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SIGNIFICANCE
Atopic dermatitis, a chronic skin disease, is one of the most 
common dermatological conditions in Japan. It has a high 
disease burden with intense itch and skin pain, impacting 
sleep and daily activities. Lebrikizumab is a monoclonal 
antibody that binds to interleukin-13, the key cytokine in 
atopic dermatitis, blocking its downstream effects. ADhere-J 
was a clinical trial of lebrikizumab in combination with 
topical corticosteroids in Japanese patients with mode-
rate-to-severe atopic dermatitis. Here we report that 
lebrikizumab+topical corticosteroids significantly improved 
patient-reported outcomes related to skin pain, quality of 
life, sleep loss, and work productivity. These results sup-
port lebrikizumab as a promising treatment option in this 
population.
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Lebrikizumab has previously demonstrated efficacy in 
Phase 3 trials: ADvocate1 and ADvocate2 (as monoth-
erapy), ADhere, and ADhere-J (in combination with 
topical corticosteroids). Here, the impact of lebrikizu-
mab combined with low- to mid-potency topical corti-
costeroids on patient-reported outcomes at 16 weeks 
in Japanese patients with moderate-to-severe atopic 
dermatitis is evaluated. Eligible patients (n = 286) 
were randomized 2:2:3 to receive placebo+ topical 
corticosteroids, 250 mg lebrikizumab every 4 weeks 
(LEBQ4W+topical corticosteroids, 500 mg loading 
dose at baseline), or 250 mg lebrikizumab every 2 
weeks (LEBQ2W+ topical corticosteroids, 500 mg 
loading dose at baseline and Week 2) by subcutaneous 
injection. All PRO endpoints for the study were met; 
patients in the lebrikizumab in combination with topi-
cal corticosteroids groups demonstrated statistically 
significant and clinically meaningful improvements 
compared with placebo in combination with topical 
corticosteroids in Skin Pain NRS, DLQI, POEM, WPAI-
AD, and SCORAD scales. Lebrikizumab combined with 
topical corticosteroids compared with placebo+topical 
corticosteroids improved patient-reported outcomes 
in Japanese patients with moderate-to-severe atopic 
dermatitis.
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Atopic dermatitis (AD) is a chronic, relapsing, 
heterogeneous skin disease. It is one of the most 

common dermatological conditions in Japan (1, 2), 
with a prevalence of 6.9% in adults and 11.2% in ele-
mentary school children (3, 4). There is a high disease 
burden in Japanese patients as moderate-to-severe AD 
symptoms include intense itch and skin pain that affect 
sleep, daily activities, and social relationships (5, 6). 
The severity of disease symptoms correlates with poor 
quality of life and depression, and results in a negative 

impact on work productivity and daily activities (7, 8). 
Current therapeutic approaches for AD in Japan include 
topical corticosteroids (TCS), topical calcineurin inhi-
bitors (TCI), topical Janus kinase (JAK) inhibitors, and 
topical phosphodiesterase-4 inhibitors for mild AD. For 
moderate-to-severe AD, dupilumab, tralokinumab, and 
lebrikizumab (recently approved), oral Janus kinase 
inhibitors, phototherapy, and systemic corticosteroids 
are prescribed, and cyclosporine is prescribed for very 
severe AD (9–11). However, additional systemic therapy 
options suitable for long-term management of moderate-
to-severe AD are needed due to the heterogeneity of the 
disease (12). 

Interleukin (IL)-13 is a pro-inflammatory cytokine 
that is central to AD pathogenesis and is overexpressed 
in patients with AD (13). It plays an important role in 
skin barrier dysfunction, skin infections, lichenification, 
itch, and inflammation (14). Patients with AD overex-
press IL-13, and increased skin and serum IL-13 levels 
are associated with increased AD severity (15). Lebri-
kizumab is a novel, high-affinity monoclonal antibody 
that selectively binds to IL-13. Lebrikizumab prevents 
the formation of the IL-13Rα1/IL-4Rα heterodimer 
receptor signalling complex, thus blocking downstream 
IL-13 signalling. Lebrikizumab-bound IL-13 can still 
bind to the IL-13Rα2 receptor, allowing natural clea-
rance of IL-13. Lebrikizumab exhibits high binding 

https://creativecommons.org/licenses/by-nc/4.0/
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affinity, a slow dissociation rate, and neutralizes IL-13 
with high potency (16). Lebrikizumab has previously 
demonstrated clinical efficacy in adult and adolescent 
patients with moderate-to-severe AD in 3 global Phase 
3 trials: 2 52-week monotherapy studies (ADvocate1 
[NCT04146363] and ADvocate2 [NCT04178967]) 
and a 16-week combination study with TCS (ADhere 
[NCT04250337]) (17, 18).

