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ABSTRACT

Introduction: Lebrikizumab is a novel mono-
clonal antibody with established efficacy in
patients with moderate-to-severe atopic dez-
matitis (AD) in multiple Phase 3 trials. One of
the ultimate treatment goals for patients with

Prior Presentation Preliminary results of these analyses
were presented at the April 2023 Revolutionizing Atopic
Dermatitis Congress in Washington, DC, USA, and the
October 2023 Fall Clinical Dermatology Congress in Las
Vegas, NV, USA.
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moderate-to-severe AD is to achieve stable
disease control without concern for planning
future life events.

Methods: In ADvocatel and ADvocate2, leb-
rikizumab-treated patients meeting the proto-
col-defined response criteria at Week 16 were re-
randomized 2:2:1 to receive lebrikizumab every
2 weeks (Q2W), lebrikizumab every 4 weeks
(Q4W), or placebo Q2W (lebrikizumab with-
drawal) for 36 additional weeks. In this post
hoc analysis, we evaluated the proportions of
patients with no or minimal fluctuations of effi-
cacy during the 36-week maintenance period
and plotted individual patient trajectories. We
defined no or minimal fluctuations as achieving
and maintaining the defined endpoint (>75%
improvement in the Eczema Area and Severity
Index [EASI 75],290% improvement in EASI,
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Pruritus Numeric Rating Scale [NRS] >4-point
improvement, or Pruritus NRS > 3-point improve-
ment) for>80% of the study visits. If patients
used rescue medication, discontinued treatment,
or transferred to the escape arm, data collected at
or after the event were imputed as non-response.
Results: The proportions of lebrikizumab
responders who maintained EASI 75 with no
or minimal fluctuations were 70.8% (lebriki-
zumab Q2W), 71.2% (lebrikizumab Q4W),
and 60.0% (lebrikizumab withdrawal). Of the
patients with baseline Pruritus NRS>4 and
who achieved > 4-point improvement at Week
16, 66.1% (lebrikizumab Q2W), 62.7% (leb-
rikizumab Q4W), and 55.2% (lebrikizumab
withdrawal) maintained > 4-point Pruritus NRS
improvement with no or minimal fluctuations.
Conclusions: Patients who met the response cri-
teria at Week 16 and continued treatment with
lebrikizumab Q2W or Q4W demonstrated a stable
response with no or minimal fluctuations of effi-
cacy in measures of skin and itch up to Week 52.
Clinical Trial Registration: NCT04146363
(ADvocatel) and NCT04178967 (ADvocate2).

PLAIN LANGUAGE SUMMARY

Atopic dermatitis, also known as atopic eczema (or
just eczema), is a common skin disease that causes
itchy, dry skin. Patients with eczema are often
unsure of when disease flares will happen, even
while receiving treatment. In two global studies,
ADvocatel and ADvocate2, lebrikizumab improved
the signs and symptoms of moderate-to-severe
eczema after 16 weeks of treatment. Most of these
patients also saw improvement up to 52 weeks. We
wanted to know if patients continued to feel bet-
ter between Week 16 and Week 52. Patients who
responded to lebrikizumab after 16 weeks were
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given lebrikizumab every 2 weeks, lebrikizumab
every 4 weeks, or placebo every 2 weeks. We tested
how many patients experienced stable response
to therapy, which we said was maintaining the
same level of improvement on skin signs and itch
symptoms for at least 80% of study visits from
Week 16 to Week 52. In patients treated with leb-
rikizumab every 2 weeks or every 4 weeks, we saw
that about seven of every ten patients maintained
a stable response in skin improvement and about
six of every ten patients maintained stable response
in itch symptoms. In patients who stopped leb-
rikizumab therapy, six out of every ten patients
maintained a stable skin improvement and more
than five of every ten patients maintained a sta-
ble improvement in itch symptoms. In ADvocatel
and ADvocate2, most lebrikizumab-treated patients
showed a stable response over time on skin and
itch with dosing every 2 weeks or every 4 weeks.

