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ABSTRACT

Introduction: Bimekizumab treatment resulted
in improved clinical outcomes in patients with
moderate-to-severe plaque psoriasis in BE
VIVID, a 52-week, phase 3, randomized, ustek-
inumab and placebo-controlled study. We
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present data from the BE VIVID Japan patient
subpopulation.

Methods: Globally, patients were randomized
to receive bimekizumab 320 mg every 4 weeks
(Q4W), ustekinumab (45/90 mg weight-based at
baseline and week 4, then every 12 weeks), or
placebo (Q4W through week 16, then bimek-
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izumab 320mg Q4W). Efficacy endpoints
included week 16 Psoriasis Area and Severity
Index (PASI) 90 and Investigator’s Global
Assessment (IGA) 0/1, and other outcomes
[PASI 100, PASI 75, IGA 0, Dermatology Life
Quality Index (DLQI) 0/1, absolute PASI, scalp
IGA, Psoriasis Symptoms and Impacts Measure
(P-SIM) responses]. Safety analyses were
conducted.

Results: There were 108 Japanese randomized
patients (bimekizumab: 62; ustekinumab: 29;
placebo: 17). At week 16, bimekizumab-treated
patients had a higher clinical response versus
ustekinumab and placebo (PASI 90: 85.5% ver-
sus 51.7% and 5.9%; IGA 0/1: 82.3% versus
48.3% and 0.0%). Over 52 weeks, improved
clinical response was maintained with bimek-
izumab, including patients switching from pla-
cebo at week 16. Overall, the safety profile in
Japanese patients was consistent with that
observed in the global population.

Conclusion: Bimekizumab resulted in
improved clinical response versus ustekinumab
and placebo, and was well-tolerated in Japanese
patients.

Trial registration: NCT03370133.
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Key Summary Points

Why carry out this study?

Biologic treatments targeting the IL-17
pathway have been recommended for
treating patients with psoriasis,
specifically in those who have not
adequately responded to standard
systematic therapies

Bimekizumab (BKZ) treatment, which
inhibits IL-17A and IL-17F, has showed
clinically meaningful improvements in
patients with moderate-to-severe plaque
psoriasis in BE VIVID, a global, 52-week,
phase 3, randomized, ustekinumab and
placebo-controlled study

This study aimed to evaluate the efficacy
and safety of BKZ in the BE VIVID Japan
patient subpopulation

What was learned from the study?

BKZ treatment resulted in improved
clinical response compared with
ustekinumab and placebo, and was well-
tolerated in Japanese patients

These findings support the use of BKZ as a
viable treatment option for Japanese
patients with moderate-to-severe plaque
psoriasis

DIGITAL FEATURES

This article is published with digital features,
including a graphical abstract, to facilitate
understanding of the article. To view digital
features for this article go to https://doi.org/10.
6084/m9.figshare.21762908.

INTRODUCTION

Plaque psoriasis is a chronic, immune-mediated,
inflammatory  disease  characterized by

prominent skin lesions, which can be scaly,
thick, and occasionally pruritic [1], and a sub-
stantial disease burden impacting on patient
quality of life (QoL) [2, 3]. Psoriasis is addi-
tionally associated with increased risk of several
comorbidities [4].

Interleukin (IL)-17A and IL-17F play a central
role in the pathogenesis of psoriasis and psori-
atic arthritis [5-7], and both are overexpressed
in psoriatic lesional skin [5, 7, 8]. IL-17A and IL-
17F share ~50% structural similarity and form
homo- and heterodimers, with overlapping
proinflammatory functions [9-11]. Biologic
therapy, including treatments targeting the IL-
17 pathway, are recommended by the Japanese
Dermatological Association for patients with
plaque-type psoriasis who have not adequately
responded to standard systemic therapies and
have > 10% body surface area (BSA) affected, or
who have refractory skin or joint symptoms
intractable to systemic therapies and signifi-
cantly impaired QoL [12].

