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ABSTRACT

Introduction: Psoriasis in high-impact areas,
including the scalp, nails, palms, and soles,
can disproportionately impair patient quality
of life. Here, we evaluate the 2-year efficacy of
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bimekizumab treatment in patients with moder-
ate to severe plaque psoriasis in post hoc analy-
ses of five phase 3/3b trials.

Methods: High-impact area efficacy data were
pooled through 2 years across five phase 3/3b
trials: BE VIVID, BE READY, BE SURE, their ongo-
ing open-label extension (OLE) BE BRIGHT, and
BE RADIANT (including its double-blinded treat-
ment period and the first year of its OLE). Com-
plete clearance of psoriasis in high-impact areas
is reported over 2 years using the scalp Investi-
gator’s Global Assessment (IGA), palmoplantar
IGA, and modified Nail Psoriasis Severity Index
(mNAPSI). Patients included in these analyses
had baseline moderate to severe scalp or palmo-
plantar involvement (scalp or palmoplantar IGA
score>3) or mNAPSI score>10.

Results: A total of 1107 patients were rand-
omized to bimekizumab and entered the OLEs.
Subsets of 821 patients had scalp IGA>3 at base-
line, 377 had mNAPSI> 10, and 193 had palmo-
plantar IGA>3. Complete scalp clearance in
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patients with baseline scalp IGA 23 randomized
to bimekizumab was achieved rapidly, with
high responses sustained from first (86.4%) to
second year (85.9%). Nail clearance responses
in patients with baseline mNAPSI>10 increased
from 63.4% to 68.5% from first to second year.
Palmoplantar clearance in patients with baseline
palmoplantar IGA >3 was sustained from first
(88.3%) to second year (89.8%). Similar trends
were seen in the 374 patients who received
bimekizumab 320 mg every 4 weeks (Q4W)/
every 8 weeks (Q8W) initial/maintenance
dosing.

Conclusion: In these analyses pooled across
2 years, bimekizumab showed sustained efficacy
in psoriasis in high-impact areas.
Clinicaltrials.gov Trial Registration Num-
bers: NCT03370133, NCT03410992,
NCT03412747, NCT03598790, NCT03536884.

PLAIN LANGUAGE SUMMARY

Psoriasis in some body areas can have a bigger
impact on the self-confidence and well-being of
patients. These body areas, called high-impact
areas, are often very visible or important for
day-to-day activities. They include the scalp,
fingernails, palms, and soles of the feet. People
with psoriasis often find applying creams or
ointments to these areas challenging. The treat-
ment may also not be effective. Therefore, new
medications that can clear psoriasis from these
areas are needed by patients and physicians.
Bimekizumab is a drug given by injection. We
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examined whether bimekizumab can clear pso-
riasis in high-impact areas over 2 years in five
clinical trials. Psoriasis of the scalp, palms, and
soles cleared quickly with bimekizumab. Most
patients reported clear skin in these areas after
4 months, and skin remained clear for the rest
of the 2-year period. After 2 years, 90% (18 in
20) of patients with psoriasis on their palms and
soles saw it clear completely; 86% of patients
(around 17 in 20) saw their scalp psoriasis
completely cleared. Nail psoriasis took slightly
longer to clear, because nails grow more slowly.
Nevertheless, 63% of patients (around 13 in 20)
had completely clear nails after 1 year and 69%
of patients (around 14 in 20) had clear nails after
2 years. Bimekizumab can clear psoriasis in high-
impact areas quickly, and this is maintained over
the long-term. Bimekizumab can provide a last-
ing treatment option for areas of the body which
are difficult to treat and have a big impact on
patients’ lives.
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Key Summary Points

Why carry out this study?

Plaque psoriasis in high-impact areas, includ-
ing the scalp, nails, palms, and soles, can
disproportionately impair the health-related
quality of life of patients. Therefore, the
efficacy of biologic treatments in these areas
is of considerable interest to patients and
physicians.

This study evaluated the 2-year efficacy of
bimekizumab treatment in patients with
moderate to severe plaque psoriasis in
post hoc analyses of five phase 3/3b trials.

What was learned from the study?

Bimekizumab-treated patients showed high
efficacy responses in these high-impact areas,
which were sustained over 2 years.

Bimekizumab can provide a lasting treatment
option for patients with psoriasis affecting
high-impact areas.

DIGITAL FEATURES

This article is published with digital features,
including a video to facilitate understanding of
the article. To view digital features for this arti-
cle, go to https://doi.org/10.6084/m9.figshare.
27210411

Bimekizumab efficacy in high-impact areas:
pooled 2-year analysis in scalp, nail, and palmo-
plantar psoriasis from phase 3/3b randomized
controlled trials (MP4 532263 KB)

INTRODUCTION

Psoriatic lesions in highly visible and functional
areas, such as the scalp, nails, palms, and soles,
can cause patients disproportionately high levels
of physical impairment and emotional distress

[1-4]. In patients with psoriasis, involvement of
the scalp, nail, and palmoplantar areas (palms
and soles) is among the strongest predictors of
reduced health-related quality of life [1]. Physi-
cal manifestations result in substantial internal-
ized stigma, feelings of shame and embarrass-
ment, and difficulties with daily life, and place
a significant burden on the families of patients
with psoriasis [5-7]. Therefore, clearance of pso-
riasis in these high-impact areas is of consider-
able interest to both patients and physicians [8,
9].