ADhere-J (NCT04760314) was a Phase 3 randomized, 
placebo-controlled 68-week clinical trial of lebrikizu-
mab in combination with TCS in Japanese patients with 
moderate-to-severe AD. The aim of this analysis is to 
report the effect of lebrikizumab 250 mg every 4 weeks 
(Q4W) or lebrikizumab 250 mg every 2 weeks (Q2W) 
in combination with TCS compared with placebo in 
combination with TCS on patient-reported outcomes 
(PROs) at 16 weeks.

MATERIALS AND METHODS

Study design

ADhere-J was conducted at 37 centres from 10 March 2021 to 1 
February 2023 and comprised a 68-week treatment period with in-
duction (16 weeks) and 52-week maintenance periods, and a safety 
follow-up period of 10 weeks. The study protocol was approved 
by the local institutional review board or independent ethics com-
mittee at each study site and was conducted in accordance with 
the protocol, applicable ICH GCP guidelines, applicable laws 
and regulations, and consensus ethical principles derived from 
international guidelines, including the Declaration of Helsinki 
and Council for International Organizations of Medical Sciences 
International Ethical Guidelines. Written informed consent was 
obtained from each patient or legally authorized representative 
before enrolment.

Study population and eligibility criteria

Eligible patients were adults and adolescents (aged ≥ 12 to  < 18 
years, weighing ≥ 40 kg), had chronic AD according to the Ame-
rican Academy of Dermatology Consensus Criteria for ≥ 1 year 
before screening (19), had moderate-to-severe AD, defined as 
having an Eczema Area and Severity Index (EASI) score ≥ 16 
(20), Investigator’s Global Assessment (IGA) score ≥ 3 (21), and 
body surface area (BSA) involvement ≥ 10% at baseline; and had 
a history of inadequate response to existing topical medications 
within 6 months before screening. Full eligibility criteria have 
been published previously1.

Treatment protocol

Patients were randomized 2:2:3 to receive placebo, lebrikizumab 
250 mg Q4W (with 500 mg loading dose at baseline), or lebrikizu-
mab 250 mg Q2W (with 500 mg loading dose at baseline and Week 
2) in combination with TCS. All patients initiated mid-potency 
TCS (hydrocortisone butyrate 0.1% ointment or equivalent), and 
low-potency TCS (prednisolone 0.5% cream or equivalent) and/or 
TCI for sensitive areas only, ≥ 7 days before baseline, which could 

not be tapered or stopped until the baseline visit. After baseline, 
patients were permitted to stop or taper TCS based on treatment 
response. After the induction period, patients entered the 52-week 
maintenance period.

Use of medications for medical conditions that affect AD (inclu-
ding high-potency TCS, systemic corticosteroids, phototherapy, 
cyclosporine) and other systemic treatments were prohibited 
during the induction period and led to permanent discontinuation 
of study intervention. However, high-potency TCS used for into-
lerable AD symptoms or adverse events (AEs) were considered 
rescue treatments and patients continued the study intervention, 
attended all study visits to Week 16, and were eligible to enter 
the escape arm of the maintenance period. Patients who received 
systemic corticosteroids and other systemic treatments as rescue 
therapy discontinued the study intervention but could attend all 
study visits to Week 16 and enter the escape arm after a washout 
period of ≥ 5 half-lives of the systemic treatment.

