Taylor & Francis
Taylor & Francis Group

Journal of Dermatological Treatment

Journal of
Dermatological

Treatment

ISSN: (Print) (Online) Journal homepage: informahealthcare.com/journals/ijdt20

Lebrikizumab monotherapy impacts on quality
of life scores through improved itch and sleep
interference in two Phase 3 trials

Jennifer Soung, Sonja Stander, Jan Gutermuth, Ignasi Pau-Charles, Zach
Dawson, Fan Emily Yang, Luna Sun, Evangeline Pierce, Hany Elmaraghy &
Linda Stein-Gold

To cite this article: Jennifer Soung, Sonja Stander, Jan Gutermuth, Ignasi Pau-Charles, Zach
Dawson, Fan Emily Yang, Luna Sun, Evangeline Pierce, Hany ElImaraghy & Linda Stein-Gold
(2024) Lebrikizumab monotherapy impacts on quality of life scores through improved itch and
sleep interference in two Phase 3 trials, Journal of Dermatological Treatment, 35:1, 2329240,
DOI: 10.1080/09546634.2024.2329240

To link to this article: https://doi.org/10.1080/09546634.2024.2329240

© 2024 The Author(s). Published with
license by Taylor & Francis Group, LLC

ﬁ Published online: 28 Apr 2024.

N\
CJ/ Submit your article to this journal &

||I| Article views: 658

A
h View related articles &'

@ View Crossmark data &'

CrossMark

Full Terms & Conditions of access and use can be found at
https://informahealthcare.com/action/journallinformation?journalCode=ijdt20


https://informahealthcare.com/action/journalInformation?journalCode=ijdt20
https://informahealthcare.com/journals/ijdt20?src=pdf
https://informahealthcare.com/action/showCitFormats?doi=10.1080/09546634.2024.2329240
https://doi.org/10.1080/09546634.2024.2329240
https://informahealthcare.com/action/authorSubmission?journalCode=ijdt20&show=instructions&src=pdf
https://informahealthcare.com/action/authorSubmission?journalCode=ijdt20&show=instructions&src=pdf
https://informahealthcare.com/doi/mlt/10.1080/09546634.2024.2329240?src=pdf
https://informahealthcare.com/doi/mlt/10.1080/09546634.2024.2329240?src=pdf
http://crossmark.crossref.org/dialog/?doi=10.1080/09546634.2024.2329240&domain=pdf&date_stamp=28 Apr 2024
http://crossmark.crossref.org/dialog/?doi=10.1080/09546634.2024.2329240&domain=pdf&date_stamp=28 Apr 2024

JOURNAL OF DERMATOLOGICAL TREATMENT
2024, VOL. 35, NO. 1, 2329240
https://doi.org/10.1080/09546634.2024.2329240

Taylor & Francis
Taylor & Francis Group

RESEARCH ARTICLE

B OPEN ACCESS ) Gheckorpastes

Lebrikizumab monotherapy impacts on quality of life scores through improved
itch and sleep interference in two Phase 3 trials

Jennifer Soung?, Sonja Stander®, Jan Gutermuth¢, Ignasi Pau-Charles?, Zach Dawson¢, Fan Emily Yangs,
Luna Sun®, Evangeline Pierce®, Hany Elmaraghy® and Linda Stein-Gold'

aSouthern California Dermatology, Inc, Santa Ana, CA, USA; PUniversity Hospital Westphalian Wilhems University, Munster, Germany; “Department of
Dermatology, Vrije Universiteit Brussel (VUB), Universitair Ziekenhuis Brussel (UZ Brussel), Jette, Belgium; 9Almirall, Barcelona, Spain; °Eli Lilly and
Company, Indianapolis, IN, USA; Clinic for Dermatology, Henry Ford Health System, Detroit, MI, USA

ABSTRACT

Background: Lebrikizumab improved itch, interference of itch on sleep, and quality of life (Qol) in
patients with moderate-to-severe atopic dermatitis (AD), in two Phase 3 trials at 16 weeks compared to
placebo.

Objectives: We assess improvements in itch and sleep interference due to itch and their impact on
QoL measurements after treatment.