Keywords: Atopic dermatitis; Eczema;
Fluctuations; Lebrikizumab; Response; Stability

Key Summary Points

Why carry out this study?.

One of the ultimate treatment goals for
patients with moderate-to-severe atopic der-
matitis is to achieve stable disease control.

The purpose of this analysis is to illustrate the
response trajectories of individual patients
treated with lebrikizumab and report the pro-
portions of patients who demonstrated a stable
response with no or minimal fluctuations of
efficacy from Week 16 to Week 52 of treatment.

What was learned from the study?.

In patients with moderate-to-severe atopic
dermatitis, the major and clinically relevant
response achieved on skin and itch with leb-
rikizumab at Week 16 is maintained with no
or minimal fluctuations up to Week 52.

Stability of response is shown with lebriki-
zumab at both the every-2-week and every-4-
week dose regimens.
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DIGITAL FEATURES

This article is published with digital features,
including visual graphs to facilitate understand-
ing of the article. To view digital features for this
article, go to https://doi.org/10.6084/m9.figsh
are.26124106.

INTRODUCTION

The high disease burden of moderate-to-severe
atopic dermatitis (AD) and its impact on daily
activities, social relationships, and quality of life
in adults and adolescents are well established
[1-7]. Although AD is clinically defined by the
presence of pruritic and recurring eczema, the
presentation of the disease is often far more
complex, owing to the heterogeneous nature of
the disease [8]. The location, type, and symp-
toms of AD lesions often differ among patients
and may change with time in individual
patients. Recurring, highly pruritic skin lesions
in patients with moderate-to-severe AD are
unpredictable, persistent, and represent a cur-
rent unmet need [9]. Furthermore, conventional
regulatory and clinical trial endpoints are cross-
sectional in nature at a specific time point but
do not address long-term control in this chronic,
unstable disease.

Across chronic conditions, patients com-
monly report fears of illness or symptoms recur-
ring or worsening, which can have a deleterious
impact on quality of life [10]. Significant emo-
tional and psychosocial burden can result from
the uncertainty of when the next AD flare will
occur which, by one study, averaged nine times
per year with each flare lasting 15 days at a time
[11]. In the same study, 75% of patients stated
that being able to effectively control their AD
would be the single most important improve-
ment to their quality of life [11]. Given the asso-
ciation between inadequate disease control and
disease burden [12] in patients with moderate-to-
severe AD, a stable therapeutic response between
injections is critical to improving patient quality
of life. Although individual treatment goals vary,
the unpredictability of AD suggests that one of

the ultimate treatment goals for these patients
is to achieve stable disease control without con-
cern for planning future life events.

Lebrikizumab is a novel monoclonal anti-
body that binds with high affinity and slow off-
rate to interleukin (IL)-13, thereby blocking the
downstream effects of IL-13 with high potency.
In patients who responded to lebrikizumab
during the first 16 weeks of treatment [13], the
majority showed a durable, robust response
through Week 52 [14]. Here, we illustrate the
response trajectories of individual patients and
report the proportions of patients who demon-
strated a stable response with no or minimal
fluctuations of efficacy from Week 16 to Week
52 of treatment.

