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Abstract
Background Lebrikizumab is a novel, high-affinity monoclonal antibody that selectively binds to interleukin (IL)-13.

Objectives To evaluate the efficacy and safety of lebrikizumab monotherapy in adolescent and adult patients with moderate-to-severe atopic
dermatitis (AD) over 52 weeks of treatment in ADvocate1 (NCT04146363) and ADvocate2 (NCT04178967).

Methods Patients who responded to lebrikizumab 250 mg every 2 weeks (Q2W) at the end of the 16-week induction period were re-random-
ized 2:2:1 to receive lebrikizumab Q2W, lebrikizumab 250 mg every 4 weeks (Q4W) or placebo Q2W (lebrikizumab withdrawal) for 36 ad-
ditional weeks. Response at week 16 was defined as achieving a 756% reduction in Eczema Area Severity Index (EASI 75) or an Investigator's
Global Assessment (IGA) of 0 or 1, with a>2-point improvement and no rescue medication use. Multiple imputation was used to handle
missing data. Intermittent use of topical therapy was permitted during the maintenance period.

Results After 52 weeks, an IGA of 0 or 1 with a>2 point improvement was maintained by 71.2% of patients treated with lebrikizumab Q2W,
76.9% of patients treated with lebrikizumab Q4W and 47.9% of patients in the lebrikizumab withdrawal arm. EASI 75 was maintained by
78.4% of patients treated with lebrikizumab Q2W, 81.7% of patients treated with lebrikizumab Q4W and 66.4% of patients in the lebrikizumab
withdrawal arm at week 52. Across treatment arms, proportions of patients using any rescue therapy were 14.0% (ADvocatel) and 16.4%
(ADvocate2). During the combined induction and maintenance periods of ADvocatel and ADvocate2, 63.0% of lebrikizumab-treated patients
reported any treatment emergent adverse event, with most events (93.1%) being mild or moderate in severity.

Conclusions After a 16-week induction period with lebrikizumab Q2W, lebrikizumab Q2W and Q4W maintained similar improvement of the
signs and symptoms of moderate-to-severe AD, with a safety profile consistent with previously published data.

What is already known about this topic?

e The efficacy and safety of lebrikizumab during the first 16 weeks of ADvocatel and ADvocate2 were published separately.

e During the first 16 weeks of treatment, lebrikizumab achieved statistically significant and clinically meaningful improvements in the
signs and symptoms of moderate-to-severe atopic dermatitis (AD) in adults and adolescents compared with placebo, with a safety
profile consistent with past studies.
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What does this study add?

a safety profile consistent with previous studies.

e \We present the 52-week results of treatment with lebrikizumab in ADvocate1 and ADvocate2.
e The data show the durability of lebrikizumab Q2W and Q4W in improving the signs and symptoms of moderate-to-severe AD, with

Atopic dermatitis (AD) is a chronic, relapsing, heterogeneous
skin disease that affects 2-7% of the adult population.’-*
Approximately 30% of adults and adolescents with AD
have moderate-to-severe disease and many have comorbid
asthma and rhinitis.”5-® Symptoms of AD negatively impact
quality of life and include intense itching, skin pain and
impaired sleep.?’® For moderate-to-severe AD, long-term
treatment durability is an important goal for chronic therapy.

First-line pharmacological therapy for mild-to-moderate
disease includes topical corticosteroids, topical calcineurin
inhibitors, and, in the US, topical phosphodiesterase 4 inhib-
itors.""2 Phototherapy may also be used, but most patients
with an insufficient response require progression to sys-
temic therapies."" For chronic, long-term management of
moderate-to-severe AD, physicians may turn to biologics
or oral Janus kinase (JAK) inhibitors, with the goal of reduc-
ing inflammation through selective immune modulation.™
Currently available biologics target cytokines or cytokine
receptors that are involved in the underlying pathophysiol-
ogy of AD. Although the available biologics have exhibited
some level of long-term disease control with an acceptable
safety profile, a significant number of patients fail to achieve
sustained long-term clinical benefit.’*' While JAK inhibitors
often quickly address the symptoms of AD, both short- and
long-term safety concerns limit their use to specific popu-
lations.'6:17

