Favors lebrikizumab

25

C

-0.5 0.0 0.5

PNRS≥4 at week 4

PNRS≥4 at week 2

Risk difference (95% CI)

Favors dupilumab Favors lebrikizumab

Fig. 2   Itch efficacy at weeks  2 and 4 of lebrikizumab 
Q2W plus TCS versus dupilumab Q2W plus TCS after 
matching the study populations from the ADhere and 
CHRONOS trials. ORs (a), RR, (b), and RD (C) com-
paring itch efficacy of lebrikizumab Q2W plus TCS to 
dupilumab Q2W plus TCS. Panles a and b use a logarith-
mic scale; panel c uses a linear scale. Error bars represent 
95% confidence intervals. Available patients with baseline 
values ≥ 4 points from the two trials were used in analy-
sis. The analysis population in the target CHRONOS 

study was assumed to have the same baseline character-
istics as the whole CHRONOS population. Differences 
in baseline characteristics (age, sex, race, mean EASI 
score, and proportion of patients with an IGA of 4) at the 
study level were adjusted to create comparable popula-
tions as described in the Methods. CI confidence interval, 
PNRS ≥ 4 Pruritus Numerical Rating Scale score ≥ 4-point 
improvement from baseline, Q2W plus TCS every 2 weeks 
plus topical corticosteroids
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dupilumab after 16 weeks of treatment in adults 
with AD [42]. A limitation of this approach is 
that combination therapy trials do not show a 
drug’s effect independently of the additional 
therapeutic agents used in the combination 
therapy. In the ADhere and CHRONOS trials, 
while the TCS approaches were similar, the fre‑
quency and amount of TCS use were not well 
controlled, which could have affected treatment 
outcomes. Despite this limitation, these findings 
suggest that lebrikizumab and dupilumab have 
similar efficacy at week 16 when used as mono‑
therapy or in combination therapies with TCS.

AD is a chronic and relapsing inflamma‑
tory condition that requires long-term mainte‑
nance treatment for disease management. Cur‑
rently, there are no head-to-head clinical trials 
comparing long-term maintenance treatment 
with lebrikizumab and dupilumab in either 
the monotherapy or combination therapy set‑
tings. In the ADvocate and SOLO-CONTINUE 
monotherapy trials, patients who responded to 
induction treatment (week 0–16) were enrolled 
in the maintenance phase (week 16–52) of these 
trials [5, 6]. Week-16 responders were re-rand‑
omized to receive either active treatment or pla‑
cebo (treatment withdrawal) from weeks 16 to 
52. Notably, response rates at week 52 in the 
active treatment and treatment withdrawal 
arms differed for lebrikizumab and dupilumab. 
A numerically higher proportion of week-16 
responders who withdrew lebrikizumab main‑
tained their response at week 52 compared to 
those who withdrew dupilumab. This differ‑
ence in off-drug durability of response is an 
important factor to consider when comparing 
maintenance responses. For comparisons of 
these data, an anchored MAIC and Bucher’s 
ITC are not appropriate methodologies because 
the placebo (treatment withdrawal) arms can‑
not be used as a common comparator. How‑
ever, Bucher’s ITC was recently used to compare 
week-52 outcomes in the SOLO-CONTINUE and 
ADvocate trials [21]. If post-withdrawal mainte‑
nance responses are ignored, this approach will 
lead to erroneous conclusions, as it would not 
account for the differences in off-drug durabil‑
ity of response observed in these trials. In con‑
trast, an unanchored MAIC approach allows for 
indirect comparisons of treatments across trials 

without a common comparator. A recent unan‑
chored MAIC used individual patient data from 
the ADvocate trials to match it with aggregate 
data from the SOLO-CONTINUE trial [44]. This 
study found that maintenance treatment with 
lebrikizumab monotherapy was more likely to 
maintain IGA 0/1 compared with dupilumab 
(RR 1.334; 95% CI 1.02–1.74; p = 0.035). Both 
treatments had comparable efficacy for EASI 75 
maintenance (RR 0.937; 95%  CI 0.78–1.13; 
p = 0.490). Taken together, these findings sug‑
gest that lebrikizumab monotherapy may have 
equal or superior efficacy than dupilumab mon‑
otherapy during maintenance treatment; how‑
ever, further research is needed to evaluate the 
outcomes of long-term maintenance treatment 
with combination therapeutic approaches.