METHODS

Study Design and Patient Population

Full details and all pre-specified primary out-
comes of the ADvocatel (NCT04146363) and
ADvocate2 (NCT04178967) trials were previ-
ously reported [13, 14]. Briefly, these were iden-
tically designed, randomized, double-blind,
placebo-controlled, parallel-group, 52-week
Phase 3 trials evaluating the efficacy and safety
of lebrikizumab monotherapy in adults and
adolescents with moderate-to-severe AD. A
visual of the study design for ADvocatel and
ADvocate2 is included in Fig. 1. During the
16-week induction period, patients were ran-
domly assigned in a 2:1 ratio to receive either
lebrikizumab 250 mg or placebo every 2 weeks
(Q2W) with a loading dose given at baseline and
Week 2. After 16 weeks of treatment, patients
were assessed for response, which was defined
as achieving>75% improvement in the Eczema
Area and Severity Index (EASI 75) or an Inves-
tigator’s Global Assessment score of O or 1 with
a>2-point improvement (IGA 0/1) without the
use of rescue medication. Patients who met
this response criterion were re-randomized in a
2:2:1 ratio to receive lebrikizumab 250 mg Q2W,
lebrikizumab 250 mg every 4 weeks (Q4W), or
placebo Q2W (lebrikizumab withdrawal) for a
period of 36 weeks. The analysis described in
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Fig.1 Study design for ADvocatel and ADvocate2.
*Use of topical/systemic treatments for AD prohibited.
bRc:spondf:rs were patients who achieved an IGA 0/1 with
a2 2-point improvement or EASI 75, without use of res-
cue medication. “Use of intermittent topical rescue medi-
cations for AD was permitted. Responders who received
PBO during induction and who were re-randomized
to LEB received a LD of either 500 mg given at Week
16 or 500 mg given at Week 16 and Week 18, based on
their treatment assignment. 4Four hundred twenty-four
patients (ADvocatel) and 445 patients (ADvocate2) with
moderate-to-severe AD. “Five hundred mg LD at Week 0
and Week 2. ‘Maintenance of response assessed by EASI
50 at Week 24, Week 32, Week 40, and Week 48, respec-
tively. Patients receiving systemic rescue medication will
be required to washout for five half-lives prior to initiating
treatment in the escape arm. SParticipants who are eligi-

this manuscript includes lebrikizumab-treated
patients who met the criteria for response at
Week 16, were re-randomized, and continued
the study for an additional 36 weeks.

Both trials were approved by the applicable
ethics review boards at each of the sites in North
America, Europe, and the Asia-Pacific region.
The main, central ethics review board for both
studies was WCG. A full listing of ethics review
boards is in Tables S2 and Table S3. Both trials
were performed in accordance with the Helsinki
Declaration of 1964 and its later amendments,
the Council for International Organizations of
Medical Sciences International Ethical Guide-
lines, and the International Conference on
Harmonization Guidelines for Good Clinical
Practice. All patients provided written informed
consent to participate in the trials.

ble for the escape arm at Week 16 will receive blinded LD
at Week 16 and Week 18, based on their prior treatment
assignment. hPatients completing ADvocate 1 or ADvo-
cate2 will be offered treatment in ADjoin. Otherwise,
patients will participate in a safety follow-up 12 weeks
after their last dose; < 30-day screening period. IGA 0/1
with > 2-point improvement from baseline. “FDA primary
endpoint. 'EMA co-primary endpoint. 4D atopic dermati-
tis, EASI Eczema Area and Severity Index, EASI 50 2 50%
improvement in EASI, EASI 75 >75% improvement in
EASI, EMA European Medicines Agency, FDA Food
and Drug Administration, IGA 0/1 Investigator’s Global
Assessment of 0 or 1, IR inadequate responder, LD load-
ing dose, LEB lebrikizumab, LTE long-term extension, N
number of patients in the analysis population, PBO pla-
cebo, Q2 every 2 weeks, Q4 every 4 weeks

Outcomes

We measured skin improvement using EASI 75
and 290% improvement in Eczema Area and
Severity Index (EASI 90). We measured itch
improvement using Pruritus Numeric Rating
Scale (NRS) 24-point and = 3-point improve-
ment from baseline. EASI percent change from
baseline and Pruritus NRS change from baseline
were used to visualize data at the individual
patient level. EASI is used to assess the severity
and extent of skin involvement in AD. It is a
composite index with scores ranging from 0O to
72, with higher values indicating more severe or
extensive disease. The minimal clinically impor-
tant difference (MCID) of EASI is 6.6 points [15].
The Pruritus NRS is a patient-reported, single-
item, 11-point scale. The Pruritus NRS is used by
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participants to rate their worst itch severity over
the past 24 h, with 0 indicating “No itch” and 10
indicating “Worst itch imaginable.” The MCID is
3 points [16], while a 4-point change is a more
conservative assessment of clinical impact indi-
cating itch relief. The Pruritus NRS was recorded
daily by the patient in an electronic diary and is
reported as a prorated weekly mean.