Outcomes

This article reports PROs including the percentage of patients 
achieving ≥ 4-point improvement from baseline to Week 16 on 
the Skin Pain Numeric Rating Scale (NRS) (a daily, participant-
administered, 11-point horizontal scale anchored at 0 and 10 
(0 = “no pain”, 10 = “worst pain imaginable”) [22]); change 
from baseline to Weeks 4, 8, 12, and 16 on the Dermatology 
Life Quality Index (DLQI) and the Children’s DLQI (CDLQI) 
(measuring quality of life [23]); change from baseline to Week 
16 on the Patient Oriented Eczema Measure (POEM; measuring 
the patient interpretation of disease severity, and frequency of 
7 symptoms [itch, sleep disturbance, dryness, flaking, weeping 
or oozing, bleeding, and cracking] in the past 7 days [24]); 
change from baseline to Week 16 in the Work Productivity and 
Activity Impairment-AD (WPAI-AD) scores for absenteeism, 
presenteeism, work impairment, and daily activity impairment 
(evaluating the impact of AD on productivity during the past 7 
days, ranging from 0–100 with higher scores indicating greater 
impairment and less productivity) (25, 26); and the percentage 
change from baseline to Week 16 in SCORing Atopic Dermatitis 
(SCORAD; measuring the severity of AD) (27). DLQI assessment 
was completed by patients > 16 years old in the study clinic and 
patients ≤ 16 years old used the CDLQI.

Statistical analysis

The sample size was 286 patients, including 18 adolescents, based 
on enrolment feasibility in Japan, which was determined according 
to assumed IGA (0,1) and EASI 75 response rates at Week 16. The 
study had >95% and >80% power to test the superiority of lebriki-
zumab Q2W + TCS and Q4W + TCS, respectively, vs PBO + TCS 
in the coprimary endpoints (IGA (0,1) and EASI 75 response rates 
at Week 16), based on a 2-sided Fisher exact test with α = 0.05. 
All PRO endpoints were analysed in the intent-to-treat (ITT) 
population, defined as all randomized patients. No multiplicity 
adjustment was employed in the analysis for the PRO endpoints 
reported in this manuscript. Binary PRO endpoints were analysed 
using non-responder imputation. Binary endpoints were analysed 
using the Cochran–Mantel–Haenszel (CMH) test adjusted for the 
stratification factors (age [adolescent patients 12 to < 18 years 
versus adults ≥ 18 years] and disease severity [IGA 3 versus 4]). 
Continuous endpoints were analysed using a mixed-effects mo-
del for repeated measures, using treatment, baseline value, visit, 
baseline-by-visit interactions, treatment-by-visit interactions, and 
stratification factors as fixed effects. Treatment difference was 
evaluated by calculating the common risk difference and its 95% 
confidence interval (CI) and CMH p-value for binary endpoints, 
and by least squares mean (LSM) difference, standard error (SE), 

1Hanada T IK, Kataoka Y, Katoh N, Morisaki Y, Shimizu R, et al. Efficacy and safety 
of lebrikizumab (LEB) combined with TCS in Japanese patients with moderate-
to-severe atopic dermatitis phase 3 study (ADhere-J). Japanese Dermatological 
Association – 87th Tokyo Branch Meeting, 2023.
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95% CI, and p-value for continuous endpoints. Statistical analyses 
were performed using SAS Version 9.4 (SAS Institute Inc, Cary, 
NC, USA).

RESULTS

Baseline characteristics
Of the 320 patients screened, 286 patients, including 
18 adolescents, were randomized 2:2:3 to receive pla-
cebo (82 patients), lebrikizumab Q4W (81 patients), 
and lebrikizumab Q2W (123 patients) in combination 
with TCS, received ≥ 1 dose of study intervention, and 
were included in the ITT population. A total of 282 
patients (98.6%) completed the 16-week induction period 
(PBO + TCS: 82 patients; LEBQ4W + TCS: 80 patients; 
LEBQ2W + TCS: 120 patients). Four (1.4%) patients 
discontinued the study due to AEs (LEBQ2W + TCS: 2 
patients) and patient withdrawal (LEBQ4W + TCS and 
LEBQ2W + TCS: 1 patient each). Baseline demographics 
and patient characteristics were similar in all 3 treatment 
groups (Table I). The mean (standard deviation [SD]) 
age of patients was 34.8 (13.6) (PBO + TCS), 37.8 
(12.0) (LEBQ4W + TCS), and 35.5 years (12.2) (LE-
BQ2W + TCS). The mean (SD) duration of AD was 
29.0 (14.1) years in PBO + TCS, 28.7 (13.7) in LE-
BQ4W + TCS, and 28.2 (13.1) in LEBQ2W + TCS. At 
baseline, 32.9% of patients in PBO + TCS, 32.1% in LE-
BQ4W + TCS, and 31.7% of patients in LEBQ2W + TCS 
had severe AD, based on IGA score.