Our study has several strengths that contrib‑
ute to the robustness and reliability of the find‑
ings. The use of individual patient data from 
the ADhere trial allowed for adjusting baseline 
differences between the ADhere and CHRONOS 
trial populations. The MAIC approach ensures 
that potential treatment-effect modifiers (e.g., 
age, sex, race, and disease severity) are balanced 
between trial populations, thereby providing a 
more accurate assessment of the relative efficacy 
of combination treatments. Although the MAIC 
methodology adjusts for baseline differences, 
there is still the possibility of residual confound‑
ing that could affect the results. Additionally, 
this study relied on published aggregate patient 
data from the CHRONOS trial, which may intro‑
duce potential biases that are less controllable 
compared to using individual patient data. 
Another strength of the study is the robust‑
ness of the conclusions of the primary analysis, 
which were supported by the study arm-level 
matching analysis; this helps reduce bias by 
accounting for potential differences between 
treatment arms within the comparator study.

This MAIC analysis has some important 
limitations that should be acknowledged. First, 
the comparative efficacy estimates derived 
from the MAIC are based on the population 
enrolled in the CHRONOS trial. Consequently, 
any differences between the target population 
in this MAIC and the general target popula‑
tion of interest may limit the generalizability 
of the findings [45]. Second, after reweighting 
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only a portion of the original patient cohort 
contributed meaningfully to the adjusted esti‑
mates, which may affect the reliability and pre‑
cision of the estimates. Third, the analysis was 
restricted to the induction phase (16 weeks), as 
data beyond this time point were not available 
for comparison. This limits the ability to assess 
longer-term outcomes and the durability of 
treatment effects. Fourth, published aggregate 
data were available for only one of the studies, 
limiting the capacity to explore potential treat‑
ment effect modifiers across both treatment 
populations. As with all indirect comparisons, 
unmeasured or unreported treatment effect 
modifiers may also introduce residual bias, 
despite efforts to adjust for observed baseline 
differences.

CONCLUSIONS

This anchored MAIC demonstrated that lebriki‑
zumab Q2W plus TCS and dupilumab Q2W plus 
TCS had similar efficacy up to week 16 across 
multiple endpoints in adults with moderate-to-
severe AD. By addressing several methodological 
limitations of Bucher’s ITC, this MAIC provides 
a less biased comparison of the efficacy of com‑
bination treatments. These findings may assist 
clinicians and their patients in making informed 
treatment decisions about the short-term effi‑
cacy of lebrikizumab compared to dupilumab, 
especially in real-world settings where TCS is 
commonly used in combination with these bio‑
logics. Given lebrikizumab’s long-term clinical 
benefits and ability to accommodate treatment 
interruptions as a monotherapy, further inves‑
tigations are needed to determine the long-term 
outcomes of combination therapies and whether 
lebrikizumab’s off-drug durability of response 
allows for interruptions in TCS as well.

Medical Writing.  Medical writing was pro‑
vided by Michael Franklin, MS, of PPD, clinical 
research business of Thermo Fisher Scientific, 
in accordance with Good Publication Practice 
guidelines and was funded by Eli Lilly and 
Company.

Author Contributions.  Martin Dossen‑
bach and Gaia Gallo contributed to the study 
conception and design. Chao Yang and Yuxin 
Ding contributed to the acquisition and analysis 
of data. Raj Chovatiya, April Armstrong, Leon 
Kircik, Lluís Puig, Mark G. Kirchhof, Tiago Tor‑
res, Yousef Binamer, Gleison Duarte, Bülent 
Akmaz, Martin Dossenbach, Gaia Gallo, Chao 
Yang, Lucia Seminario-Vidal, Yuxin Ding, and 
Jonathan I. Silverberg contributed to the inter‑
pretation of the data and participated in the 
development and review of the manuscript. Raj 
Chovatiya, April Armstrong, Leon Kircik, Lluís 
Puig, Mark G. Kirchhof, Tiago Torres, Yousef 
Binamer, Gleison Duarte, Bülent Akmaz, Mar‑
tin Dossenbach, Gaia Gallo, Chao Yang, Lucia 
Seminario-Vidal, Yuxin Ding, and Jonathan I. 
Silverberg approved the manuscript submitted 
to this publication and agreed to be accountable 
for all aspects of the work.

Funding.  This study and the rapid service 
fee were funded by Eli Lilly and Company. Eli 
Lilly and Company was involved in the study 
design, data analysis, interpretation of results, 
and preparation of the manuscript. All authors 
participated in the development and review of 
the manuscript and had final responsibility for 
the decision to submit for publication.

Data Availability.  Eli Lilly and Company 
provides access to all individual participant 
data collected during the trial, after anonymi‑
sation, with the exception of pharmacokinetic 
or genetic data. Data are available to request 
6 months after the indication studied has been 
approved in the USA and EU and after primary 
publication acceptance, whichever is later. No 
expiration date of data requests is currently 
set once data are made available. Access is pro‑
vided after a proposal has been approved by an 
independent review committee identified for 
this purpose and after receipt of a signed data 
proposal request form. For more on submit‑
ting a request see http://​www.​vivli.​org sharing 
agreement. Data and documents, including the 
study protocol, statistical analysis plan, clini‑
cal study report, and blank or annotated case 
report forms, will be provided in a secure data 

http://www.vivli.org


Dermatol Ther (Heidelb)	

sharing environment. For details on submitting 
a request, see the instructions provided online.