Common biologic therapies targeting the IL-
17 pathway inhibit IL-17 or target the IL-17
receptor complex [13-16]. Anti-IL-17A agents
have demonstrated efficacy in treating patients
with moderate-to-severe psoriasis; however,
nearly one-third of patients have discontinued
treatment within 5 years due to ineffectiveness,
primary or secondary failure, infection, or other
causes, and require additional treatment
options [17]. Additionally, other factors may
affect patient preferences when choosing bio-
logic therapy and patients may prioritize dif-
ferent factors. A survey of 395 Japanese patients
with psoriasis reported patients preferred drugs
with long-term and early-onset efficacy, sus-
tained efficacy after drug withdrawal, and low
risk of serious infection, among other factors
[18].

Bimekizumab is a humanized monoclonal
immunoglobulin G1 antibody that selectively
binds with high affinity to IL-17A and IL-17F,
inhibiting downstream signaling [19, 20]. In
four phase 3/3b clinical trials, bimekizumab
demonstrated clinical superiority over placebo,
adalimumab, secukinumab, and ustekinumab
in patients with moderate-to-severe plaque
psoriasis [21-24]. Recently, bimekizumab was
approved in Japan for the treatment of plaque
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psoriasis, generalized pustular psoriasis, and
psoriatic erythroderma in patients who are not
sufficiently responding to existing treatments
[25].

Prevalence and severity of psoriasis can sig-
nificantly vary between populations and coun-
tries due to genetic and environmental factors
[26-28]. A lower prevalence of psoriasis in all
ages was reported in Japan (0.4%), compared
with Europe (0.7-2.9%) and the USA (5.1%)
[26]. Additionally, psoriasis occurs predomi-
nantly in males in Japan [29, 30], unlike the
approximately equal distribution of males and
females in Western countries [28]. Higher
expression of IL-17A and IL-17-regulated
proinflammatory cytokines has been shown in
Asian versus Western patients with plaque pso-
riasis [27]. Asian patients also tend to have
milder forms of psoriasis, characterized by
lesions of less epidermal thickness and radial
expansion, compared with Western patients
[27].

Absolute Psoriasis Area and Severity Index
(PASI) thresholds represent relevant treatment
targets in psoriasis and can supplement per-
centage PASI improvement when assessing
treatment efficacy [31]. Among Japanese
patients with plaque psoriasis, absolute PASI
values of <2 or <3 have been wused to
demonstrate the efficacy of biologics [32, 33].
Absolute PASI values have also been shown to
correlate with better QoL [or low Dermatology
Life Quality Index (DLQI) values] [34].

Given the differences in disease epidemiol-
ogy and severity between Japanese versus Wes-
tern patient populations, this analysis of the BE
VIVID Japan patient subpopulation aimed to
evaluate the efficacy of bimekizumab in these
patients. Absolute PASI values are reported
alongside percentage PASI improvement, and
other efficacy and safety outcomes.

METHODS

Study Design

BE VIVID (NCT03370133) was a phase 3, ran-
domized, double-blinded, ustekinumab and
placebo-controlled, multicenter study of

bimekizumab in patients with moderate-to-
severe plaque psoriasis. The study design was
published previously [24]. The reported analysis
was prespecified in the protocol and includes
patients enrolled in BE VIVID, recruited from 30
sites in Japan between February 2018 and
December 2019. Eligible patients were ran-
domized to receive bimekizumab 320 mg every
4 weeks (Q4W), wustekinumab (45mg for
patients < 100 kg or 90 mg for
patients > 100 kg) at weeks O, 4, and every
12 weeks (Q12W), or placebo Q4W to week 16
followed by bimekizumab 320 mg Q4W to week
52 (Supplementary Fig. S2).