Skin Pain Numeric Rating Scale
Lebrikizumab in combination with TCS provided signi-
ficant improvements in skin pain at Week 16 compared 
with placebo in combination with TCS, as measured 
by the proportion of patients reporting a score of ≥ 4 at 
baseline who achieved a ≥ 4-point improvement from 
baseline in Skin Pain NRS. At Week 16, a significantly 
greater proportion of patients receiving LEBQ4W + TCS 
(35.0%, p < 0.001) or receiving LEBQ2W + TCS (48.4%, 
p < 0.001) achieved a Skin Pain NRS ≥ 4-point improve-
ment from baseline compared with PBO + TCS (4.7%). 
Significance was achieved at Week 4 for both LE-
BQ4W + TCS (p < 0.01) and LEBQ2W + TCS (p < 0.001, 
Fig. 1).

Dermatology Life Quality Index/Children’s Dermatology 
Life Quality Index
Both LEB + TCS treatment groups had statistically sig-
nificant improvements compared with the PBO + TCS 
group in DLQI at Week 16. Significant improvements 
in DLQI score change from baseline were seen in LE-
BQ4W + TCS (–3.2, p < 0.001) and LEBQ2W + TCS 

Table I. Demographic and baseline clinical characteristics (ITT 
Population)

Variable

Placebo + 
TCS
(n = 82)

Lebrikizumab 
Q4W + TCS
(n = 81)

Lebrikizumab 
Q2W + TCS
(n = 123)

Age, years, mean (SD)a 34.8 (13.6) 37.8 (12.0) 35.5 (12.2)
 Adults (≥ 18 years) 76 (92.7) 77 (95.1) 115 (93.5)
 Adolescents (≥ 12 to < 18 years) 6 (7.3) 4 (4.9) 8 (6.5)
Female, n (%) 24 (29.3) 25 (30.9) 41 (33.3)
Asian, n (%) 82 (100) 81 (100) 123 (100)
Duration of AD, years, mean (SD) 29.0 (14.1) 28.7 (13.7) 28.2 (13.1)
Weight, kg, mean (SD) 65.6 (12.5) 66.5 (13.8) 64.9 (11.4)
 < 60 kg 29 (35.4) 29 (35.8) 47 (38.2)
 ≥ 60 to < 100 kg 53 (64.6) 51 (63.0) 76 (61.8)
 ≥ 100 kg 0 1 (1.2) 0
BMI, kg/m2, mean (SD) 23.6 (3.8) 23.7 (3. 9) 23.6 (3.8)
Prespecified medical history, n (%)
 Hand dermatitis 24 (29.3) 16 (19.8) 28 (22.8)
 Facial dermatitis 18 (22.0) 13 (16.0) 23 (18.7)
 Conjunctivitis 26 (31.7) 27 (33.3) 41 (33.3)
 Herpes zoster 17 (20.7) 17 (21.0) 22 (17.9)
 Chickenpox 37 (45.1) 42 (51.9) 51 (41.5)
 Eczema herpeticum 10 (12.2) 5 (6.2) 12 (9.8)
 Herpetic whitlow 2 (2.4) 0 1 (0.8)
 Disseminated neonatal herpes 

simplex
0 0 4 (3.3)