Methods: Data were analyzed from ADvocatel (NCT04146363) and ADvocate2 (NCT04178967) in
patients with moderate-to-severe AD. QoL was evaluated using Dermatology Life Quality Index (DLQI)
at Week 16 in patients (>16years of age) who were itch responders/non-responders (defined as
>4-point improvement in Pruritus Numeric Rating Scale) or Sleep-Loss Scale responders/non-responders
(defined as >2-point improvement in itch interference on sleep).

Results: In ADvocatel and ADvocate2, significantly greater proportions of itch responders had a
clinically meaningful improvement in measures related to QoL (DLQI scores (0/1), <5 DLQI total score
and >4-point DLQI improvement) compared to itch non-responders. In both studies, a significantly
greater proportion of Sleep-Loss Scale responders, reported a DLQI score of (0/1), DLQI total score of
<5 and DLQI improvement of >4 points compared to Sleep-Loss Scale non-responders.

Conclusions: Improvement in itch and sleep interference due to itch is associated with improvement
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in the QoL of patients after treatment with lebrikizumab for moderate-to-severe AD.
ClinicalTrials.gov registration NCT04146363 (ADvocate1) and NCT04178967 (ADvocate2).

Introduction

Atopic dermatitis (AD) is a chronic inflammatory skin disease asso-
ciated with severe pruritus and inflammatory lesions (1-4). On a
global scale, the prevalence of AD is 20% in children (1), and 2%
to 7% in adults (5-8). While the onset of AD has been reported in
early childhood in 90% of patients (9), a recent meta-analysis sug-
gested that the proportion of adult-onset AD is 26% (10).

A patients’ quality of life (QoL) can be severely impacted due to
burdensome symptoms of moderate to-severe AD, particularly
increased itch, and sleep interference due to itch (3,11-14). These
symptoms can be detrimental to a patients’ QoL and can lead to
increased psychological distress and impaired physical and social
functioning (3,12,15). Topical corticosteroids are often the first-line
anti-inflammatory treatment for patients with AD (16); however,
sustained topical therapy use is often inadequate at controlling
symptoms, such as itch, and is difficult with larger body surface
area (BSA) involvement in patients with moderate-to-severe AD
(4,17-20). Recently available advanced systemic treatments, such
as biologics and Janus kinase inhibitors, are approved for the
treatment of moderate-to-severe AD (21). Primary endpoints of

clinical studies related to AD often focus on signs and symptoms
related to skin and itch, without considering the impact on the
patients’ QoL (22). Therefore, the open question remains whether
treatment with lebrikizumab, which improves itch and sleep inter-
ference due to itch, leads to additional QoL improvements (22).

Lebrikizumab is an 19G4 monoclonal antibody that binds with
high affinity and slow dissociation rate to interleukin (IL)-13 and
thereby selectively inhibits IL-13 signaling through the IL-4 recep-
tor alpha (IL-4Ra)/IL-13 receptor alpha 1 (IL-13Ral) pathway, thus
blocking the downstream effects of IL-13 with high potency.
Blockade of IL-13 signaling has proven beneficial in IL-13-dominant
diseases, such as AD, where it is expressed in peripheral tissues,
including the skin, and is implicated in AD pathogenesis, in addi-
tion to its role in regulating itch-related receptors and mediators
(23-27). Lebrikizumab has been approved in the European Union
for the treatment of moderate-to-severe atopic dermatitis in adults
and adolescents 12years and older with a body weight of at least
40kg who are candidates for systemic therapy.

In two identical randomized, monotherapy Phase 3 trials of
patients with moderate-to-severe AD, lebrikizumab improved itch
and sleep interference due to itch versus placebo (28). This
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analysis examines the data from these studies to assess if improve-
ments in itch and sleep interference due to itch are associated
with improved QoL in patients.