Declarations 

Conflict of Interest.  Raj Chovatiya served as 
an advisor, consultant, speaker, and/or investiga‑
tor for AbbVie, Acelyrin, Alumis, Amgen, Anap‑
tysBio, Apogee Therapeutics, Arcutis Biothera‑
peutics Inc., Argenx, Astria Therapeutics Inc., 
Avalere Health, Beiersdorf, Boehringer Ingel‑
heim, Bristol Myers Squibb, Cara Therapeutics, 
Castle Biosciences, CLn Skin Care, Dermavant, 
Eli Lilly and Company, EMD Serono, Formation 
Bio, Galderma, Genentech, GSK, Incyte, John‑
son & Johnson, Kenvue, LEO Pharma, L’Oréal, 
Nektar Therapeutics, Novartis, Opsidio, Pfizer 
Inc., RAPT, Regeneron, Sanofi, Sitryx, Takeda, 
TRex Bio, and UCB and is an Editorial Board 
member of Dermatology and Therapy but was 
not involved in the selection of peer reviewers 
for the manuscript nor any of the subsequent 
editorial decisions. April Armstrong received 
research grants and personal fees from Bristol 
Myers Squibb, Eli Lilly, Janssen, Leo Pharma, and 
Novartis; personal fees from Boehringer Ingel‑
heim/Parexel, Celgene, Dermavant, Genentech, 
GlaxoSmithKline, Menlo Therapeutics, Merck, 
Modernizing Medicine, Ortho Dermatologics, 
Pfizer, Regeneron, Sanofi Genzyme, Science 
37, Sun Pharma, and Valeant; and grants from 
Dermira, Kyowa Hakko Kirin, and UCB, out‑
side the submitted work. Leon Kircik received 
research grants from AbbVie, Allergan, Almirall, 
Amgen, Arcutis, Boehringer Ingelheim, Breck‑
inridge Pharma, Bristol Myers Squibb, Celgene, 
Cellceutix, Centocor, Combinatrix, Connet‑
ics, Coria, Dermavant, Dermira, Dow Pharma, 
Dr Reddy’s Laboratories, Eli Lilly, Galderma, 
Genentech, GlaxoSmithKline, Idera, Johnson & 
Johnson, Leo Pharma, Maruho, Merck, Medicis, 
Novartis AG, Pfizer, PharmaDerm, Promius, Stie‑
fel, Sun Pharma, UCB, Valeant, and XenoPort 
and honoraria from AbbVie, Allergan, Almi‑
rall, Amgen, Arcutis, Biogen Idec, Bristol Myers 
Squibb, Celgene, Cipher, Connetics, Dermavant, 
Dermira, Dr Reddy’s Laboratories, Eli Lilly, Gal‑
derma, Genentech, GlaxoSmithKline, Johnson 
& Johnson, Leo Pharma, Merck, Novartis AG, 

PharmaDerm, Promius, Serono (Merck Serono 
International SA), Stiefel, Sun Pharma, Taro, 
UCB, and Valeant. Lluís Puig received consul‑
tancy/speaker’s honoraria from and/or partici‑
pated in clinical trials sponsored by Abbvie, 
Almirall, Amgen, Biogen, Boehringer Ingelheim, 
Bristol Myers Squibb, Fresenius-Kabi, J&J Inno‑
vative Medicine, Leo-Pharma, Lilly, Novartis, 
Pfizer, STADA, Sun-Pharma, and UCB and is 
an Editorial Board member of Dermatology and 
Therapy but was not involved in the selection of 
peer reviewers for the manuscript nor any of the 
subsequent editorial decisions. Mark G. Kirch‑
hof served as a consultant for AbbVie, Eli Lilly, 
Janssen, Novartis, Pfizer, UCB, Sanofi-Genzyme 
and on the speakers bureau for AbbVie, Janssen, 
Novartis, Pfizer, UCB, and Sanofi-Genzyme and 
has received grants from the Canadian Derma‑
tology Foundation. Tiago Torres received con‑
sultancy and/or speaker’s honoraria from, and/
or participated in clinical trials sponsored by, 
AbbVie, Almirall, Amgen, Arena Pharmaceu‑
ticals, Biocad, Biogen, Boehringer Ingelheim, 
Bristol Myers Squibb, Celgene, Fresenius-Kabi, 
Janssen, LEO Pharma, Eli Lilly, MSD, Mylan, 
Novartis, Pfizer, Samsung-Bioepis, Sanofi-Gen‑
zyme, Sandoz and UCB and is an Editorial Board 
member of Dermatology and Therapy but was not 
involved in the selection of peer reviewers for 
the manuscript nor any of the subsequent edi‑
torial decisions. Yousef Binamer received con‑
sultancy/speaker’s honoraria and travel sup‑
port from AbbVie, Amgen, Eli Lilly, Janssen, 
Kyowa Kirin, NewBridge, Novartis, and Sanofi 
and research grants from AbbVie, Novartis, and 
Sanofi. Gleison Duarte served as a scientific con‑
sultant, speaker, or clinical trial investigator for 
Abbvie, Bayer, Janssen, Leo-Pharma, Galderma, 
Sanofi, Boehringer, Novartis, Pfizer, Amgen, Cell‑
dex, and UCB. Bülent Akmaz is an employee 
of Almirall. Martin Dossenbach, Gaia Gallo, 
Chao Yang, Lucia Seminario-Vidal, and Yuxin 
Ding are employees of, and own stock in, Eli 
Lilly and Company, which funded this research. 
Jonathan I. Silverberg received honoraria as a 
consultant and/or advisory board member for 
Abbvie, Aldena, Aldena, Amgen, AObiome, 
Apollo, Arcutis, Arena, Asana, Aslan, Attovia, 
Bodewell, Boehringer Ingelheim, Bristell-Mey‑
ers Squibb, Cara, Castle Biosciences, Celgene, 