 Herpes labialis 14 (17.1) 18 (22.2) 19 (15.4)
 Genital herpes 2 (2.4) 2 (2.5) 0
 Asthma 25 (30.5) 22 (27.2) 41 (33.3)
 Alopecia 7 (8.5) 3 (3.7) 13 (10.6)
 Food allergy 22 (26.8) 23 (28.4) 39 (31.7)
 Allergic rhinitis 35 (42.7) 35 (43.2) 66 (53.7)
 Pollinosis 47 (57.3) 38 (46.9) 69 (56.1)
Prior AD treatment, n (%)
 Topical corticosteroids 75 (91.5) 76 (93.8) 115 (93.5)
 Topical calcineurin inhibitors 40 (48.8) 33 (40.7) 50 (40.7)
 Topical JAK inhibitors 19 (23.2) 22 (27.2) 29 (23.6)
 Topical PDE-4 inhibitors 0 0 0
 Systemic corticosteroids 35 (42.7) 29 (35.8) 42 (34.1)
  Immunosuppressants 13 (15.9) 13 (16.0) 19 (15.4)
 Biologics 2 (2.4) 3 (3.7) 2 (1.6)
 Phototherapy 11 (13.4) 17 (21.0) 21 (17.1)
IGA score
 3 (moderate) 55 (67.1) 55 (67.9) 84 (68.3)
 4 (severe) 27 (32.9) 26 (32.1) 39 (31.7)
EASI, mean (SD) 33.7 (11.8) 34.2 (13.0) 32.0 (11.5)
SCORAD, mean (SD) 63.2 (12.1) 65.8 (13.4) 61.8 (13.6)
BSA % affected, mean (SD) 60.6 (18.4) 59.6 (20.7) 58.4 (18.2)
Pruritus NRS, mean (SD) 5.2 (1.9) 5.4 (2.1) 5.1 (2.2)
 ≥ 4 60 (74.1) 59 (72.8) 80 (65.0)
Sleep-loss due to itch, mean (SD) 1.5 (0.9) 1.5 (0.9) 1.4 (0.8)
 ≥ 2 26 (32.1) 26 (32.1) 36 (29.3)
Skin Pain NRS, mean (SD) 4.1 (2.3) 4.2 (2.7) 4.0 (2.5)
POEM, mean (SD) 17.0 (7.4) 16.7 (7.1) 15.9 (6.8)
DLQI, mean (SD) 8.1 (5.3) 8.4 (5.6) 8.3 (4.9)
CDLQI, mean (SD) 5.4 (1.8) 9.0 (2.9) 7.4 (5.2)
WPAI-AD Employment Status, n (%)
 Employed 65 (79.3) 70 (86.4) 95 (77.2)
 Not employed 17 (20.7) 11 (13.6) 28 (22.8)
WPAI-AD Absenteeism, % mean 1.5 (12.4) 0.4 (2.4) 1.5 (7.1)
WPAI-AD Presenteeism, % mean 31.6 (26.0) 34.6 (29.6) 36.0 (28.1)
WPAI-AD Overall work impairment, 

% mean
31.6 (26.0) 34.9 (29.6) 36.4 (28.5)

WPAI-AD Activity Impairment, 
% mean

36.5 (25.2) 43.8 (29.9) 40.2 (27.7)

aAge was calculated at the informed consent date. Birth date of adult patients 
and adolescent patients was imputed as 1 July in the reported birth year and as 
the 15th day in the reported birth month, respectively.
AD: atopic dermatitis; BMI: body mass index; BSA: body surface area; CDLQI: 
Children’s Dermatology Life Quality Index; EASI: Eczema Area and Severity 
Index; IGA: Investigator’s Global Assessment; ITT: intent-to-treat; JAK: Janus 
kinase; NRS: numeric rating scale; PDE-4: phosphodiesterase-4; POEM: Patient 
Oriented Eczema Measure; Q2W: every 2 weeks; Q4W: every 4 weeks; SCORAD: 
SCORing Atopic Dermatitis; SD: standard deviation; WPAI-AD: Work Productivity 
and Activity Impairment – Atopic Dermatitis.

http://medicaljournalssweden.se/actadv
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(–4.6, p < 0.001) compared with PBO + TCS (–0.1). 
Significance was achieved at Weeks 4, 8, 12, and 16 for 
both LEBQ4W + TCS (p < 0.001) and LEBQ2W + TCS 
(p < 0.001, Fig. 2A). Numerical differences were 
observed in CDLQI change from baseline scores in 
LEBQ4W + TCS (–3.5) and LEBQ2W + TCS (–3.5) 
compared with PBO + TCS (–2.1) (Fig. 2B).