Materials and methods
Study design

ADvocatel (NCT04146363) and ADvocate2 (NCT04178967) were
identical 52-week randomly assigned, double-blind, parallel-group,
placebo-controlled, monotherapy Phase 3 trials (28). Eligible
patients included adults (=18years old) and adolescents (=12-
<18years old and weighing =40kg) with moderate-to-severe AD
that met an Eczema Area and Severity Index Score of =16, an
Investigator’s Global Assessment score of >3, a body surface area
of 210%, and had chronic AD for more than one year for which
topical treatment was no longer advisable or insufficient at con-
trolling symptoms of AD (29). This analysis focuses on patients
from Week 0 to Week 16 and includes data for patients
>16years old.

Eligible patients were randomized 2:1 to either monotherapy
lebrikizumab 250mg (loading dose of 500mg at baseline and Week
2) or placebo by subcutaneous injection every 2weeks. ADvocatel
and ADvocate2 studies were approved by the appropriate institu-
tional review boards or ethics committee situated across the 100
study sites in the United States, Canada, Europe, and the Asia/
Pacific area. Both studies were conducted in adherence to the
Declaration of Helsinki and Good Clinical Practice guidelines.

Itch severity

ltch was measured with Pruritus Numeric Rating Scale (NRS) a
patient-reported, single-item, daily, 11-point scale. The Pruritus
NRS is used by patients to rate their worst itch intensity over the
past 24h, with 0 indicating ‘No itch’ and 10 indicating ‘Worst itch
imaginable’ The minimal clinically important difference (MCID) is 3
points, while a 4-point change is a more conservative assessment
of clinical impact (30). Itch responders were defined as having a
(weekly mean) >=4-point reduction in Pruritus NRS from baseline to
Week 16.

Sleep interference due to itch

Sleep interference due to itch was assessed using the Sleep-Loss
Scale, a patient-reported, single-item, daily scale that measures the
extent of Sleep-Loss due to itch over the last night. The Sleep-Loss
Scale is rated on a 5-point Likert scale (0 [not at all] to 4 [unable
to sleep at all]). The MCID is 1 point, while a 2-point change is a
more conservative assessment of clinical impact (31). Sleep-Loss
Scale responders were defined as having Sleep-Loss Scale (weekly
mean) >2 points reduction from baseline at Week 16 in patients
with Sleep-Loss Score =2 at baseline (30).

Quality of life

The QoL of patients (>16years of age) was assessed using the
Dermatology Life Quality Index (DLQI) questionnaire, a validated,
self-administered measure of the impact of AD on QoL (32). The
10-item DLQI questionnaire asks about experiences in the ‘last
week’ and covers 6 domains, including symptoms and feelings,
daily activities, leisure, work and school, personal relationships,

and treatment. Responses are scored from 0 (‘not at all’) to 3 (‘'very
much’), giving a potential total score ranging from 0 (no impact
on Qol) to 30 (maximum impact on Qol), with higher scores indi-
cating a poor QoL. This analysis included the following measures
of DLQI in patients with DLQI >4 at baseline: DLQI total score of 0
or 1, representing patients for which AD has no impact on Qol;
patients with a DLQI total score of <5, indicating a small or no
effect of AD on QoL (33); and patients who reported =4-point
DLQI improvement, which is considered the MCID threshold in
QoL (34-36).

Statistical analysis

Analyses in ADvocatel used the intent-to-treat (ITT) population (all
randomized patients). In ADvocate2, a total of 18 patients from a
single study site were excluded from the ITT population since
some or all the study participants did not meet the eligibility cri-
teria of having moderate-to-severe AD. Thus, analyses in ADvocate
2 used the modified intent-to-treat (mITT) population.

The proportion of patients achieving a=4-point improvement
in Pruritus NRS Scores (itch responders) and >2-point improve-
ment in Sleep-Loss Scale (Sleep-Loss Scale responders) at Week 16
were compared to itch and Sleep-Loss Scale non-responders,
respectively, in  both lebrikizumab-treated patients and
placebo-treated patient in the ITT (ADvocate 1) and mlITT
(ADvocate2) populations with baseline Pruritus NRS >4 and base-
line Sleep-Loss Scale =2, respectively.