After completion of BE VIVID, eligible
patients could enroll in BE BRIGHT
(NCT03598790), a 144-week, open-label exten-
sion study assessing the long-term safety, tol-
erability, and efficacy of bimekizumab. Those
not enrolled in BE BRIGHT had a safety follow-
up visit 20 weeks after the last dose of study
treatment.

All participants provided written informed
consent. All results presented in this article are
in aggregate form, and no personally identifi-
able information was used in this study. The
study protocol, amendments, and patient-in-
formed consent were reviewed by a national,
regional, or independent ethics committee or
institutional review board. This study was con-
ducted in accordance with the current version
of the applicable regulatory and International
Conference on Harmonization-Good Clinical
Practice requirements, ethical principles that
have their origin in the principles of the Dec-
laration of Helsinki, and local laws of countries
involved.

Patients

Adults aged > 18 years with moderate-to-severe
plaque psoriasis [PASI > 12, > 10% BSA affected
by psoriasis and Investigator’s Global Assess-
ment (IGA) score >3 on a S-point scale]
for > 6 months before screening were enrolled.
Patients were included if they were eligible for
systemic psoriasis therapy and/or phototherapy.
Patients were excluded if they previously
received bimekizumab and/or ustekinumab;
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had not responded within the first 12 weeks to
any anti-IL-17 biologic or to > 1 non-anti-IL-17
biologic treatment; had a current or history of
opportunistic, recurrent, or chronic infection.
Full details of inclusion and exclusion criteria
have been published previously [24].

Study Procedures

Efficacy and safety assessments were made at
baseline, weeks 1, 2, 4, and Q4W thereafter
through week 52. Data from the Psoriasis
Symptoms and Impacts Measure (P-SIM), a
14-item patient-reported outcome (PRO) mea-
sure assessing severity of key signs, symptoms,
and effects of psoriasis, where items, including
pain, itch, and scaling, were scored daily (0-10;
no-very severe) using a handheld electronic
device [35], and averaged weekly through week
16. DLQI was measured at baseline, weeks 1, 2,
4, Q4W to week 16, and then Q12W thereafter
through week 52.

Efficacy Outcomes

Efficacy endpoints in this analysis include the
proportion of patients with an improvement
of > 90% from baseline in PASI (PASI 90) and
IGA response score of O (clear skin) or 1 (almost
clear skin) with > 2 category improvement rel-
ative to baseline), both at week 16. Other end-
points in this analysis include the proportion of
patients with PASI 100 (complete skin clear-
ance) at week 16; IGA O response at week 16;
PASI 75 at week 4; scalp IGA 0/1 response at
week 16 in patients with scalp psoriasis at
baseline; PASI 90 and IGA responses at weeks 12
and 52; P-SIM responses for itch (> 2.39), scal-
ing (> 2.86), and pain (> 1.98) at week 16.
P-SIM response thresholds were previously
determined to represent a meaningful
improvement in phase 3 study protocols of
bimekizumab in psoriasis [36]. The proportion
of patients with DLQI 0/1 (i.e., no effect of
psoriasis on patient’s life), PASI 100, PASI 75,
IGA 0, and absolute PASI < 1, PASI < 2, and
PASI < 3 responses through week 52 were also
included.

Safety Outcomes

The occurrence of treatment emergent adverse
events (TEAEs) and serious TEAEs was evaluated
over 52 weeks of treatment, including common
TEAEs, and safety topics of interest, including
infections (serious, opportunistic, fungal, and
tuberculosis), liver function test changes or
enzyme elevations, inflammatory bowel dis-
ease, major cardiovascular adverse events,
malignancies, anaphylactic reactions, neu-
tropenia, and suicidal ideation and behavior.
Suicidal ideation and behavior events, and
major cardiovascular adverse events were adju-
dicated by an independent committee.