We defined stable skin response with no or
minimal fluctuations as the proportion of leb-
rikizumab responders maintaining EASI 75 for
at least 80% (minimal fluctuations) of the 10
maintenance period study visits (i.e., Week 16
to Week 52). We also report the proportion of
lebrikizumab responders maintaining EASI 75
for all (no fluctuations) of the maintenance
period study visits. Finally, we report the propor-
tion of lebrikizumab responders to achieve and
maintain the more stringent response of EASI
90 for at least 80% of the maintenance period
study visits and separately for all of the main-
tenance period study visits. We defined stable
itch response with no or minimal fluctuations
by two separate definitions: the proportion of
lebrikizumab responders who maintained a Pru-
ritus NRS>4-point improvement for >80% of the
visits from Week 16 to 52 and the proportion of
patients who maintained Pruritus NRS > 3-point
improvement for>80% of the visits from Week
16 to Week 52.

Statistical Analysis

All analyses were performed post hoc. Dur-
ing the 36-week maintenance period, patients
were permitted to use topical rescue medica-
tion intermittently without discontinuing from
the studies, and the use of short-term systemic
rescue medication was evaluated on a case-by-
case basis. For patients who used any topical or
systemic treatment for AD, discontinued treat-
ment, or transferred to the escape arm, data col-
lected at or after the event were imputed as non-
response. EASI percent change from baseline and
Pruritus NRS change from baseline values for
individual patients were plotted using observed
data collected up to these events.

All analyses were performed on the modified
pooled population of ADvocatel and ADvocate2

patients who met the protocol-defined criteria
for response to lebrikizumab at Week 16 (EASI
75 or an IGA 0/1 with a>2-point improvement
without the use of rescue medication). In ADvo-
cate2, analyses were performed on a modified
population, excluding 18 patients (from a sin-
gle study site) who did not meet the eligibility
criteria of having moderate-to-severe AD. Of
these patients, 14 entered the maintenance pri-
mary population and were excluded from the
maintenance efficacy analysis of the lebriki-
zumab Week 16 responders. In addition to meet-
ing the protocol-defined criteria, the Pruritus
NRS = 4-point improvement outcome includes
patients who presented with a baseline score
of>4 and achieved a>4-point improvement at
Week 16. Similarly, the Pruritus NRS 2 3-point
improvement outcome includes only per pro-
tocol responders who presented with a baseline
score of >3 and achieved a>3-point improve-
ment at Week 16.

RESULTS

Baseline Characteristics

In ADvocatel and ADvocate2, 291 lebrikizumab-
treated patients met the criteria for response at
Week 16 and were re-randomized to receive
lebrikizumab Q2W (N=113), lebrikizumab
Q4W (N=118), or placebo (lebrikizumab with-
drawal; N=60) from weeks 16 to 52. At baseline
of the studies, patient demographics and dis-
ease characteristics for the Week 16 per proto-
col responders were balanced among treatment
groups (Table 1). The mean (standard deviation
[SD]) patient age was 35.5 (17.0) years, and the
mean (SD) duration since the onset of AD was
21.8 (14.6) years. The proportions of patients
who scored >4 on the Pruritus NRS at baseline
were 97.3% (lebrikizumab Q2W), 92.2% (leb-
rikizumab Q4W), and 96.6% (lebrikizumab
withdrawal).

Skin Improvement

The proportions of lebrikizumab responders who
maintained EASI 75 for at least 80% of study
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visits in the maintenance period were 70.8%
(lebrikizumab Q2W), 71.2% (lebrikizumab
Q4W), and 60.0% (lebrikizumab withdrawal).
Figure 2 visualizes the individual trajectories of
the patients with no or minimal fluctuations
in EASI 75. Animation 1 visualizes individual
patient data over time for all re-randomized
patients. The proportions of lebrikizumab
responders who maintained EASI 75 at all study
visits were 53.1% (lebrikizumab Q2W), 55.1%
(lebrikizumab Q4W), and 38.3% (lebrikizumab
withdrawal). For the more stringent response
of EASI 90, the proportions of lebrikizumab
responders to maintain (or achieve and main-
tain) the endpoint for at least 80% of study
visits were 45.1% (lebrikizumab Q2W), 50.8%
(lebrikizumab Q4W), and 35.0% (lebrikizumab
withdrawal). The proportions of patients who
maintained (or achieved and maintained) EASI
90 at all study visits were 29.2% (lebrikizumab
Q2W), 26.3% (lebrikizumab Q4W), and 13.3%
(lebrikizumab withdrawal). Complete results are
given in Table S1.