Patients who received rescue medication or discontinued treat-
ment were identified as non-responders through Week 16. The
analysis on binary endpoints were based on logistic regression
with treatment, geographic region (US versus EU versus rest of
world), age (adolescent patients 12-<18 versus adults >18years),
baseline disease severity (IGA 3 versus 4), subgroup, and treatment
by subgroup interaction as factors. Missing data were handled by
non-responder imputation. Analyses were performed using SAS,
Version 9.4 (SAS Institute).

Results
Patient characteristics

A total of 424 and 427 patients were included in the ADvocatel ITT
(lebrikizumab 250mg: N=283, placebo: N=141) and ADvocate2
mITT (lebrikizumab 250mg: N=281, placebo: N=146) populations.
Baseline characteristics of the study populations are presented in
Table 1. Across treatment groups, patients had a mean age of
34-37years and 48-52% were female. At baseline, 93.7-95.6% of
patients reported a Pruritus NRS of >4 and 60.1-70.7% of patients
reported a Sleep-Loss Scale of >2 across treatment groups (Table 1).

Treatment effects on itch severity

At Week 16, 533% (112/210) and 50.3% (96/191) of
lebrikizumab-treated patients reporting a Pruritus NRS score of >4
at baseline reported a=4-point improvement in itch intensity,
compared to 20.3% (15/74) and 21.0% (13/62) of placebo-treated
patients, in ADvocate1 and ADvocate2, respectively. A significantly
higher proportion of lebrikizumab-treated patients reported
az=4-point improvement in itch intensity compared to placebo in
both studies (ADvocatel p<0.0001 and ADvocate2 p<0.0001).
Data not shown (28).



Table 1. Baseline demographics and disease characteristics.
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ADvocatel ADvocate2
LEB 250mg Q2W LEB 250mg Q2W
PBO (N=141) (N=283) PBO (N=146) (N=281)
Age, years 34 2 (16.4) 361 (17.8) 353 (17.2) 36 6 (16.8)
Adolescent (=12-<18years), n (%) 8(12.8) 7 (13.1) 17 (11.6) 0 (10.7)
Adult (=18years), n (%) 123 (87.2) 246 (86.9) 129 (88.4) 251 (89.3)
Female, n (%) 3 (51.8) 141 (49.8) 75 (51.4) 136 (48.4)
Region, n (%)
us 62 (44.0) 128 (45.2) 60 (41.1) 107 (38.1)
Europe 46 (32.6) 92 (32.5) 38 (26.0) 76 (27.0)
Rest of the world 33 (234) 63 (22.3) 48 (32.9) 98 (34.9)
Race, n (%)
White 93 (66.0) 196 (69.3) 85 (58.2) 168 (59.8)
Asian 31 (22.0) 9 (13.8) 44 (30.1) 8 (27.8)
Black/African American 16 (11.3) 3(11.7) 10 (6.8) 5 (8.9)
BMI, kg/m? 27.8 (7.2) 266 (5.8) 26.3 (6.3) 267 (6.6)
Prior systemic treatment, n (%)° 85 (60.3) 144 (50.9) 81 (55.5) 156 (55.5)
Disease duration since AD onset, years 23.8 (15.4) 22.0 (14.9) 20.1 (14.1) 20.8 (15.2)
IGA, n (%)
3 (moderate) 83 (58.9) 170 (60.1) 5 (65.1) 175 (62.3)
4 (severe) 58 (41.1) 113 (39.9) 1 (34.9) 106 (37.7)
EASI 31.0 (12.9) 28.8 (11.3) 296(108) 29.7 (12.0)
BSA % involvement 47.8 (23.9) 45 3 (22.5) 46 0 (21.1) 461 (22.6)
Pruritus NRS 73 (1.7) 2 (1.9) 2 (1.9) 1(1.9
<4, n/N¢ (%) 6/136 (4.4) 14/277 (5.1) /143 (6.3) 16/269 (5.9)
>4, n/N¢ (%) 130/136 (95.6) 263/277 (94.9) 134/143 (93.7) 253/269 (94.1)
Sleep-loss due to itch interference 23 (1.0) 3 (1.0) 2 (0.9) 2 (0.9)
<2, n/N¢ (%) 45/136 (33.1) 81/276 (29.3) 46/143 (32.2) 107/268 (39.9)
>2, n/N¢ (%) 91/136 (66.9) 195/276 (70.7) 97/143 (67.8) 161/268 (60.1)
pLQi 15.7 (7.2)¢ 15.3 (7.4)° 15.9 (7.6)¢ 15.4 (7.0)
DLQI answered at baseline, N 121 239 118 218