Patient Oriented Eczema Measure
The mean (SD) baseline POEM scores were 17.0 (7.4) 
for PBO + TCS, 16.7 (7.1) for LEBQ4W + TCS, and 
15.9 (6.8) for LEBQ2W + TCS. The change in POEM 
from baseline to Week 16 was similar between the 2 
LEB + TCS groups and statistically significant compa-
red with PBO + TCS (p < 0.001). The POEM total score 
change from baseline was –6.8 (LEBQ4W + TCS), –7.9 
(LEBQ2W + TCS), and –0.3 (PBO + TCS). Significance 
was achieved as early as Week 2 for LEBQ4W + TCS 

(p < 0.01) and LEBQ2W + TCS (p < 0.001) and was 
maintained at Weeks 4 to 16 for both LEBQ4W + TCS 
(p < 0.001) and LEBQ2W + TCS (p < 0.001, Fig. 3).

Work Productivity and Activity Impairment-Atopic 
Dermatitis
Statistically significant improvements in 3 out of the 4 
WPAI-AD scales were observed in both LEB + TCS tre-
atment groups compared with PBO + TCS (Fig. 4). The 
LSM change from baseline for the WPAI-AD absenteeism 
scale was –0.9 (LEBQ4W + TCS), –0.6 (LEBQ2W + TCS), 
and –0.6 (PBO + TCS). Significant differences were ob-
served in the presenteeism scale in both LEBQ4W + TCS 
(–16.2) and LEBQ2W + TCS (–21.5) compared with 
PBO + TCS (–2.1, p < 0.001). Significant differences were 
observed in the overall work impairment score in both 
LEBQ4W + TCS (–16.5) and LEBQ2W + TCS (–21.7) 
compared with PBO + TCS (–2.2, p < 0.001). Statistical 

Fig. 2. Dermatology Life Quality Index (DLQI) and Children’s DLQI (CDLQI) total score change from baseline. Time course response from 
baseline to Week 16 for DLQI (A) and CDLQI (B) total scores. DLQI was measured starting at Week 4. DLQI assessment was completed by patients > 16 
years old and patients ≤ 16 years old used the CDLQI. ***p < 0.001 vs placebo in combination with topical corticosteroids (TCS) using mixed model 
repeated measures. LEB: lebrikizumab; LSM: least squares mean; N: number of patients in the analysis population; PBO: placebo; Q2W: every 2 weeks; 
Q4W: every 4 weeks.

Fig. 1. Time Course Response for Skin Pain ≥ 4-point 
improvement from baseline. Percentage of patients (%) 
reporting a Skin Pain Numeric Rating Scale (NRS) score of ≥ 4 
points at baseline achieving a ≥ 4-point improvement from baseline. 
*p ≤ 0.05, **p ≤ 0.01, ***p ≤ 0.001 vs placebo in combination with 
topical corticosteroids (TCS) using the Cochran–Mantel–Haenszel 
test with non-responder imputation. LEB: lebrikizumab; N: number 
of patients in the analysis population; PBO: placebo; Q2W: every 
2 weeks; Q4W: every 4 weeks.

http://medicaljournalssweden.se/actadv
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differences were also observed in the percentage im-
pairment in activities performed outside of work in both 
LEBQ4W + TCS (–17.5) and LEBQ2W + TCS (–24.1) 
compared with PBO + TCS (–2.3, p < 0.001).

SCORing Atopic Dermatitis
Statistically significant improvements in SCORAD were 
observed in both LEB + TCS treatment groups compared 

with PBO + TCS. At Week 16, significant improvements in 
SCORAD percentage change from baseline were seen in 
LEBQ4W + TCS (–50.9%, p < 0.001) and LEBQ2W + TCS 
(–55.7%, p < 0.001) compared with PBO + TCS (–21.1%). 
Significance was achieved as early as Week 2 for both 
LEB + TCS groups (p < 0.001) and was maintained at 
Weeks 4 through 16 for both LEBQ4W + TCS (p < 0.001) 
and LEBQ2W + TCS (p < 0.001, Fig. 5).

Fig. 3. Patient Oriented Eczema Measure 
(POEM) least squares mean (LSM) change 
from baseline. Time course response from baseline 
to Week 16 for POEM. **p < 0.01, ***p < 0.001 vs 
placebo in combination with TCS using mixed-model 
repeated measures. LEB: lebrikizumab; N: number 
of patients in the analysis population; PBO: placebo; 
Q2W: every 2 weeks; Q4W: every 4 weeks; TCS: 
topical corticosteroids.