Animations available on article HTML. Ani-
mation 1 (MP4 17579 KB)

Itch Improvement

Of the patients with baseline Pruritus NRS>4
and achieving a>4-point improvement at Week
16, 158 met the protocol criteria for response
at Week 16 and were re-randomized to receive
lebrikizumab Q2W (N=62), lebrikizumab Q4W
(N=67), or lebrikizumab withdrawal (N=29). At
the end of the maintenance period, 66.1% (leb-
rikizumab Q2W), 62.7% (lebrikizumab Q4W),
and 55.2% (lebrikizumab withdrawal) of patients
maintained a>4-point Pruritus NRS improve-
ment for>80% of the maintenance period study
visits (Fig. 3).

Of the patients with baseline Pruritus NRS>3
and a2 3-point improvement at Week 16, 189
met the protocol criteria for response at Week 16
and were re-randomized to receive lebrikizumab
Q2W (N=81), lebrikizumab Q4W (N=75), or
lebrikizumab withdrawal (N=33). At the end
of the maintenance period, 65.4% (lebriki-
zumab Q2W), 72.0% (lebrikizumab Q4W), and

60.6% (lebrikizumab withdrawal) maintained
a2 3-point improvement for >80% of the main-
tenance period study visits (Fig. 4).

Figure Sla, b shows the individual trajectories
of the patients with no or minimal fluctuations
in maintaining a Pruritus NRS>4-point improve-
ment and a2 3-point improvement, respectively,
through Week 52. Animation 2 and Animation
3 use individual patient data to visualize the
stability of a Pruritus NRS>4-point improve-
ment and a Pruritus NRS > 3-point improvement,
respectively, over time for all re-randomized
patients.

Animations available on article HTML. Ani-
mation 2 (MP4 18620 KB)Animation 3 (MP4
19000 KB)

DISCUSSION

In this analysis, we have shown that over 70%
of Week 16 per protocol responders met the skin
endpoint common to AD clinical trials (EASI
75) with no or minimal fluctuations in efficacy
over the 36-week treatment period with lebriki-
zumab. Furthermore, over half of these patients
maintained EASI 75 for 100% of study visits with
approximately 28% of patients achieving and
maintaining EASI 90 for 100% of study visits.
The more stringent endpoint of EASI 90 usu-
ally correlates well with an IGA 0/1 and thus
may more closely represent clear or almost clear
skin. More than 60% of patients also maintained
a>4-point improvement in Pruritus NRS with
no or minimal fluctuations. These results fur-
ther support the population-based analysis on
the maintenance of response [14] and also indi-
cate that, at the individual level, in most of the
patients, lebrikizumab might be modifying the
course of moderate-to-severe AD by successfully
disrupting the natural waxing and waning fea-
tures of the disease.

Importantly, similar improvements were
observed in patients treated with both lebriki-
zumab Q2W and Q4W during maintenance
treatment, indicating that a stable skin and
itch response is possible with a once-monthly
injection. Patients maintaining a high level of
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Table 1 Bascline demographics and disease characteristics in Week 16 lebrikizumab responders

LEB 250 mg Q2W LEB 250 mg Q4W  PBO (LEB With-
(N=113) (N=118) drawal) (V= 60)
Age, years 36.1(17.0) 35.8 (17.3) 33.8 (16.6)

Adolescent (> 12 to < 18 years), 7 (%) 13 (11.5) 17 (14.4) 8 (13.3)