?Patients were >40kg.

bPrior systemic treatment included any previous systemic corticosteroids, immunosuppressant, biologics, and phototherapy/photochemotherapy.
‘Number of patients in the specified category divided by the number of patients with non-missing data were used as denominator.

9DLQI was completed only for patients >16years of age at baseline.
Note. Data are mean (+ standard deviation), unless stated otherwise.
Abbreviations.

AD: atopic dermatitis; BMI: body mass index; BSA: body surface area; DLQI: Dermatology Life Quality Index; EASI: Eczema Area and Severity Index Score; IGA:
Investigator’s Global Assessment; LEB: lebrikizumab; NRS: Numeric Rating Scale; PBO: placebo; Q2W: every 2weeks; US: United States.

Impact of itch response on QoL

Significantly greater proportions of itch responders, 42.7% (N=110)
and 34.5% (N=87), reported DLQI scores (0/1) compared to itch
non-responders, 7.6% (N=224) and 5.0%, (N=220), or a DLQI total
score of <5 in itch responders, 74.5% (N=102) and 67.1% (N=79),
compared to itch non-responders, 21.3% (N=207) and 19.0%
(N=200), for both ADvocatel and ADvocate2 studies, respectively
(ADvocate1l p=0.0032; ADvocate2 p<0.0001; Figure 1(a,b)).
Likewise, a significantly greater proportion of itch responders,
93.5% (N=107) and 96.5% (N=86), had a clinically meaningful
>4-point improvement in DLQI compared to itch non-responders,
40.3% (N=216) and 34.7% (N=216), for both ADvocatel and
ADvocate2 studies, respectively (ADvocatel: p<0.0001; ADvocate2:
p<0.0001; Figure 1(a,b)).

In lebrikizumab-treated patients, a greater proportion of itch
responders, 47.4% (N=97) and 35.1% (N=74), reported DLQI
scores (0/1) compared to itch non-responders, 11.7% (N=128)
and 5.7% (N=123), for both ADvocate1l and ADvocate2 studies,
respectively (Figure 1(c,d)). Likewise, a greater proportion of
itch responders in this group reported a DLQI total score <5,
77.8% (N=90) and 66.7% (N=69), compared to itch
non-responders, 30.2% (N=116) and 26.8% (N=112), for both
ADvocate1l and ADvocate2 studies, respectively (Figure 1(c,d)).
Among treatment groups, a greater proportion of itch respond-
ers treated with lebrikizumab, 95.7% (N=94) and 97.3% (N=73),

had a clinically meaningful =4-point improvement in DLQI com-
pared to itch non-responders, 52.8% (N=123) and 44.3%
(N=122), for both ADvocatel and ADvocate2 studies, respec-
tively (Figure 1(c,d)).

Among placebo-treated patients, a total of 7.7% (n=1/13) and
30.8% (n=4/13) itch responders treated with placebo reported
DLQI scores (0/1) compared to 2.1% (n=2/96) and 4.1% (n=4/97),
respectively, of itch non-responders in ADvocatel and ADvocate2
(Figure 1(e[f)). Similarly, 50.0% (n=6/12) and 70.0% (n=7/10) of
itch responders treated with placebo reported a DLQI total score
<5 compared to 9.9% (n=9/91) and 9.1% (n=8/88) of itch
non-responders in ADvocate1 and ADvocate2, respectively (Figure
1(ef)). A total of 76.9% (n=10/13) and 923% (n=12/13) itch
responders treated with placebo reported a clinically meaningful
24-point improvement in DLQI compared to 23.7% (n=22/93) and
223% (n=21/94) of itch non-responders in ADvocatel and
ADvocate2, respectively (Figure 1(e,f)).