Statistical Analysis

Full details of statistical analyses performed
have been previously reported [24]. Efficacy
analyses included all randomized patients in
the intention-to-treat (ITT) population. Clinical
responses of treatment groups at specific time-
points were compared using the stratified
Cochran-Mantel-Haenszel test. For binary vari-
ables, nonresponder imputation (NRI) was used
to account for missing data. Observed case (OC)
data were also reported. Given the small sample
size of the Japan subpopulation, p-values were
not reported.

Safety analyses of the initial treatment per-
iod included patients who had > 1 dose of
study treatment (safety set), while that of initial
and maintenance treatment periods included
patients who had > 1 dose of active bimek-
izumab or ustekinumab (active medication set).

RESULTS

Patients

Of the 735 patients screened in the overall
population, 122 were from Japan. Of these, 108
were included in the ITT population: 62
patients received bimekizumab, 29 received
ustekinumab, and 17 received placebo. For the
initial and maintenance periods, the number of
patients who discontinued the study was similar
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Enroliment @ — Screened
Excluded (n=14)
* Ineligible (n=12)
« Lost to follow-up (n=0)
+ Consent withdrawn (n=1)
« Other (n=1)
Randomized N=108
Placebo Ustekinumab
n=17 = n=29
Discontinued n=2 Discontinued n=2 Discontinued n=2
Adverse eventn=1 - Adverse event n=1 —| Adverse event n=1 —

Lack of efficacy n=1 Consent withdrawn n=1 Consent withdrawn n=1

Completed = o
Week 16 n=15/172 n=27/29

Discontinued n=2 Discontinued n=5 Discontinued n=2
Adverse eventn=2  —|  Adverse event n=3 —| Adverse event n=1 =
Lack of efficacy n=1 Lack of efficacy n=1
Consent withdrawn n=1

Completed evE —E£5/62 =
Week 52 n=25/29

Fig. 1 Japanese patient subpopulation trial profile. The

n numbers at weeks 16 and 52 represent the number of
patients in each treatment arm who completed the study
up to that time, and whose data were considered for
inclusion in the analysis. *Patients were switched from
placebo to bimekizumab 320 mg Q4W at week 16. Q4W:
every 4 weeks

between treatment arms, considering the
imbalance in size due to the randomization
ratio (Fig. 1).

Demographics and baseline disease charac-
teristics were balanced across treatment groups
and were generally consistent with the BE
VIVID global patient population, although
some parameters were lower in the Japanese
subpopulation, including mean weight, disease
duration, DLQI, and prior biologic exposure
(Table 1) [24]. Enrolled Japan subpopulation
patients had a mean PASI of 22.3, mean BSA of
32.3, and 43/108 (39.8%) of patients had an IGA
score of 4, indicating their psoriasis was severe.
Most patients were male (89/108; 82.4%), and
the mean age and weight across all patients
were Sl.6years and 72.6kg, respectively.
Twenty-one (19.4%) patients had prior biologic
exposure.

Clinical Efficacy Endpoints (NRI)

More patients receiving bimekizumab than
those receiving ustekinumab and placebo
achieved PASI 90 and an IGA score of 0/1 at
week 16. PASI 90 was achieved by 85.5%
bimekizumab- versus 51.7% ustekinumab- and
5.9% placebo-treated patients (Fig. 2a). IGA 0/1
was achieved by 82.3% bimekizumab- versus
48.3% ustekinumab- and 0% placebo-treated
patients (Fig. 2b).

Complete skin clearance (PASI 100) was
achieved by more patients receiving bimek-
izumab at week 16 versus ustekinumab and
placebo (51.6% versus 13.8% and 0%, respec-
tively; Fig. 2c). More patients receiving bimek-
izumab achieved IGA O at week 16 versus
ustekinumab and placebo (51.6% versus 17.2%
and 0%, respectively; Fig. 2d).

Higher responses were observed with
bimekizumab treatment versus ustekinumab
and placebo as early as week 4, after one
bimekizumab dose. At week 4, PASI 75 was
achieved by 85.5% bimekizumab- versus 3.4%
ustekinumab- and 0% placebo-treated patients
(Supplementary Fig. S1a). Higher response rates
at week 4 were also observed for PASI 90 and
IGA 0/1 (Supplementary Fig. S1b and S1c).