Lebrikizumab is a novel, high-affinity monoclonal antibody
that selectively binds to interleukin (IL)-13, the dominant skin
cytokine in AD pathogenesis.'® Lebrikizumab prevents the
formation of the IL-13Ra1/IL-4Ra heterodimer receptor sig-
nalling complex, thus blocking IL-13 bioactivity. Lebrikizumab
exhibits high binding affinity, a slow disassociation rate and
neutralizes IL-13 with high potency.’® However, lebrikizumab
does not interfere with the body's natural mechanism to
remove excess IL-13. Herein, we describe the 52-week
results of lebrikizumab treatment of patients with mod-
erate-to-severe AD in two phase Ill studies — ADvocatel
and ADvocate2 — with a focus on long-term responses in
patients who met the criteria for response at week 16 (Video
S1; see Supporting Information).

Patients and methods

Study design and patient selection

The study design of the induction period for ADvocatel
(NCT04146363) and ADvocate2 (NCT04178967) are
described elsewhere.?° Briefly, ADvocate1 and ADvocate2
were identical, randomized, double-blinded, placebo-
controlled, parallel-group, monotherapy phase Ill trials of leb-
rikizumab in patients with moderate-to-severe AD. During
the 16-week induction period, patients were randomized in
a 2:1 ratio to either lebrikizumab 250 mg or placebo every

2 weeks (Q2W) using an electronic data capture (EDC)
system. After 16 weeks of treatment, responders [patients
who achieved a 75% reduction in the Eczema and Severity
Index (EASI) from baseline (EASI 75) or Investigator's
Global Assessment (IGA) 0 or 1, with 2-point improvement
and no rescue medication use] were re-randomized using
the EDC system 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. Per-protocol nonresponders at week 16, includ-
ing patients who received either topical or systemic res-
cue therapy during the induction period, were assigned to
receive lebrikizumab 250 mg Q2W as part of an escape
arm. During the 36-week maintenance period, patients
who did not maintain an acceptable response of at least
a 50% reduction in EASI from baseline (EASI 50) were
also assigned to the escape arm. Once in the escape arm,
patients who did not achieve EASI 50 after at least 8 weeks
of treatment were terminated from the study (Figure ST,
see Supporting Information). In this article, all references
to baseline refer to week 0 and all references to re-random-
ization refer to week 16.

The sponsor, investigators, study site personnel and
patients were blinded to treatment assignments, and the
integrity of the blinding was maintained for the duration of
both studies. To maintain blinding, lebrikizumab and pla-
cebo were visibly indistinguishable from each other, and all
patients received the same number of injections, regardless
of their treatment allocation. These studies defined rescue
therapy as the use of any topical or systemic treatment
for AD. During the 36-week maintenance period, patients
were permitted to use topical rescue medication intermit-
tently without discontinuing from the studies. The use of
short-term systemic rescue medication was evaluated on a
case-by-case basis. Patients who completed the 52-week
treatment period were offered to enter a long-term exten-
sion study (ADjoin; NCT04392154).

Eligible patients included adolescents aged at least
12 years and weighing >40 kg, and adults with moder-
ate-to-severe chronic AD,?' and a history of inadequate
response to topical therapies or determination that the use
of topical therapies was medically inadvisable. At baseline,
patients were required to have an EASI> 16, IGA score >3
and >10% body surface area involvement.

ADvocatel and ADvocate2 were conducted from
24 September 2019 to 3 May 2022 and from 29 October
2019 to 28 April 2022, respectively.

Outcomes and assessments

The primary and major secondary endpoints for this study at
16 weeks are reported elsewhere.?® The prespecified end-
points specific for the maintenance period reported herein
included: (i) the percentage of patients who maintained
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EASI 75 response at week 52; (ii) the percentage of patients
who maintained IGA 0/1 response and > 2-point improve-
ment at week 52; (iii) the percentage of patients who main-
tained > 4-point reduction on the pruritus numerical rating
scale (NRS) at week 52; and (iv) the percentage change in
EASI from baseline to week 52. We also report the percent-
age of patients who achieved a 90% reduction in EASI (EASI
90) by visit from those who achieved EASI 75 at week 16.
During the trials, safety was assessed by monitoring vital
signs, adverse events (AEs), concomitant medication use,
serum chemistry, haematology and urinalysis laboratory
testing and physical examination.