	 Dermatol Ther (Heidelb)

Connect Biopharma, Corevitas, Dermavant, Eli 
Lilly, FIDE, Formation Bio, Galderma, GlaxoS‑
mithKline, Incyte, Inmagene, Invea, Kiniksa, Leo 
Pharma, Merck, Nektar, Novartis, Optum, Pfizer, 
RAPT, Recludix, Regeneron, Sandoz, Sanofi-Gen‑
zyme, Shaperon, TARGET-RWE, Teva, Triveni, 
Union, UpToDate; speaker for Abbvie, Arcutis, 
Dermavant, Eli Lilly, Galderma, Leo Pharma, 
Pfizer, Regeneron, Sanofi-Genzyme; institution 
received grants from Galderma, Incyte, Pfizer.

Ethical Approval.   The ADhere and 
CHRONOS trials were conducted in accord‑
ance with the Declaration of Helsinki and were 
approved by the ethics committees of the respec‑
tive institutions. Written informed consent was 
obtained from all patients enrolled in the trials; 
however, informed consent for this analysis was 
not required because it used anonymized data 
from previously published studies and did not 
involve primary data collection.

Open Access.   This article is licensed under a 
Creative Commons Attribution-NonCommercial 
4.0 International License, which permits any 
non-commercial use, sharing, adaptation, distri‑
bution and reproduction in any medium or for‑
mat, as long as you give appropriate credit to the 
original author(s) and the source, provide a link 
to the Creative Commons licence, and indicate 
if changes were made. The images or other third 
party material in this article are included in the 
article’s Creative Commons licence, unless indi‑
cated otherwise in a credit line to the material. 
If material is not included in the article’s Crea‑
tive Commons licence and your intended use is 
not permitted by statutory regulation or exceeds 
the permitted use, you will need to obtain per‑
mission directly from the copyright holder. To 
view a copy of this licence, visit http://​creat​iveco​
mmons.​org/​licen​ses/​by-​nc/4.​0/.

REFERENCES

	1.	 Eichenfield LF, Tom WL, Chamlin SL, et al. Guide‑
lines of care for the management of atopic der‑
matitis: diagnosis and assessment of atopic der‑
matitis. J Am Acad Dermatol. 2014;70(2):338–51. 
https://​doi.​org/​10.​1016/j.​jaad.​2013.​10.​010.

	2.	 Sidbury R, Davis DM, Cohen DE, et al. Guidelines 
of care for the management of atopic dermati‑
tis management and treatment with photother‑
apy and systemic agents. J Am Acad Dermatol. 
2014;71(2):327–49. https://​doi.​org/​10.​1016/j.​jaad.​
2014.​03.​030.

	3.	 Davis DMR, Drucker AM, Alikhan A, et al. Guide‑
lines of care for the management of atopic der‑
matitis in adults with phototherapy and systemic 
therapies. J Am Acad Dermatol. 2024;90(2):e43–
56. https://​doi.​org/​10.​1016/j.​jaad.​2023.​08.​102.

	4.	 Newsom M, Bashyam AM, Balogh EA, Feldman SR, 
Strowd LC. New and emerging systemic treatments 
for atopic dermatitis. Drugs. 2020;80(11):1041–52. 
https://​doi.​org/​10.​1007/​s40265-​020-​01335-7.