The higher proportion of bimekizumab-
treated patients achieving PASI 90 and IGA 0/1
versus ustekinumab were maintained through
week 52. At week 52, PASI 90 was achieved by
80.6% bimekizumab- versus 48.3% ustek-
inumab-treated patients (Fig. 3a). IGA 0/1 was
achieved by 74.2% bimekizumab- versus 44.8%
ustekinumab-treated patients (Fig. 3b). PASI
100, IGA 0, and PASI 75 response rates were also
maintained through week 52 in bimekizumab-
treated patients (Fig. 3c—e). By week 52, patients
who switched from placebo to bimekizumab at
week 16 showed similar responses in all efficacy
outcomes to patients initially randomized to
receive bimekizumab (Fig. 3).

At week 16, more bimekizumab-treated
patients achieved absolute PASI thresholds than
ustekinumab- and placebo-treated patients.
PASI < 1 was achieved by 72.6% bimekizumab-
versus 31.0% ustekinumab- and 0% placebo-
treated patients (Fig. 3g). PASI < 2 was achieved
by 87.1% bimekizumab- versus 55.2%
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«Fig. 3 Efficacy over time (week 0-52) in the Japan patient
subpopulation (NRI). a PASI 90 response; b IGA 0/1
response; ¢ PASI 100 response; d IGA 0 response; e PASI
75 response; £f DLQI 0/1 response; g PASI < 1 response;
h PASI < 2 response; i PASI < 3 response. At week 16,
patients receiving placebo were switched to bimekizumab
320 mg Q4W. Missing data imputed by nonresponse.
DLQI 0/1 Dermatology Life Quality Index score of 0 or 1,
indicating “no effect of psoriasis on patient’s life,” IGA 0/1
Investigator’s Global Assessment score of 0 (clear) or 1
(almost clear), with > 2 category improvement relative to
baseline in Investigator’s Global Assessment, scored on a
5-point scale, NRI nonresponder imputation, PAS] < X
absolute Psoriasis Area and Severity Index of < X, PASI
XX > XX% improvement in Psoriasis Area and Severity
Index score, Prs patients, Q41 every 4 weeks

ustekinumab- and 0% placebo-treated patients
(Fig. 3h). PASI <3 was achieved by 93.5%
bimekizumab- versus 65.5% ustekinumab- and
5.9% placebo-treated patients (Fig. 3i).

A fast onset of clinical (absolute PASI)
response was also observed with bimekizumab.
After one bimekizumab dose at week 4, more
bimekizumab patients achieved PASI < 2
(50.0%) versus ustekinumab (3.4%) and placebo
(0%) (Fig. 3h).

At week 52, absolute PASI responses were
maintained or improved, with more bimek-
izumab- versus ustekinumab-treated patients
achieving absolute PASI thresholds. PASI <1
was achieved by 74.2% versus 31.0% (Fig. 3g),
PASI < 2 by 80.6% versus 48.3% (Fig. 3h), and
PASI < 3 by 82.3% versus 58.6% (Fig. 3i) of
bimekizumab- versus ustekinumab-treated
patients, respectively.

Patient-Reported Outcomes (PROs)

Bimekizumab-treated patients experienced
greater benefits in terms of QoL than ustek-
inumab- and placebo-treated patients. At week
16, a greater proportion of bimekizumab-treated
patients reported DLQI 0/1 (i.e., no effect of
psoriasis on patient’s life) versus ustekinumab-
and placebo-treated patients (66.1% versus
31.0% and 11.8%, respectively; Fig.2e). A
higher DLQI 0/1 response among bimekizumab-
treated patients was observed as early as week 4

(Supplementary Fig. S1d), and maintained
through week 52 (Fig. 3f).