Statistical analysis

The sample sizes for these studies were based on statis-
tical analyses of the 16-week primary endpoints reported
elsewhere.?® In ADvocatel, efficacy and patient-reported
outcomes analyses used the maintenance primary popu-
lation (MPP). The MPP included all patients who received
lebrikizumab Q2W during the 16-week induction period,
met the criteria for response to study drug and were subse-
quently re-randomized to lebrikizumab Q2W, lebrikizumab
Q4W or placebo (lebrikizumab withdrawal) at week 16. To
be included in the MPP, patients must have received at least
one dose of study treatment in the 36-week maintenance
period. Safety analyses in ADvocatel were conducted on
the ‘all lebrikizumab safety population’ (ALSP), including
all randomized patients who received one dose or more of
lebrikizumab treatment during the combined induction and
maintenance periods. ADvocatel safety analyses were also
performed on the MPP.

Similar populations were used in ADvocate2 analyses;
however, the eligibility criteria of having moderate-to-severe
AD could not be confirmed for 18 patients from a single
study site. Of these 18 patients, 17 entered the mainte-
nance period and were excluded from maintenance efficacy
and safety analyses. Thus, efficacy and safety analyses in
ADvocate2 were performed on the modified MPP (mMPP)
and modified ALSP (mMALSP).

Owing to the small number of patients in each dose
group from week 16 to week 52, analyses for ADvocate]l
and ADvocate2 also used pooled populations that com-
bined the data from both studies. The integrated efficacy
and safety analyses were performed on the pooled mMPP
and pooled mALSP, respectively (Table S1; see Supporting
Information).

For the 36-week maintenance period of these studies,
patients who received systemic rescue medication (e.g. oral
corticosteroids, immunosuppressants, biologics and photo-
therapy), discontinued treatment due to lack of efficacy or
transferred to the escape arm had values set to their baseline
value subsequent to this time through to week 52; patients
who received topical rescue medication or discontinued
treatment for any other reasons had values set to missing
subsequent to this time through to week 52. Multiple impu-
tation was used to handle the missing data. The binary end-
points were analysed by a Cochran—-Mantel-Haenszel test
adjusted by region and study (for pooled analysis only). The
continuous endpoints were analysed with the use of AnNcova,
with treatment group, baseline value, region and study as
a fixed factor (for pooled analysis only). All statistical tests

were two-sided and performed at the 0.05 level of signifi-
cance. All analyses were performed using SAS version 9.4
(SAS Institute, Cary, NC, USA).

Results

Patient disposition, baseline demographics and
disease characteristics

In ADvocatel, 157 patients (565.5%) who received lebrik-
izumab Q2W during the induction period achieved proto-
col-defined response and were re-randomized at week 16 to
receive maintenance blinded treatment. Of these patients,
62 continued to receive lebrikizumab Q2W, 63 were
assigned to lebrikizumab Q4W and 32 were withdrawn from
lebrikizumab and given placebo (Figure S2; see Supporting
Information). In ADvocate2, a total of 134 patients (47.7%)
who received lebrikizumab Q2W during the induction period
achieved protocol-defined response and were re-rand-
omized at week 16 to maintenance blinded treatment. Of
these patients, 51 continued to receive lebrikizumab Q2\WV,
55 were assigned to lebrikizumab Q4W and 28 were with-
drawn from lebrikizumab and given placebo (Figure S3; see
Supporting Information).

In the lebrikizumab Q2W, Q4W and withdrawal treat-
ment arms, the proportion of patients who discontinued
treatment were 12.9% (ADvocatel) and 7.8% (ADvocate?2),
7.9% (ADvocatel) and 5.5% (ADvocate2), and 9.4%
(ADvocatel) and 10.7% (ADvocate?2), respectively. In the
lebrikizumab Q2W, Q4W and withdrawal treatment arms,
the proportion of patients who enrolled into the escape
arm during the 36-week maintenance period was 9.7%
(ADvocatel) and 11.8% (ADvocate2), 6.3% (ADvocatel)
and 1.8% (ADvocate2), and 21.9% (ADvocatel) and 10.7%
(ADvocate?2), respectively.