Adult (> 18 years), 7 (%) 100 (88.5) 101 (85.6) 52 (86.7)
Female, 7 (%) 53 (46.9) 69 (58.5) 36 (60.0)
Region, 7 (%)

USA 44 (38.9) 51(43.2) 22 (36.7)

Europe 40 (35.4) 38(32.2) 18 (30.0)

Rest of the world 29 (25.7) 29 (24.6) 20 (33.3)

Race, 7 (%)

White 80 (70.8) 86 (72.9) 33 (55.0)

Asian 19 (16.8) 17 (14.4) 15 (25.0)

Black 9(8.0) 12 (10.2) 8(13.3)

BMI, kg/m* 26.3 (6.9) 26.2(5.9) 25.3 (4.8)
Prior systemic treatment, 72 (%) 51 (45.1) 66 (55.9) 30 (50.0)
Disease duration since AD onset, years 21.7 (14.2) 22.6 (14.8) 20.4 (14.9)
IGA, (%)

3 (Moderate) 70 (61.9) 78 (66.1) 37 (61.7)
4 (Severe) 43 (38.1) 40 (33.9) 23(38.3)
EASI 29.5(10.8) 28.8 (12.6) 289 (11.2)
BSA % involvement 45.3 (20.6) 43.9 (23.2) 42.9 (22.4)
SCORAD? 66.9 (11.5) 64.7 (13.0) 65.5 (12.0)
Pruritus NRSP 7.2(1.7) 7.0 (2.1) 7.5(1.8)
<4, 7 (%) 3(27) 9(7.8) 2(34)

>4, n (%) 108 (97.3) 107 (92.2) 57 (96.6)

Responders achieved EASI 75 or IGA 0/1 with 2 2-point improvement at Week 16 without rescue medication use

Data are mean (standard deviation) unless stated otherwise

AD atopic dermatitis, BMI body mass index, BSA body surface area, EASI Eczema Area and Severity Index, EASI 75 275%
improvement in EASI, /G4 Investigator’s Global Assessment, LEB lebrikizumab, N number of patients in the analysis popu-
lation, 7 number of patients in the specified category, NRS numeric rating scale, PBO placebo, Q2 every 2 weeks, Q4W
every 4 weeks, SCORAD SCORing Atopic Dermatitis

*Number of patients with non-missing data, used as denominator (=111 for LEB Q2W, =114 for LEB Q4W, and =59
for LEB withdrawal)

"Number of patients with nonmissing data, used as denominator (7 =111 for LEB Q2W, »=116 for LEB Q4W, and =59
for LEB withdrawal)
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LEB Responder/LEB250mgQ2W LEB Responder/LEB250mgQ4W LEB Responder/Withdrawal
1

75

50

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1
oL

EASI percent change from baseline

0 4 8 12 16 20 24 28 32 36 40 44 48 520 4 8 12 16 20 24 28 32 36 40 44 48 520 4 8 12 16 20 24 28 32 36 40 44 48 52

Week
— LEB250mgQ2W —— LEB250mgQ4W —— Withdrawal
LEB Q2w LEB Q4W LEB Withdrawal
B Yes B Yes = Yes
No = No 40.0% = No
70.8% 71.2% 60.0%
N=113 N=118 N=60

Fig.2 Individual patient trajectories for EASI percent
change from baseline through Week 52 and the propor-
tions of patients maintaining EASI 75 for > 80% of study
visits. The individual patient trajectories include only
patients with stable response for patients treated with LEB
Q2W (n=80), LEB Q4W (n=284), and LEB withdrawal
(n=36). Data collected after rescue medication use (any

LEB Q2W

Bl Yes
= No

66.1%

Total=62

Fig.3 Proportions of patients maintaining  Pruritus
NRS = 4-point improvement for>80% of study vis-
its. Patients had baseline Pruritus NRS >4 and achieved
a2 4-point improvement at Week 16. Data collected after