At week 16, a higher proportion of bimek-
izumab-treated  patients achieved P-SIM
responses versus placebo-treated patients. A
higher proportion of bimekizumab-treated
patients achieved P-SIM responses based on
pain item score improvement thresholds versus
ustekinumab-treated patients (Supplementary
Table S1).

Safety

The frequency of TEAEs was overall similar
across all treatment groups during the initial
16-week treatment period (Table 2). Through
weeks 0-16, TEAEs occurred in 40/62 (64.5%)
bimekizumab-, 17/29 (58.6%) ustekinumab-,
and 7/17 (41.2%) placebo-treated patients.
Serious TEAEs were reported in 1/62 (1.6%)
bimekizumab-, 1/29 (3.4%) ustekinumab-, and
0/17 placebo-treated patients.

Throughout the study (weeks 0-52), 65/77
(84.4%) patients receiving > 1 bimekizumab
dose (including patients who switched from
placebo at week 16) and 23/29 (79.3%) patients
receiving > 1 ustekinumab dose reported
TEAEs. Serious TEAEs occurred in 5/77 (6.5%)
bimekizumab- and 2/29 (6.9%) ustekinumab-
treated patients. Treatment-related TEAEs
occurted in 33/77 (42.9%) patients receiv-
ing > 1 bimekizumab dose and 8/29 (27.6%)
patients receiving > 1 ustekinumab dose. Dis-
continuations due to TEAEs were reported in
6/77 (7.8%) bimekizumab- and 2/29 (6.9%)
ustekinumab-treated patients. No deaths were
reported.

Common TEAEs in bimekizumab-treated
patients  throughout the study  were
nasopharyngitis, oral candidiasis, and eczema.
Up to and including week 52, Candida and Tinea
infections were reported in 16/77 (20.8%) and
8/77 (10.4%) bimekizumab-treated, and 0/29
and 1/29 (3.4%) ustekinumab-treated patients.
The most common Candida and Tinea infec-
tions included oral candidiasis and Tinea pedis.
Of the 13 bimekizumab-treated patients who
reported oral candidiasis in weeks 0-52, none
were serious or severe (ten were mild and three
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Table 2 Overview of adverse events

Safety event”

Initial period (weeks 0-16)

Initial and maintenance periods (weeks

0-52)
Placebo Bimekizumab 320 mg Ustekinumab ~ Bimekizumab 320 mg Ustekinumab
(n=17) Q4W (n = 62) (n = 29) Q4W" (n = 77) (n = 29)
n (%) n (%) n (%) n (%) n (%)
Summary of TEAEs
Any TEAE 7 (412) 40 (645) 17 (58.6) 65 (84.4) 23 (79.3)
Serious TEAEs 0 1(1.6) 1(3.4) 5 (6.5) 2 (6.9)
Discontinuation due to 1(5.9) 1 (1.6) 1 (3.4) 6 (7.8) 2 (6.9)
TEAEs
Treatment-related TEAEs 1 (5.9) 19 (30.6) 5(17.2) 33 (42.9) 8 (27.6)
Severe TEAEs 0 0 1 (34) 2 (2.6) 1(34)
Deaths 0 0 0 0 0
Common TEAEs
Nasopharyngitis 1(5.9) 8 (12.9) 2 (6.9) 20 (26.0) 7 (24.1)
Oral candidiasis 0 6(9.7) 0 13 (16.9) 0
Eczema 0 2 (32) 1 (34) 9 (11.7) 1 (34)
Folliculitis 0 2 (32) 0 7 (9.1) 0
Contact dermatitis 0 2 (32) 0 6(7.8) 1(34)
Pharyngitis 0 3 (4.8) 0 6 (7.8) 2 (6.9)
Tinea pedis 0 3 (4.8) 0 6 (7.8) 1(34)
TEAE:s of interest®
Fungal infections 0 11 (17.7) 0 23 (29.9) 1(34)
Candida 0 7 (11.3) 0 16 (20.8)¢ 0
Tinea 0 4 (6.5) 0 8 (104) 1(34)
Hepatic events 0 2 (3.2) 0 4(5.2) 0
Elevated liver enzymes® 0 2 (3.2) 0 2 (2.6) 0
Adjudicated suicidal 0 0 0 1(1.3) 0