In the pooled results, patient demographics and baseline
disease characteristics were well balanced among treat-
ment groups (Table 1). The mean (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. Baseline IGA score was well bal-
anced among groups in ADvocatel. In ADvocate2, patients
randomized to lebrikizumab Q4W appeared to have less
severe disease at induction baseline (IGA 3, 69.1%; IGA 4,
30.9%) than patients assigned to the lebrikizumab Q2W
(IGA 3, 62.7%; IGA 4, 37.3%) or lebrikizumab withdrawal
(IGA3,60.7%; IGA 4, 39.3%) treatment arms (Table S2; see
Supporting Information).

The week 0 baseline mean (SD) EASI in ADvocatel and
ADvocate2 was 29.1 (11.9) and 29.2 (11.3), respectively. In
ADvocatel, the proportion of patients who scored >4 on the
pruritus NRS at week 0 were 96.7% (lebrikizumab Q2W),
93.5% (lebrikizumab Q4W) and 93.8% (lebrikizumab with-
drawal). In ADvocate2, the proportion of patients in each
treatment arm who scored >4 on the pruritus NRS at week
0 were 98.0%, 90.7% and 100%, respectively. In both
studies, disease characteristics at week 16 re-randomiza-
tion were similar across all treatment arms (Table S3; see
Supporting Information). At week 16, 100% of patients in
both studies had achieved EASI 75. After week 16 re-rand-
omization and with data pooled from both studies, the mean
EASI percentage improvement from week 0 baseline was
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Table 1 Baseline demographics and disease characteristics at week 0 among treatment groups in two phase lll trials of lebrikizumab (LEB) in

moderate-to-severe atopic dermatitis (AD)

ADvocate1 and ADvocate2 (pooled mMPP)

PBO (LEB withdrawal; LEB Q4W LEB Q2w
n=60) (n=118) (n=113)
Baseline demographics
Mean (SD) age (years) 33.8 (16.6) 35.8 (17.3) 36.1(170)
>18 (adults) 52 (86.7) 101 (85.6) 100 (88.5)
12 to <18 (ado|escents) 8 (133) 17 (144) 13 (115)
Female sex 36 (60.0) 69 (58.5) 53 (46.9)
Race?
Asian 15 (25.0) 17 (14.4) 19 (16.8)
Black/African American 8(13.3) 12 (10.2) 9 (8.0)
White 33 (565.0) 86 (72.9) 80 (70.8)
Mean (SD) weight (kg) 72.7 (17.2) 74.6 (18.7) 76.2 (22.3)
Mean (SD) BMI (kg m?) 25.3 (4.8) 26.2 (5.9) 26.3 (6.9)
Geographical region
us 22 (36.7) 51 (43.2) 44 (38.9)
Europe 18 (30.0) 38(32.2) 40 (35.4)
Rest of the world 20 (33.3) 29 (24.6) 29 (25.7)
Baseline disease characteristics
Mean (SD) duration since AD onset (years) 20.4 (14.9) 22.6 (14.8) 21.7 (14.2)
IGA score
3 (moderate) 37 (61.7) 78 (66.1) 70 (61.9)
4 (severe) 23 (38.3) 40 (33.9) 43 (38.1)
Mean (SD) EASI 28.9 (11.2) 28.8 (12.6) 29.5(10.8)
Mean (SD) pruritus NRS 75 (1.8) 70 (2.1) 72 (1.7)
>4b 57 (96.6) 107 (92.2) 108 (97.3)
Mean (SD) sleep-loss scale 2.3(1.1) 2.1 (1.0) 2.3(0.9)
Mean (SD) BSA affected 429 (22.4) 43.9 (23.2) 45.3 (20.6)
Mean (SD) POEM 21.1 (5.3) 19.9 (5.8) 21.0 (5.0)
Mean (SD) DLQI® 15.2 (7.5) 14.6 (7.5) 14.9 (6.9)