	5.	 Blauvelt A, Thyssen JP, Guttman-Yassky E, et al. 
Efficacy and safety of lebrikizumab in moderate-
to-severe atopic dermatitis: 52-week results of two 
randomized double-blinded placebo-controlled 
phase III trials. Br J Dermatol. 2023;188(6):740–8. 
https://​doi.​org/​10.​1093/​bjd/​ljad0​22.

	6.	 Worm M, Simpson EL, Thaçi D, et al. Efficacy and 
safety of multiple dupilumab dose regimens after 
initial successful treatment in patients with atopic 
dermatitis: a randomized clinical trial. JAMA Der‑
matol. 2020;156(2):131–43. https://​doi.​org/​10.​
1001/​jamad​ermat​ol.​2019.​3617.

	7.	 Wollenberg A, Blauvelt A, Guttman-Yassky E, et al. 
Tralokinumab for moderate-to-severe atopic der‑
matitis: results from two 52-week, randomized, 
double-blind, multicentre, placebo-controlled 
phase III trials (ECZTRA 1 and ECZTRA 2). Br J 
Dermatol. 2021;184(3):437–49. https://​doi.​org/​10.​
1111/​bjd.​19574.

	8.	 Blauvelt A, de Bruin-Weller M, Gooderham M, 
et  al. Long-term management of moderate-to-
severe atopic dermatitis with dupilumab and 
concomitant topical corticosteroids (LIBERTY 
AD CHRONOS): a 1-year, randomised, double-
blinded, placebo-controlled, phase 3 trial. Lancet. 
2017;389(10086):2287–303. https://​doi.​org/​10.​
1016/​s0140-​6736(17)​31191-1.

	9.	 Ebisawa M, Kataoka Y, Tanaka A, et al. Efficacy 
and safety of dupilumab with concomitant topi‑
cal corticosteroids in Japanese pediatric patients 
with moderate-to-severe atopic dermatitis: a rand‑
omized, double-blind, placebo-controlled phase 3 
study. Allergol Int. 2024;73(4):532–42. https://​doi.​
org/​10.​1016/j.​alit.​2024.​04.​006.

	10.	 Guttman-Yassky E, Rosmarin D, de Bruin-Weller 
M, et  al. The efficacy of longer-term lebriki‑
zumab treatment in patients with moderate-to-
severe atopic dermatitis who did not meet pro‑
tocol-defined response criteria at week 16 in 2 

http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
https://doi.org/10.1016/j.jaad.2013.10.010
https://doi.org/10.1016/j.jaad.2014.03.030
https://doi.org/10.1016/j.jaad.2014.03.030
https://doi.org/10.1016/j.jaad.2023.08.102
https://doi.org/10.1007/s40265-020-01335-7
https://doi.org/10.1093/bjd/ljad022
https://doi.org/10.1001/jamadermatol.2019.3617
https://doi.org/10.1001/jamadermatol.2019.3617
https://doi.org/10.1111/bjd.19574
https://doi.org/10.1111/bjd.19574
https://doi.org/10.1016/s0140-6736(17)31191-1
https://doi.org/10.1016/s0140-6736(17)31191-1
https://doi.org/10.1016/j.alit.2024.04.006
https://doi.org/10.1016/j.alit.2024.04.006


Dermatol Ther (Heidelb)	

randomized controlled clinical trials. J Am Acad 
Dermatol. 2024. https://​doi.​org/​10.​1016/j.​jaad.​
2024.​12.​026.

	11.	 Katoh N, Tanaka A, Takahashi H, et al. Efficacy and 
safety of lebrikizumab combined with topical cor‑
ticosteroids in Japanese patients with moderate-to-
severe atopic dermatitis: a phase 3, double-blind, 
placebo-controlled, randomized clinical trial 
(ADhere-J). Curr Med Res Opin. 2025;41(1):1–12. 
https://​doi.​org/​10.​1080/​03007​995.​2024.​24369​82.

	12.	 Katoh N, Tanaka A, Takahashi H, et al. Long-term 
management of moderate-to-severe atopic derma‑
titis with lebrikizumab and concomitant topical 
corticosteroids: a 68-week randomized double-
blind placebo-controlled phase III trial in Japan 
(ADhere-J). Br J Dermatol. 2025;192(4):597–610. 
https://​doi.​org/​10.​1093/​bjd/​ljae3​94.

	13.	 Simpson EL, Gooderham M, Wollenberg A, et al. 
Efficacy and safety of lebrikizumab in combina‑
tion with topical corticosteroids in adolescents 
and adults with moderate-to-severe atopic derma‑
titis: a randomized clinical trial (ADhere). JAMA 
Dermatol. 2023;159(2):182–91. https://​doi.​org/​10.​
1001/​jamad​ermat​ol.​2022.​5534.