Treatment effects on sleep interference

After 16weeks, 46.8% (n=73/156) and 36.4% (n=44/121) of
lebrikizumab-treated patients reporting a Sleep-Loss Scale of =2 at
baseline reported a=2-point improvement in Sleep-Loss Scale,
compared to 83% (n=4/48) and 14.0% (n=6/43) in patients
treated with placebo, in ADvocate1 and ADvocate2, respectively. A
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Figure 1. Proportion of patients with and without itch improvement (responders and non-responders) achieving each DLQI endpoint after 16 weeks overall or com-
bined lebrikizumab 250 mg and placebo (panels a and b); treated with lebrikizumab 250mg (panels ¢ and d); and treated with placebo (panels e and f) in ADvocatel
and ADvocate2, respectively. Abbreviations: DLQIl: Dermatology Life Quality Index; R: Responder; Non-R: Non-responder; NRI: non-responder imputation; NRS: Numeric
Rating Scale. Note. An itch responder (itch improvement) is defined as reporting >4-point reduction in Pruritus NRS scores from baseline to Week 16.

significantly higher proportion of lebrikizumab-treated patients Impact of sleep interference due to itch on QoL
reported a=2-point improvement in Sleep-Loss Scale compared to

placebo in both studies (ADvocatel p<0.0001 and ADvocate2 Sleep-Loss responders had a significantly greater proportion of
p=0.0006). Data not shown (28) patients who reported a DLQI score of (0/1), 48.6% (N=70) and
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Figure 2. Proportion of patients with and without sleep improvement (responders and non-responders) achieving each DLQI endpoint after 16 weeks overall or com-
bined lebrikizumab 250mg and placebo (panels a and b); treated with lebrikizumab 250mg (panels ¢ and d) and treated with placebo (panels e and f) in ADvocatel
and ADvocate2, respectively. Abbreviations: DLQI: Dermatology Life Quality Index; R: Responder; Non-R: Non-responder; NRI: non-responder imputation. Note: A
Sleep-Loss Scale responder (sleep improvement) is defined as reporting a Sleep-Loss Scale >2 point reduction from baseline to Week 16. Sleep improvement is
improvement of itch interference on sleep.

31.7% (N=41), compared to Sleep-Loss Scale non-responders, 6.1%  score <5, 79.1% (N=67) and 63.2% (N=38), compared to Sleep-Loss
(N=179) and 4.1% (N=169), for ADvocatel (p=0.0271) and Scale non-responders, 18.7% (N=171) and 21.0% (N=162) for both
ADvocate2 (p=0.0006), respectively. Likewise, a greater proportion ADvocatel and ADvocate2 studies, respectively; Figure 2(a,b)). A sig-
of Sleep-Loss Scale responders in this group reported a DLQI total nificantly greater proportion of Sleep-Loss Scale responders reported
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DLQI improvement of >4 points, 97.1% (N=69) and 97.6% (N=41),
compared to Sleep-Loss Scale non-responders, 44.9% (N=176) and
41.9% (N=167), for both ADvocate1 and ADvocate2 studies, respec-
tively (ADvocate1 p=0.0003, ADvocate2 p=0.0005; Figure 2(a,b)).

In lebrikizumab-treated patients, a greater proportion of
Sleep-Loss Scale responders, 50.7% (N=67) and 32.4% (N=37),
reported DLQI scores (0/1) compared to Sleep-Loss Scale
non-responders, 10.6% (N=104) and 5.2% (N=96), for both
ADvocatel and ADvocate2 studies, respectively (Figure 2(c,d)). In
addition, a greater proportion of Sleep-Loss Scale responders in
this group reported DLQI total score <5, 81.3% (N=64) and 62.9%
(N=35) compared to Sleep-Loss Scale non-responders, 25.8%
(N=97) and 27.5% (N=91), for both ADvocatel and ADvocate2
studies respectively (Figure 2(c,d)). A greater proportion of
Sleep-Loss Scale responders treated with lebrikizumab, 98.5%
(N=66) and 97.3% (N=37) reported a clinically meaningful
>4-point improvement in DLQlI compared to Sleep-Loss Scale
non-responders, 57.8% (N=102) and 51.6% (N=95), for both stud-
ies, respectively (Figure 2(c,d)).