Data are n (%) unless otherwise indicated. mMPP, modified MPP; PBO, placebo; BMI, body mass index; Q4W, every 4 weeks; Q2W, every 2 weeks;
EASI, Eczema Area and Severity Index; NRS, numerical rating scale; BSA, body surface area; POEM, Patient-Oriented Eczema Measure; DLQI,
Dermatology Life Quality Index. 2American Indian or Alaska Native, Native Hawaiian or other Pacific Islander, Multiple, and Other also reported. °Num-
ber of patients with nonmissing data, used as denominator (n=59 for withdrawal, n=116 for LEB Q4W, n=111 for LEB Q2W). ¢Only in those who

completed DLQI at baseline (n=50 for withdrawal, n=94 for LEB Q4W, n=91 for LEB Q2W).

90.5% (lebrikizumab Q2W), 89.0% (lebrikizumab Q4W) and
87.3% (lebrikizumab withdrawal).

Maintenance primary population efficacy
outcomes

In combining the results of ADvocatel and ADvocate?2
(Figure 1 and Table 2), the proportion of patients who main-
tained an IGA of 0 or 1 with a>2-point improvement at
week b2 was 71.2%, 76.9% and 47.9% in those assigned to
the lebrikizumab Q2W, lebrikizumab Q4W and lebrikizumab
withdrawal treatment arms, respectively. At week 52,
patients assigned to the lebrikizumab Q2W, lebrikizumab
Q4W and lebrikizumab withdrawal treatment arms exhib-
ited durable EASI 75 response rates of 78.4%, 81.7% and
66.4%, respectively, and EASI 90 response rates of 64.0%,
66.4% and 41.9%, respectively (Table 2). The percentage
of patients who maintained a > 4-point improvement on the
pruritus NRS from week 16 to week 52 was 84.6%, 84.7%
and 66.3% in those assigned to the lebrikizumab Q2W,
lebrikizumab Q4W and lebrikizumab withdrawal treatment
arms, respectively. Relative to their week 0 baseline, the
mean percentage change in EASI at week 52 in patients
assigned to the lebrikizumab Q2W, lebrikizumab Q4W and
lebrikizumab withdrawal arm was -78.6%, —84.4% and
—67.6%, respectively. Supporting analyses for pooled study
results are available in Table S4 (see Supporting Information).

The individual study efficacy outcomes for ADvocatel and
ADvocate? are provided in Tables S5 and S6 and Figures S4
and S5 (see Supporting Information).

Across treatment arms, the proportion of patients using
any rescue therapy was relatively low (ADvocatel, 14.0%;
ADvocate2, 16.4%). In the pooled results, the percent-
age of patients who used any rescue medication during
the maintenance period was comparable among patients
re-randomized to lebrikizumab Q2W (12.4%), lebrikizumab
Q4W (16.1%) and the lebrikizumab withdrawal arm (18.3%)
(Table S7; see Supporting Information). The majority of res-
cue medication use was topical, with low rates of systemic
rescue medication use in patients assigned to lebrikizumab
Q2W (1.8%), lebrikizumab Q4W (2.5%) and the lebrikizumab
withdrawal arm (0%).

Safety

In the pooled MALSP for the combined induction and main-
tenance periods, 63.0% of patients reported any treatment
emergent AE (TEAE; Table 3). In the patients who reported
a TEAE, most events (93.1%) were mild or moderate in
severity. Serious AEs were reported in 3.0% of patients. In
ADvocate2, one lebrikizumab-treated patient in the escape
arm died during the maintenance period due to pancreatic
carcinoma, which was assessed as being unrelated to the
study drug. Across both studies, 3.1% of patients reported
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Figure 1
4 weeks; PBO, placebo.

an AE that led to treatment discontinuation. For data specific
to the 36-week maintenance period, the safety profile of
lebrikizumab was generally consistent between Q2W and
Q4W dosing (Table S8; see Supporting Information).