	14.	 US Food and Drug Administration. ADBRY (traloki‑
numab). https://​www.​acces​sdata.​fda.​gov/​drugs​
atfda_​docs/​nda/​2022/​76118​0Orig​1s000​lbl.​pdf. 
Accessed 8 Nov 2023.

	15.	 European Medicines Agency. Adtralza (traloki‑
numab). https://​www.​ema.​europa.​eu/​en/​medic​
ines/​human/​EPAR/​adtra​lza. Accessed 8 Nov 2023.

	16.	 European Medic ines  Agency.  Dupixent 
(dupilumab). https://​www.​ema.​europa.​eu/​en/​
medic​ines/​human/​EPAR/​dupix​ent. Accessed 8 Nov 
2023.

	17.	 US Food and Drug Administration. DUPIX‑
ENT (dupilumab). https://​www.​acces​sdata.​fda.​
gov/​drugs​atfda_​docs/​label/​2017/​76105​5lbl.​pdf. 
Accessed 8 Nov 2023.

	18.	 European Medicines Agency. Ebglyss (lebriki‑
zumab). https://​www.​ema.​europa.​eu/​en/​medic​
ines/​human/​summa​ries-​opini​on/​ebgly​ss. Accessed 
8 Nov 2023.

	19.	 US Food and Drug Administration. EBGLYSS (leb‑
rikizumab). https://​www.​acces​sdata.​fda.​gov/​drugs​
atfda_​docs/​label/​2024/​76130​6Orig​1s000​corre​ctedl​
bl.​pdf. Accessed 20 Sept 2024.

	20.	 Signorovitch JE, Sikirica V, Erder MH, et al. Match‑
ing-adjusted indirect comparisons: a new tool for 
timely comparative effectiveness research. Value 
Health. 2012;15(6):940–7. https://​doi.​org/​10.​
1016/j.​jval.​2012.​05.​004.

	21.	 Ständer S, Pinter A, Hougeir FG, et al. Dupilumab 
versus lebrikizumab demonstrates greater likeli‑
hood of achieving and maintaining improve‑
ments in efficacy outcomes using a placebo-
adjusted indirect treatment comparison. Dermatol 
Ther (Heidelb). 2025. https://​doi.​org/​10.​1007/​
s13555-​025-​01479-y.

	22.	 Macabeo B, Quenéchdu A, Aballéa S, et al. Meth‑
ods for indirect treatment comparison: results 
from a systematic literature review. J Mark Access 
Health Policy. 2024;12(2):58–80. https://​doi.​org/​
10.​3390/​jmahp​12020​006.

	23.	 National Library of Medicine (U.S.). Long-term 
management of moderate-to-severe atopic der‑
matitis with dupilumab (ClinicalTrials.gov Iden‑
tifier: NCT02260986). https://​clini​caltr​ials.​gov/​
study/​NCT02​260986?​tab=​resul​ts. Accessed 16 
April 2025.

	24.	 Futamura M, Leshem YA, Thomas KS, et  al. A 
systematic review of Investigator Global Assess‑
ment (IGA) in atopic dermatitis (AD) trials: many 
options, no standards. J Am Acad Dermatol. 
2016;74(2):288–94. https://​doi.​org/​10.​1016/j.​jaad.​
2015.​09.​062.

	25.	 Hanifin JM, Thurston M, Omoto M, et  al. The 
eczema area and severity index (EASI): assessment 
of reliability in atopic dermatitis. Exp Dermatol. 
2001;10(1):11–8. https://​doi.​org/​10.​1034/j.​1600-​
0625.​2001.​100102.x.

	26.	 Yosipovitch G, Reaney M, Mastey V, et al. Peak 
pruritus numerical rating scale: psychometric vali‑
dation and responder definition for assessing itch 
in moderate-to-severe atopic dermatitis. Br J Der‑
matol. 2019;181(4):761–9.

	27.	 Basra MK, Fenech R, Gatt RM, Salek MS, Finlay 
AY. The dermatology life quality index 1994-2007: 
a comprehensive review of validation data and 
clinical results. Br J Dermatol. 2008;159(5):997–
1035. https://​doi.​org/​10.​1111/j.​1365-​2133.​2008.​
08832.x.

	28.	 Chovatiya R, Silverberg JI. Evaluating the lon‑
gitudinal course of atopic dermatitis: implica‑
tions for clinical practice. Am J Clin Dermatol. 
2022;23(4):459–68. https://​doi.​org/​10.​1007/​
s40257-​022-​00697-w.

	29.	 Thyssen JP, Silverberg JI, Ruano J, et al. Optimizing 
maintenance therapy in responders to abrocitinib 
induction: a post hoc analysis of JADE REGIMEN. J 
Eur Acad Dermatol Venereol. 2024;38(11):2130–8. 
https://​doi.​org/​10.​1111/​jdv.​20095.