Fig. 4. Change in Work Productivity 
and Activity Impairment – Atopic 
Dermatitis (WPAI-AD) score from 
baseline to week 16. Change in (A) 
WPAI-AD absenteeism, (B) presenteeism, 
(C) overall work impairment, and (D) 
impairment in activities performed outside 
of work scores from baseline to Week 16. 
***p < 0.001 vs placebo in combination 
with topical corticosteroids (TCS) using 
mixed-model repeated measures. LEB: 
lebrikizumab; LSM: least squares mean; 
N: number of patients in the analysis 
population; PBO: placebo; Q2W: every 
2 weeks; Q4W: every 4 weeks.
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DISCUSSION

ADhere-J was the first Phase 3 randomized placebo-
controlled study to evaluate the efficacy and safety of 
lebrikizumab combined with TCS in Japanese adults 
and adolescents with moderate-to-severe AD. In this 
analysis, lebrikizumab 250 mg Q4W and Q2W in com-
bination with TCS improved PROs in Japanese patients 
with moderate-to-severe AD up to 16 weeks. All PRO 
endpoints for the study were met; patients in the lebri-
kizumab in combination with TCS treatment groups 
demonstrated statistically significant and clinically 
meaningful improvements compared with placebo in 
combination with TCS on Skin Pain NRS, DLQI, POEM, 
WPAI-AD, and SCORAD scales. 

In this manuscript, itch was assessed as part of the 
DLQI, POEM, and SCORAD scales. Itch is a predomi-
nant feature of AD and can have a substantial impact on 
overall AD burden, quality of life, work productivity, 
sleep, emotional state, and daily activities (6, 7, 28–30). 
A real-world evidence study drew data from the 2020 
Adelphi AD Disease Specific Program to describe the 
burden of itch and skin pain in adult patients with AD 
in Japan (26). Patients experiencing itch and skin pain 
had significantly worse POEM scores, more overall work 
impairment, sleep disruption, higher EASI scores, and 
more areas affected compared with those without itch 
or skin pain. A study presenting the burden estimate for 
AD using data from the Global Burden of Disease Study 
found that AD ranks 15th among all nonfatal diseases 
and has the highest disease burden among skin diseases 
as measured by disability-adjusted life-years (31). This 
demonstrates the need for better treatments to combat 
these aspects of AD. In the present study, lebrikizumab 
Q2W + TCS significantly improved itch compared 
with PBO + TCS as early as Week 2, and lebrikizumab 
Q4W + TCS significantly improved itch from Week 4, 

indicating that, in addition to skin improvement, lebri-
kizumab is effective in providing itch relief in Japanese 
patients with moderate-to-severe AD. This is consistent 
with the global ADvocate and ADhere studies, where 
lebrikizumab monotherapy and in combination with TCS 
improved quality of life through improvement in itch and 
interference of itch on sleep (32). Lebrikizumab has also 
shown a durable reduction in the interference of itch on 
sleep through to 52 weeks in patients with moderate-
to-severe AD who were responders to lebrikizumab at 
the end of the 16-week induction period (33). Sustained 
improvements in itch interference on sleep were obser-
ved for Week 16 responders across all treatment arms, 
including the withdrawal arm, indicating durability of 
response to lebrikizumab treatment.

Skin pain is common in patients with AD, with up to 
61% of patients reporting this symptom and 14% descri-
bing the pain as severe or very severe (34). Furthermore, 
a recent survey of dermatologists and patients with a 
history of moderate or severe AD investigating the impact 
of both itch and skin pain on quality of life and treatment 
satisfaction in Japan demonstrated the additional burden 
associated with both itch and skin pain compared with 
itch alone (26). Key findings of the study were that itch 
and skin pain were associated with greater clinical se-
verity in terms of body region and BSA affected, greater 
dissatisfaction with disease control and, from the patient 
perspective, greater sleep disruption, work impairment, 
and poorer quality of life. ADhere-J is the first study 
to report the impact of lebrikizumab on skin pain and 
showed that treatment with lebrikizumab in combination 
with TCS improved skin pain, with 35–48% of lebriki-
zumab + TCS treated patients achieving ≥ 4-point impro-
vement. Significant differences compared with placebo 
were observed from Week 4 for both lebrikizumab + TCS 
treatment groups. The implications of these results are 