ideation and behavior

Q4W every 4 weeks, TEAE treatment emergent adverse event

*Data for the initial period are from patients in the safety set, and data for initial and maintenance periods are from patients in the active
medication set

®Includes patients switching from placebo to bimekizumab 320 mg Q4W at week 16, where only events occurring after switching are
included in this column

“There were zero cases of other safety topics of interest (not presented in table), including systematic opportunistic infections, interstitial
lung disease, active tuberculosis, inflammatory bowel disease, adjudicated major cardiovascular adverse events, malignancies, anaphylactic
reactions, or neutropenia events

9n bimekizumab-treated patients, there were 13 cases of oral candidiasis, three cases of esophageal candidiasis, and one case of
oropharyngeal candidiasis (numbers are not additive)

“Elevated liver enzymes/liver function tests included the following preferred terms reported as adverse events: hepatic enzyme increased
and gamma-glutamyltransferase increased
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were moderate) and two led to discontinuation
(these cases were recurrent). All bimekizumab-
treated patients who reported Tinea pedis were
mild cases and none led to discontinuation.
There were 3/77 (3.9%) esophageal Candida
infections among bimekizumab-treated and
none among ustekinumab-treated patients. Of
the three cases, two were mild, while one (1.3%)
was serious, severe, and led to discontinuation
(patient was hospitalized, received antifungal
therapy, and the infection resolved in 14 days).
There was a higher number of reported cases of
candidiasis in weeks 0-16 (7/62; 11.3%) than
weeks 16-52 (4/60; 6.7%); the number of cases
with candidiasis were not additive. There were
no other serious infections in bimekizumab-
treated patients. All opportunistic infections
were localized mucocutaneous fungal infections
and were defined as opportunistic by
convention.

Among other safety topics of interest, 2/77
(2.6%) bimekizumab-treated patients reported
an elevated liver enzymes event. Both patients
had confounding factors and alternative expla-
nations (alcohol consumption) for these
abnormalities. There was 1/77 (1.3%) case of
adjudicated suicidal ideation and behavior (re-
ferring to active suicidal ideation with some
intent to act in a patient with pre-existing psy-
chiatric conditions) in the bimekizumab arm,
and none with ustekinumab. Across all treat-
ment groups, there were no cases of inflamma-
tory bowel disease, adjudicated major
cardiovascular adverse events, malignancies,
anaphylactic reactions, or neutropenia events.

DISCUSSION

In this phase 3 active comparator and placebo-
controlled trial, bimekizumab demonstrated
improved efficacy compared with ustekinumab
and placebo for the treatment of adult patients
with moderate-to-severe plaque psoriasis.
Overall, the Japan patient subpopulation results
were generally consistent with the global study
population [24]. These findings suggest bimek-
izumab may be a viable treatment option in
Japan, and effectiveness of bimekizumab treat-
ment and dosing regimens in Japanese patients

may be approximated from observations in
Western populations.

Bimekizumab showed a faster onset of clini-
cal response among Japanese patients compared
with ustekinumab. The rapid onset was com-
parable between patients who received bimek-
izumab from week O and those who switched
from placebo to bimekizumab at week 16. A fast
onset of effectiveness is relevant as the Japanese
Dermatological Association views this as an
important consideration when selecting bio-
logic therapy for psoriatic patients in Japan [12].
Japanese patients with psoriasis have also
shown a preference for drugs with early-onset
efficacy [18].