	30.	 Ferrucci S, Casazza G, Zussino M, et al. Predictive 
factors of early response to dupilumab in patients 

https://doi.org/10.1016/j.jaad.2024.12.026
https://doi.org/10.1016/j.jaad.2024.12.026
https://doi.org/10.1080/03007995.2024.2436982
https://doi.org/10.1093/bjd/ljae394
https://doi.org/10.1001/jamadermatol.2022.5534
https://doi.org/10.1001/jamadermatol.2022.5534
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2022/761180Orig1s000lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2022/761180Orig1s000lbl.pdf
https://www.ema.europa.eu/en/medicines/human/EPAR/adtralza
https://www.ema.europa.eu/en/medicines/human/EPAR/adtralza
https://www.ema.europa.eu/en/medicines/human/EPAR/dupixent
https://www.ema.europa.eu/en/medicines/human/EPAR/dupixent
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/761055lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/761055lbl.pdf
https://www.ema.europa.eu/en/medicines/human/summaries-opinion/ebglyss
https://www.ema.europa.eu/en/medicines/human/summaries-opinion/ebglyss
https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/761306Orig1s000correctedlbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/761306Orig1s000correctedlbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/761306Orig1s000correctedlbl.pdf
https://doi.org/10.1016/j.jval.2012.05.004
https://doi.org/10.1016/j.jval.2012.05.004
https://doi.org/10.1007/s13555-025-01479-y
https://doi.org/10.1007/s13555-025-01479-y
https://doi.org/10.3390/jmahp12020006
https://doi.org/10.3390/jmahp12020006
https://clinicaltrials.gov/study/NCT02260986?tab=results
https://clinicaltrials.gov/study/NCT02260986?tab=results
https://doi.org/10.1016/j.jaad.2015.09.062
https://doi.org/10.1016/j.jaad.2015.09.062
https://doi.org/10.1034/j.1600-0625.2001.100102.x
https://doi.org/10.1034/j.1600-0625.2001.100102.x
https://doi.org/10.1111/j.1365-2133.2008.08832.x
https://doi.org/10.1111/j.1365-2133.2008.08832.x
https://doi.org/10.1007/s40257-022-00697-w
https://doi.org/10.1007/s40257-022-00697-w
https://doi.org/10.1111/jdv.20095


	 Dermatol Ther (Heidelb)

with moderate-to-severe atopic dermatitis. J Clin 
Med. 2023. https://​doi.​org/​10.​3390/​jcm12​206575.

	31.	 Chokevittaya P, Jirattikanwong N, Thongngarm 
T, Phinyo P, Wongsa C. Factors associated with 
dupilumab response in atopic dermatitis: a sys‑
tematic review and meta-analysis. J Allergy Clin 
Immunol Pract. 2024;12(11):3044–56. https://​doi.​
org/​10.​1016/j.​jaip.​2024.​08.​054.

	32.	 Hagino T, Saeki H, Fujimoto E, Kanda N. Predictive 
factors for primary and secondary nonresponders 
to upadacitinib in patients with moderate-to-
severe atopic dermatitis: a real-world study. Der‑
matitis. 2024. https://​doi.​org/​10.​1089/​derm.​2024.​
0445.

	33.	 Signorovitch JE, Wu EQ, Yu AP, et al. Compara‑
tive effectiveness without head-to-head trials: 
a method for matching-adjusted indirect com‑
parisons applied to psoriasis treatment with 
adalimumab or etanercept. Pharmacoeconom‑
ics. 2010;28(10):935–45. https://​doi.​org/​10.​2165/​
11538​370-​00000​0000-​00000.

	34.	 R Core Team. R: A Language and Environment for 
Statistical Computing. Vienna (Austria): R Founda‑
tion for Statistical Computing, 2024.

	35.	 Phillippo D, Ades T, Dias S, et al. NICE DSU techni‑
cal support document 18: methods for population-
adjusted indirect comparisons in submissions to 
NICE. 2016.

	36.	 Silverberg JI, Ho S, Collazo R. A mini review of 
the impact of baseline disease severity on clini‑
cal outcomes: should we compare atopic der‑
matitis clinical trials? Dermatol Ther (Heidelb). 
2023;13(12):3019–29. https://​doi.​org/​10.​1007/​
s13555-​023-​01052-5.

	37.	 Drucker AM, Ellis AG, Bohdanowicz M, et  al. 
Systemic immunomodulatory treatments for 
patients with atopic dermatitis: a systematic 
review and network meta-analysis. JAMA Derma‑
tol. 2020;156(6):659–67. https://​doi.​org/​10.​1001/​
jamad​ermat​ol.​2020.​0796.