The most common TEAEs across both studies through-
out the entire 52-week treatment period were AD (8.9%),
conjunctivitis (8.2%), nasopharyngitis (8.2%) and allergic
conjunctivitis (6.0%). The frequency of injection site reac-
tions was low (2.4%), and no cases of anaphylaxis were
reported. A small proportion of patients reported a TEAE
of eosinophilia (1.5%); no eosinophil-related disorders were
reported. The frequency of herpesvirus infection was 5.0%.
A blinded medical review of potential opportunistic infec-
tions was completed prior to database lock and none were
assessed to be opportunistic, based on the Winthrop cri-
teria.?? No parasitic infections were reported. No clinically

Maintenance of response over time in lebrikizumab (LEB) responders re-randomized at week 16. Q2W, every 2 weeks; Q4W, every

significant trends were observed in laboratory tests or vital
signs.

Discussion

Most patients who showed a robust response to leb-
rikizumab Q2W during the first 16 weeks of treatment
maintained a response up to week 52 when continuing to
receive lebrikizumab Q2W. A similar durable response was
also seen in the patients who were re-randomized to leb-
rikizumab Q4W vs. those who continued to receive lebriki-
zumab Q2W. These results suggest that an induction period
of lebrikizumab Q2W followed by less frequent Q4W dos-
ing of lebrikizumab can be sufficient to sustain a response
for most patients with moderate-to-severe AD. Of note,
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Table 2 Efficacy outcomes at week 52 in lebrikizumab (LEB) responders re-randomized at week 16 among treatment groups in two phase lll trials of
LEB in moderate-to-severe atopic dermatitis

ADvocate1 and ADvocate2 (pooled mMPP)

PBO (LEB
withdrawal) LEB Q4W LEB Q2w
Response n Response n Response n
IGA (0,1) and >2-point improvement? 18 (47.9) 38 59 (76.9) 77 55 (71.2) 77
EASI 75° 38 (66.4) 57 94 (81.7) 115 88 (78.4) 112
Pruritus NRS >4-point improvement from baseline® 19 (66.3) 28 55 (84.7) 65 52 (84.6) 61
LSM (SE) percentage EASI change from baseline? -67.6 (4.6) 60 -84.4 (3.1) 118 -78.6 (3.1) 13
EASI 90¢ 24 (41.9) 57 76 (66.4) 15 72 (64.0) 112

Data are n (%) unless otherwise indicated. Following multiple imputation, the number of responders was obtained by multiplying the estimated per-
centage by the number of individuals in the analysis population and rounding to the nearest integer. mMPP, modified maintenance primary population;
PBO, placebo; Q4W, every 4 weeks; Q2W, every 2 weeks; IGA, Investigator's Global Assessment; EASI, Eczema Area and Severity Index; EASI 75,
75% reduction in EASI from baseline; NRS, numerical rating scale; LSM, least square mean; SE, standard error; EASI 90, 90% reduction in EASI
from baseline. ?Percentage of patients who achieved IGA 0 or 1 and a >2-point improvement at week 16 who continued to exhibit an IGA 0 or 1 and
a>2-point improvement from baseline at week 52. PPercentage of patients who achieved EASI 75 at week 16 who continued to exhibit EASI 75 at
week 52 (EASI 75 calculated relative to baseline EASI). °Percentage of patients who reported >4-point improvement on the pruritus NRS at week 16
and continued to report a >4-point reduction at week 52. Baseline refers to week 0. Includes seven patients who did not meet responder criteria at
week 16 and were incorrectly re-randomized to the maintenance blinded treatment. ePercentage of patients who achieved EASI 75 at week 16 and
achieved EASI 90 at week 52 (EASI 90 calculated relative to baseline EASI).

a relatively high proportion of patients who responded to
lebrikizumab Q2W during the induction period who were
withdrawn from lebrikizumab (i.e. re-randomized to pla-
cebo) sustained clinical responses 36 weeks after drug
withdrawal. The maintenance of response in these patients
suggests that lebrikizumab may positively impact the signs
and symptoms of AD long after stopping treatment. These
findings are novel for the treatment of AD and may be due
to the unique mechanism of action of lebrikizumab, which
exhibits a half-life of 25 days,?® a high binding affinity for
IL-13, a lower rate of disassociation and higher potency than
other biologics used to treat AD, such as tralokinumab.'®.24

In addition to physician-assessed responses, patients
treated with both Q2W and Q4W lebrikizumab reported
a sustained reduction in the symptoms of itching up to
week 52. These findings highlight the qualitative improve-
ments of the patients who experience intense itching with
AD. Since physicians may not use EASI or IGA as tools to
define patient response in daily clinical practice, monitoring
improvement in itching may help in the evaluation of an indi-
vidual patient’s response to lebrikizumab.