Fig. 5. SCORing Atopic Dermatitis (SCORAD) 
percentage change from baseline. Percentage 
change from baseline to Week 16 for SCORAD. 
***p < 0.001 vs placebo in combination with topical 
corticosteroids (TCS) using mixed-model repeated 
measures. LEB: lebrikizumab; N: number of patients 
in the analysis population; PBO: placebo; Q2W: every 
2 weeks; Q4W: every 4 weeks.

http://medicaljournalssweden.se/actadv
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important due to the impact that the symptom of skin 
pain in AD has on quality of life, including negative 
impacts on mental health, sleep, socializing, and daily 
life (5, 35). A decrease of 33% has been identified as a 
clinically meaningful change in pain from the patient’s 
perspective (36). The impact of lebrikizumab treatment 
in combination with TCS on work productivity was 
evaluated using WPAI-AD, and the analysis showed 
statistically significant improvements in 3 out of the 4 
WPAI-AD scores in both lebrikizumab + TCS groups 
compared with PBO + TCS (presenteeism, overall work 
impairment, and impairment in activities performed 
outside of work).

POEM was identified as the core instrument to mea-
sure symptoms by the Harmonizing Outcome Measures 
for Eczema (HOME) initiative (37). Severity strata or 
bands were developed to improve interpretability and 
determination of clinical meaningfulness. The proposed 
bandings for POEM scores are 0–2 (clear/almost clear); 
3–7 (mild); 8–16 (moderate); 17–24 (severe); and 25–28 
(very severe) (25). A significant improvement in POEM 
was achieved as early as Week 2 and was maintained at 
Weeks 4 to 16 for both lebrikizumab + TCS doses.

Significant improvements in SCORAD were also 
seen from Week 2 for both lebrikizumab + TCS treat-
ment groups and met the meaningful minimal important 
change (MIC) for SCORAD of 35% (38).

In the global ADhere TCS combination study, sig-
nificant improvements were observed in itch, DLQI, 
and sleep loss due to itch (18). A higher proportion of 
patients receiving lebrikizumab in combination with 
TCS achieved at least a 4-point reduction in Pruritus 
NRS score and in DLQI score at Week 16 compared 
with those receiving placebo plus TCS. Furthermore, 
there was a significant difference in Sleep-Loss Scale 
score change from baseline at Week 16. In comparison 
with the global ADhere study, TCS in ADhere-J was not 
washed out before randomization, suggesting that the 
treatment effect of lebrikizumab combined with TCS 
was clearly reflected in the results. The difference in the 
type of low- and mid-potency TCS used in this study 
versus ADhere may have also affected response rates. 
Of the lebrikizumab+TCS treated patients in ADhere-J, 
53–69% achieved ≥4-point improvement, or DLQI <4 
(minimal disease impact).

Strengths and limitations
Strengths of the ADhere-J study included the randomi-
zed, double-blind, placebo-controlled, parallel-group 
study design. This study also had a sufficient sample 
size to test the superiority of lebrikizumab + TCS over 
PBO + TCS using various PRO endpoints and the study 
discontinuation rate was low. Furthermore, patients in 
ADhere-J had no washout period and started TCS at 
least 7 days before baseline, which is similar to how 

advanced biologics might be used in clinical settings. 
Consequently, a limited number of patients required 
rescue treatment. Finally, this study provided long-term 
evaluation of lebrikizumab + TCS efficacy and safety up 
to 68 weeks.

The limitations of this study included strict eligibility 
criteria that may limit generalizability of results, and the 
small number of adolescent patients in the study, which 
impacted the CDLQI analysis. 

In conclusion, results from this study in Japanese 
patients with moderate-to-severe AD demonstrated that 
lebrikizumab combined with TCS compared with placebo 
with TCS produced early and sustained improvements up 
to Week 16 in PROs. These PRO improvements in Skin 
Pain NRS, DLQI, POEM, WPAI-AD, and SCORAD 
scales support lebrikizumab as a promising treatment 
option in this population.
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