	38.	 Siegels D, Heratizadeh A, Abraham S, et al. Sys‑
temic treatments in the management of atopic 
dermatitis: a systematic review and meta-analysis. 
Allergy. 2021;76(4):1053–76. https://​doi.​org/​10.​
1111/​all.​14631.

	39.	 Silverberg JI, Hong HC, Calimlim BM, et al. Com‑
parative efficacy of targeted systemic therapies for 
moderate-to-severe atopic dermatitis without topi‑
cal corticosteroids: an updated network meta-anal‑
ysis. Dermatol Ther (Heidelb). 2023;13(10):2247–
64. https://​doi.​org/​10.​1007/​s13555-​023-​01000-3.

	40.	 Silverberg JI, Hong HC, Thyssen JP, et al. Com‑
parative efficacy of targeted systemic therapies 
for moderate to severe atopic dermatitis without 
topical corticosteroids: systematic review and 
network meta-analysis. Dermatol Ther (Heidelb). 
2022;12(5):1181–96. https://​doi.​org/​10.​1007/​
s13555-​022-​00721-1.

	41.	 Silverberg JI, Thyssen JP, Fahrbach K, et al. Com‑
parative efficacy and safety of systemic thera‑
pies used in moderate-to-severe atopic derma‑
titis: a systematic literature review and network 
meta-analysis. J Eur Acad Dermatol Venereol. 
2021;35(9):1797–810. https://​doi.​org/​10.​1111/​jdv.​
17351.

	42.	 Drucker AM, Lam M, Prieto-Merino D, et al. Sys‑
temic immunomodulatory treatments for atopic 
dermatitis: living systematic review and network 
meta-analysis update. JAMA Dermatol. 2024. 
https://​doi.​org/​10.​1001/​jamad​ermat​ol.​2024.​2192.

	43.	 Silverberg JI, Bieber T, Paller AS, et al. Lebrikizumab 
vs other systemic monotherapies for moderate-to-
severe atopic dermatitis: network meta-analysis of 
efficacy. Dermatol Ther (Heidelb). 2025;15(3):615–
33. https://​doi.​org/​10.​1007/​s13555-​025-​01357-7.

	44.	 Rand K, Ramos-Goñi JM, Akmaz B, Solé-Feu L, 
Armario-Hita JC. Matching-adjusted indirect com‑
parison of the long-term efficacy maintenance 
and adverse event rates of lebrikizumab versus 
dupilumab in moderate-to-severe atopic dermati‑
tis. Dermatol Ther (Heidelb). 2024;14(1):169–82. 
https://​doi.​org/​10.​1007/​s13555-​023-​01058-z.

	45.	 Jiang Z, Liu J, Alemayehu D, et al. A critical assess‑
ment of matching-adjusted indirect comparisons 
in relation to target populations. Res Synth Meth‑
ods. 2025;16(3):569–74.

Publisher’s Note  Springer Nature remains neutral with 
regard to jurisdictional claims in published maps and 
institutional affiliations.

https://doi.org/10.3390/jcm12206575
https://doi.org/10.1016/j.jaip.2024.08.054
https://doi.org/10.1016/j.jaip.2024.08.054
https://doi.org/10.1089/derm.2024.0445
https://doi.org/10.1089/derm.2024.0445
https://doi.org/10.2165/11538370-000000000-00000
https://doi.org/10.2165/11538370-000000000-00000
https://doi.org/10.1007/s13555-023-01052-5
https://doi.org/10.1007/s13555-023-01052-5
https://doi.org/10.1001/jamadermatol.2020.0796
https://doi.org/10.1001/jamadermatol.2020.0796
https://doi.org/10.1111/all.14631
https://doi.org/10.1111/all.14631
https://doi.org/10.1007/s13555-023-01000-3
https://doi.org/10.1007/s13555-022-00721-1
https://doi.org/10.1007/s13555-022-00721-1
https://doi.org/10.1111/jdv.17351
https://doi.org/10.1111/jdv.17351
https://doi.org/10.1001/jamadermatol.2024.2192
https://doi.org/10.1007/s13555-025-01357-7
https://doi.org/10.1007/s13555-023-01058-z

	Short-Term Efficacy of Lebrikizumab Versus Dupilumab in Combination with Topical Corticosteroids in Adults with Moderate-to-Severe Atopic Dermatitis: Matching-Adjusted Indirect Comparison
	Abstract
	Introduction: 
	Methods: 
	Results: 
	Conclusion: 

	Introduction
	Methods
	Data Sources
	Ethical Approval
	Efficacy Endpoints
	Statistical Methods

	Results
	Baseline Characteristics
	Efficacy at Week 16
	Itch Efficacy at Weeks 2 and 4
	Sensitivity Analysis

	Discussion
	Conclusions
	References