Patients with chronic plaque psoriasis can
lose treatment response over time [12, 37], and
may need to switch treatments to maintain
high skin clearance levels [12]. In this analysis,
high proportions of bimekizumab-treated
patients maintained good skin clearance
through 52 weeks of treatment.

Additionally, more bimekizumab-treated
patients reached absolute PASI thresholds ver-
sus ustekinumab or placebo. Absolute PASI has
been used as an efficacy measure in Japanese
clinics, as evidenced in a number of studies
assessing absolute PASI responses in Japanese
patients with moderate-to-severe psoriasis
[32-34].

As psoriasis often has a detrimental impact
on patient QoL [2], it is important that clinical
improvements in skin clearance can be linked
to QoL improvements. A correlation between
absolute PASI and DLQI has been shown in a
study of Japanese patients with moderate-to-
severe plaque psoriasis: in those who experi-
enced a relapse, a change in absolute PASI
response correlated with a steeper increase in
DLQI scores compared with baseline [34]. As
this analysis measured relative and absolute
PASI responses, DLQI, PROs, and other clinical
outcomes, it provides holistic insight—across
clinical and QoL outcomes—of the clinical
benefits of bimekizumab in Japanese patients
with psoriasis.

Overall, safety results for Japanese patients
were consistent with the BE VIVID global study
population [24], with a slightly higher inci-
dence of TEAEs related to skin and
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subcutaneous disorders, in particular eczema
and contact dermatitis. Over 52 weeks, the
occurrence of common TEAEs was comparable
between bimekizumab and ustekinumab,
except for oral candidiasis. As the IL-17 pathway
controls fungal infections of the oral mucosa,
and is subject to heightened inhibition through
bimekizumab’s inhibition of IL-17F and IL-17A
[38-42], oral candidiasis would be expected to
be more common in bimekizumab- versus
ustekinumab-treated patients. Moreover, the
frequency of oral candiasis infections was simi-
lar to observations in previous bimekizumab
trials [19, 24, 43, 44], and was higher than
observations with other IL-17 inhibitors
[13, 14]. This might result from bimekizumab’s
inhibition of IL-17F and IL-17A; further inves-
tigations can confirm this. Finally, while there
was a higher number of reported candidiasis
cases among Japanese patients in weeks 0-16
than in weeks 16-52, the results should be
interpreted with caution given the small num-
ber of patients.

Limitations

Inferential comparisons of the outcomes and
calculation of p-values were not prespecified
given the small patient numbers in this analy-
sis. Therefore, p-values have not been reported
as the interpretation of those results may be
limited. Absolute numbers and percentages
have instead been reported for the various out-
comes. Nonetheless, the current analysis pro-
vides evidence of bimekizumab efficacy and
safety in Japanese patients, whereby clinical
response is consistent with the overall
population.

Head-to-head comparator trials are impor-
tant for comparing between treatments; studies
comparing bimekizumab with IL-17A or TNFa
inhibitors have been published previously
[22, 23]. These studies, together with the pre-
sent analysis, contribute toward the wider pro-
gram evaluating bimekizumab efficacy and
safety in adults with moderate-to-severe plaque
psoriasis.

Finally, long-term data on bimekizumab
efficacy and safety will be available through the

ongoing open-label extension study (BE
BRIGHT), which has recruited patients from this
analysis and others in the “bimekizumab for
psoriasis” program. These data would allow
patients and clinicians in Japan to make
informed treatment decisions.

CONCLUSIONS

Consistent with results of the global study
population, bimekizumab treatment led to
improved clinical responses compared with
ustekinumab and placebo in the Japan sub-
population. Clinically meaningful responses
and benefits in PROs and QoL were rapid in
onset and durable through 52 weeks, providing
evidence that bimekizumab could offer an
additional treatment option for Japanese
patients with moderate-to-severe plaque psori-
asis. Bimekizumab was well-tolerated and the
safety profile in this analysis was consistent
with the known mechanism of action and pre-
vious studies.
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