Overall, the safety results of these studies were consist-
ent with the established safety profile of lebrikizumab.?5-27
The proportion of patients reporting conjunctivitis during the
combined induction and maintenance periods was 8.3%
(ADvocatel) and 8.1% (ADvocate?2), respectively. This is
comparable with the proportion reported during the induc-
tion period.?® Of the patients who reported conjunctivitis,
32.8% (ADvocatel) and 36.7% (ADvocate?2) reported a prior
history of conjunctivitis. Importantly, a longer duration of drug
exposure over 52 weeks did not result in a higher incidence
of conjunctivitis or any clinically meaningful differences in
AEs when compared with the safety profile reported over
16 weeks of therapy. Similarly, no clinically meaningful dif-
ferences were seen between patients who were given leb-
rikizumab more frequently (Q2W) and those treated with
lebrikizumab Q4W. Although partly mitigated by pooling the
studies, the small number of patients and low frequency of
AEs in each dose group at week 52 limit the interpretation of

the results. Additional long-term data are needed to continue
to characterize the safety profile of lebrikizumab.

Intermittent use of rescue therapy was allowed in these
trials from week 16 to week 52, to reflect the real-world
treatment of AD; however, the reported rates of topical and
systemic rescue treatment for AD were low. The low rates
of rescue medication use between the three maintenance
treatment arms establish the observed efficacy as largely
being attributable to lebrikizumab, as opposed to clinical
effects related to rescue therapy. These studies were not
formally designed to evaluate the superiority of lebrikizumab
over placebo with respect to long-term efficacy. Statistical
significance could not be drawn for the key endpoints at
week 52, owing to a lack of multiplicity control.

Treatment with lebrikizumab results in a durable improve-
ment in the signs and symptoms of disease up to week 52
in patients with moderate-to-severe AD, with a safety profile
consistent with previously published data. Lebrikizumab's
comparable efficacy when given Q2W or Q4W suggests
that maintenance treatment for AD can be achieved with a
less frequent dosing regimen.
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Table 3 Overview of treatment-emergent adverse events (TEAEs) from week 0 through to week 52 in patients receiving one dose or more of
lebrikizumab (LEB) in two phase Ill trials of LEB in moderate-to-severe atopic dermatitis (AD)