LEB Q4W

Total=67

topical or systemic treatment), treatment discontinuation,
and moving to escape arm were imputed as non-response.
The yellow lines are the smoothing lines fitted by locally
estimated scatterplot smoothing (LOESS). EASIEczema
Area and Severity Index, EASI 75 275% improvement in
EASI, LEBlebrikizumab, Q2 every 2 weeks, Q4 every
4 weeks

LEB Withdrawal
B Yes = Yes
= No =3 No
44.8%
62.7% 55.2%

Total=29

rescue medication use (any topical/systemic treatment),
treatment discontinuation, and moving to escape arm were
imputed as non-response. LEB lebrikizumab, NRS numeric
rating scale, Q20 every 2 weeks, Q4W every 4 weeks
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LEB Q2w LEB Q4W LEB Withdrawal
Bl Yes B Yes = Yes
= No 28.0% = No 39.4% = No
65.4% 72.0% 60.6%
Total=81 Total=75 Total=33

Fig.4 Proportions of patients maintaining Pruritus
NRS 2 3-point improvement for>80% of study vis-
its. Patients had baseline Pruritus NRS >3 and achieved
a2 3-point improvement at Week 16. Data collected after

disease control while receiving medication only
once per month may spend less time thinking
about their disease and have a higher level of
confidence in planning future life events. Simi-
larly, providers can have confidence knowing
their patient is under control and requires fewer
follow-up visits. The concept of fluctuations in
efficacy described in this analysis is distinct from
the concept of disease flare. Data on prevention
of disease flares were published separately for
tacrolimus ointment in adults and children
[17, 18], as well as more recently for dupilumab
[19] and abrocitinib [20]. This analysis on sta-
bility of efficacy demonstrates minimal to no
fluctuations in efficacy with Q4W dosing, a
unique aspect of treatment with lebrikizumab
for moderate-to-severe AD among the currently
published data.

The visualization of these stability data in
the available animations help to translate the
population-based results to the experience of the
individual patients treated with lebrikizumab
Q2W and Q4W. Interestingly, many patients
who were withdrawn from lebrikizumab after
achieving the per protocol response at Week 16
continued to demonstrate stable efficacy up to
Week 52. The stable response in the 36-week leb-
rikizumab withdrawal arm could be suggestive of
disease modification [21]. This is an important
consideration when patients and providers dis-
cuss biological treatment choices for AD.

Although EASI is the most frequently used
endpoint by clinicians for signs of AD, itch is

rescue medication use (any topical/ systemic treatment),
treatment discontinuation, and moving to escape arm were
imputed as non-response. LEB lebrikizumab, NRS numeric

rating scale, Q2W every 2 weeks, Q4W every 4 weeks

the most burdensome symptom and usually
the first indication of a new disease flare. The
results of this analysis confirm lebrikizumab’s
achievement of itch improvement and skin
clearance, with many patients maintaining
more stringent endpoints (i.e., EASI 90 and Pru-
ritus NRS>4-point improvement) up to 1 year.
This denotes that many patients will maintain
a response to lebrikizumab that is not only sta-
ble but also robust, deep, and sustained in both
clinician-reported signs and the patient-reported
symptom of itch.

This analysis has some limitations. First, it
measures only the response during the mainte-
nance period for patients who met a strict and
standard clinical trial definition of response at
Week 16, which was anchored to EASI 75 and
IGA 0/1. This could be a limitation because, in
the real world, more patients (such as patients
achieving > 50% improvement in EASI [EASI 50])
may benefit from the long-term response pro-
vided by lebrikizumab. Similarly, this analysis
may underestimate the real-world efficacy of leb-
rikizumab by assigning patients to the escape
arm who did not maintain FASI 50 at pre-speci-
fied time points during the maintenance period.
A separate, similar analysis using observed data
demonstrated a greater proportion of patients
maintaining a stable response for up to 2 years
[22]. Finally, this analysis was performed post
hoc and was not pre-specified in the statistical
analysis plan.
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CONCLUSION

Treatment with lebrikizumab allows most
patients to maintain a robust and stable response
with no or minimal fluctuations in skin and itch
relief for up to 1 year of treatment.
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