Among patients treated with placebo, 0.0% (N=0/3) and 25.0%
(N=1/4) of Sleep-Loss Scale responders reported DLQI scores (0/1)
compared to 0.0% (N=0/75) and 2.7% (N=2/73) of Sleep-Loss
Scale non-responders in ADvocatel and ADvocate2 (Figure 2(ef)).
Similarly, 33.3% (N=1/3) and 66.7% (N=2/3) of Sleep-Loss Scale
responders treated with placebo reported a DLQI total score <5
compared to 9.5% (N=7/74) and 12.7% (N=9/71) of Sleep-Loss
Scale non-responders, respectively (Figure 2(ef)). A total of 66.7%
(N=2/3) and 100.0% (N=4/4) Sleep-Loss Scale responders treated
with placebo reported a clinically meaningful >4-point improve-
ment in DLQI compared to 27.0%, (N=20/74) and 29.2% (N=21/72)
of Sleep-Loss Scale non-responders in ADvocate1 and ADvocate2,
respectively (Figure 2(ef)).

Discussion

In two identical Phase 3 trials, patients with moderate-to-severe
AD, who reported clinically meaningful improvements in itch or
sleep interference due to itch, achieved greater improvements in
Qol, compared to patients who did not report these itch and
sleep improvements. Similar findings have also been reported in
the literature for moderate-to severe AD patients (37).
Improvement in these key AD symptoms impacted QoL regard-
less of treatment arm. For Pruritus NRS, in both ADvocatel and
ADvocate2, a higher proportion of responders achieved clinically
meaningful improvements in QoL (DLQI 4-point change), small or
no impact on QoL (DLQI <5) and no impact on QoL (DLQI 0 or
1) endpoints as compared to non-responders. Similarly for the
Sleep-Loss Scale, a higher proportion of Sleep-Loss responders
achieved all three QoL reported endpoints (DLQI 4-point change,
DLQI <5, DLQI 0 or 1), as compared to patients that did not
report Sleep-Loss improvements. In both ADvocatel and
ADvocate2, a significantly higher percent of lebrikizumab-treated
patients reported improvement in itch, sleep interference due to
itch, and QoL as compared to placebo (28). Additionally, there
were a smaller number of patients in the placebo groups, who
experienced itch and sleep improvements. In ADvocate2, itch
and sleep responders treated with lebrikizumab or placebo
showed similar DLQI responses, however, in ADvocate1, responses
were higher for patients treated with lebrikizumab, including lit-
tle or no impact on QoL (DLQI 0 or 1).

Of note, and consistent across both studies, lebrikizumab itch
and sleep non-responders reported greater improvements in QoL

compared to placebo non-responders. Therefore, while some
patients treated with lebrikizumab may not achieve a clinically sig-
nificant impact in Pruritus NRS or Sleep-Loss Score as of week 16,
there remains a beneficial impact on QoL in these patients. This
may point toward additional lebrikizumab treatment effects, such as
reduction of skin inflammation and skin pain that also impact QoL
(38). Furthermore, the relief that lebrikizumab provides from the
burdensome symptoms of itch and its resulting interference on
sleep, is important to consider as these are often the main symp-
toms that reduce patient QoL (28,39).

Limitations

DLQI data reported in this study only include patients with
moderate-to-severe AD that were >16years old. Further analysis
could provide insights into how improvements in itch and sleep
interference due to itch might improve QoL in younger patients, after
treatment with lebrikizumab. In addition, the analyses presented in
this study are post hoc and thus were not adjusted for multiplicity.

Conclusion

This study demonstrates that improvements in itch and sleep
interference due to itch have an impact on DLQI measures in
patients after lebrikizumab treatment for moderate-to-severe AD.
Moreover, lebrikizumab seems to exert additional benefit on QoL
beyond reducing itch. This study highlights the key importance of
assessing and reducing these symptoms, with the overall goal to
enhance the lives of patients with AD.
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