Total LEB exposure ADvocate1 ADvocate2
(n=2806)> (n=399) (n=407)°
Any TEAE 508 (63.0) 232 (68.1) 276 (67.8)
Mild 236 (29.3) 124 (31.1) 112 (27.5)
Moderate 237 (29.4) 91 (22.8) 146 (35.9)
Severe 35 (4.3) 17 (4.3) 18 (4.4)
SAEs¢ 24 (3.0) 13 (3.3) 11(2.7)
Death 1(0.1) 0 1(0.2)
AEs leading to treatment discontinuationd 25 (3.1) 9(2.3) 16 (3.9)
TEAEs reported in>2% of LEB groups®
AD 72 (8.9) 31 (78) 41 (10.1)
Conjunctivitis 66 (8.2) 33(8.3) 33(8.1)
Nasopharyngitis 66 (8.2) 27 (6.8) 39 (9.6)
Conjunctivitis allergic 48 (6.0) 22 (5.5) 26 (6.4)
COVID-19 38 (4.7) 24 (6.0) 14 (3.4)
Headache 36 (4.5) 13 (3.3) 23 (5.7)
Oral herpes 27 (3.3) 15 (3.8) 12 (2.9)
Vaccine complication 20 (2.5) 6 (1.5) 14 (3.4)
Folliculitis 17 (2.1) 4 (1.0) 13 (3.2)
Dry eye 16 (2.0) 3(0.8) 13 (3.2)
UTI 13 (1.6) 5(1.3) 8(2.0)
URTI 12 (1.5) 4 (1.0) 8(2.0)
Acne 12 (1.5) 2 (0.5) 10 (2.5)
Arthralgia 1 (1.4) 3(0.8) 8(2.0)
Dysmenorrhoea 4 (1.0)f 4 (2.0)9 0
Other TEAEs of clinical interest
Herpesvirus infection” 40 (5.0) 20 (5.0) 20 (4.9)
Skin infections' 32 (4.0) 12 (3.0) 20 (4.9)
Injection site reactions’ 19 (2.4) 7 (1.8) 12 (2.9)
Eosinophiliak 12 (1.5) 5(1.3) 7 (1.7)
Potential opportunistic infections' 9(1.1) 3(0.8) 6 (1.5)
Malignancies™ 6(0.7) 2 (0.5) 4 (1.0)
NMSC 3(0.4) 1(0.3) 2 (0.5)
Malignancies excluding NMSC 3(0.4) 1(0.3)" 2 (0.5)op
Anaphylactic reactions 0 0 0
Eosinophil-related disorders® 0 0 0
Parasitic infections’ 0 0 0

Data are n (%) unless otherwise indicated. TEAE, treatment emergent adverse event; SAE, serious adverse event; AE, adverse event; UTI, urinary
tract infection; URTI, upper respiratory tract infection; NMSC, non-melanoma skin cancer. 2Pooled all lebrikizumab modified safety population’. *"All
lebrikizumab safety population’. ¢All lebrikizumab modified safety population’. “Deaths are also included as SAEs and AEs leading to treatment dis-
continuation. e TEAEs are represented as single preferred terms unless otherwise noted. fDenominator adjusted because it is a sex-specific event for
females (n=397). sDenominator adjusted because it is a sex-specific event for females (n=196). "Herpesvirus infection was defined using MedDRA
high-level term of herpes-viral infection. 'Skin infections were defined using MedDRA high-level term of skin structures and soft tissue infections, and
additional single preferred terms of cellulitis, eczema impetiginous, folliculitis, staphylococcal skin infection, cellulitis staphylococcal, furuncle, erysip-
elas and fungal skin infection. iInjection site reactions were defined using MedDRA high-level term of injection site reactions excluding joint-related
preferred terms. “Eosinophilia was defined using the MedDRA preferred terms of eosinophilia and allergic eosinophilia, as well as eosinophil count
abnormal, eosinophil count increased and eosinophil percentage increased, which fall under the high-level term of white blood cell analysis. 'A blinded
medical review was completed prior to database lock; all potential opportunistic infections were assessed as not opportunistic based on the Winthrop
criteria.?? mMalignancies were defined using MedDRA malignant tumours standardized MedDRA query. Malignancies are summarized separately as
NMSC and malignancies excluding NMSC. NMSC includes MedDRA preferred terms of squamous cell carcinoma of skin, Bowen's disease, basal
cell carcinoma, basosquamous carcinoma, basosquamous carcinoma of skin, squamous cell carcinoma, skin cancer, carcinoma in situ of skin, kera-
toacanthoma, skin squamous cell carcinoma recurrent, lip squamous cell carcinoma, skin squamous cell carcinoma metastatic and penile squamous
cell carcinoma. "Preferred term diagnosis of cutaneous T-cell lymphoma during treatment in the Escape Arm. °Preferred term diagnosis of pancreatic
carcinoma with metastases to the bone and liver during treatment in the Escape Arm. ? Preferred term diagnosis of ovarian germ cell teratoma dur-
ing treatment in the Escape Arm. The teratoma was reclassified as benign following receipt of the pathology report after database lock occurred.
dEosinophil-related disorders was defined as all MedDRA preferred terms under the high-level term of eosinophilic disorders except eosinophilia and
allergic eosinophilia. 'Parasitic infections were defined using MedDRA high-level terms, including cestode infections, helminthic infections, nematode
infections and trematode infections.
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