Scalp, nail, and palmoplantar psoriasis can be
difficult to treat topically, with topical adminis-
tration in these regions often limiting patient
satisfaction, leading clinicians to offer systemic
therapy instead [2, 9-11]. While biologics are the
recommended treatment for psoriasis in high-
impact areas, the limited published data in these
regions can impact the decision-making ability
of physicians [2, 12]; specifically, there is a lack
of long-term results in large study populations
[2, 12-14]. This poses challenges to the under-
standing of psoriasis in these areas, potentially
leading to undertreatment and poorer clinical
outcomes [2, 12].

Bimekizumab is a monoclonal immunoglobu-
lin G1 antibody that selectively inhibits inter-
leukin (IL)-17F in addition to IL-17A [15]. Dual
inhibition with bimekizumab in patients with
moderate to severe plaque psoriasis has resulted
in superior efficacy compared with placebo,
adalimumab (anti-tumor necrosis factor [TNF]),
ustekinumab (anti-IL-12/23), and secukinumab
(anti-IL-17A) [16-19]. Bimekizumab has dem-
onstrated long-term efficacy across phase 3/3b
trials over 2 years, as indicated by complete and
near-complete skin clearance [20, 21], and is
well tolerated [22].

Here, we evaluate scalp, nail, and palmoplan-
tar outcome data through 2 years of bimeki-
zumab treatment among patients with plaque
psoriasis involvement of these areas at baseline,
across five phase 3/3b trials in the bimekizumab
in plaque psoriasis clinical program.
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BE SURE, BE VIVID, BE READY, and BE RADIANT
(pooled, double-blinded)

BE BRIGHT and BE RADIANT

(open-label extension)

Initial
Screening treatment Maintenance period Open-label treatment period
period
<PASI 90 H
Ly :1 BE RADIANT + Dose switch?
>PASI 90 :1 BEBRIGHT $
Y BKZ320mg Q8W
All BKZ-
randomized
patients
BKZ 320 mg ﬂ Dose switch?
Q8w =PASI90  \
v
BKZ 320 mg Q8W
2-5weeks Baseline Week 16 OLE Week 0° OLE Week 24 OLE Week 48¢
[ o @ o o {
Year 1 Year 2

Fig.1 Study design. At baseline, 1362 patients with
plaque psoriasis were randomized to bimekizumab (BKZ)
across the included trials; 1107 of these patients received
continuous BKZ and entered the open-label extensions
(OLEs). In this analysis, BKZ every 4 weeks (Q4W)
and every 8 weecks (Q8W) treatment arms shown are
pooled for the BKZ total group. At OLE Week 0, patients
receiving BKZ Q4W who achieved>290% improve-
ment from baseline in Psoriasis Area and Severity Index
(PASI 90) were re-randomized 4:1 in BE BRIGHT and
1:1 in BE RADIANT to open-label BKZ Q4W or Q8W;
patients receiving BKZ Q8W who achieved PASI 90 at
OLE Weck 0 remained on Q8W dosing. Patients who did
not achieve PASI 90 received open-label BKZ Q4W dos-
ing. In BE READY, patients who did not achieve PASI 90
at Week 16, and patients who do not achieve>75%
improvement from baseline in PASI (PASI 75) at any visit
during the maintenance period, could enter a 12-week

open-label BKZ 320 mg Q4W escape arm; if they

METHODS

Patients

Efficacy data were pooled from the BE VIVID
(NCT03370133), BE READY (NCT03410992),
and BE SURE (NCT03412747) phase 3 trials,

achieved > 50% improvement from baseline in PASI (50)
at the end of the 12-week escape arm, they could then
enter the BE BRIGHT OLE. Study designs for included
trials have been published previously [16-19]. *Dose
switch: BE BRIGHT OLE Week 24, for patients achieving
PASI 90 at investigator discretion; BE RADIANT OLE
Week 16 or next scheduled clinic visit, dose switch added
via protocol amendment; bAs a result of a lack of common
visits across the studies, OLE Week 0 (the end of Year 1)
corresponds to Week 48 for BE SURE, BE READY,
and BE RADIANT, and Week 52 for BE VIVID;°OLE
Week 48 (the end of Year 2) corresponds to BE RADI-
ANT Week 96, BE VIVID/BE BRIGHT Week 100, and
BE READY/BE BRIGHT and BE SURE/BE BRIGHT
Week 104. BKZ bimekizumab, OLE open-label extension,
PASI 90 290% improvement from baseline in Psoriasis
Area and Severity Index, Q4 every 4 weeks, Q87 every

8 weeks

the first year of their ongoing open-label exten-
sion (OLE), BE BRIGHT (NCT03598790), and
2 years of the BE RADIANT (NCT03536884)
phase 3b trial, incorporating the first year of
its ongoing OLE [16-19, 23]. The last patient’s
2-year study visit (OLE Week 48) occurred on 8
December 2020 in BE BRIGHT and 6 May 2020
in BE RADIANT.
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Table 1 Bascline patient characteristics
ScalpIGA=3 mNAPSI> 10 Palmoplantar IGA 23
(N=377) (N=193)
BKZ Q4W/Q8W BKZ total BKZ Q4W/Q8W BKZtotal BKZ Q4W/Q8W
(n=277) (N=377) (»n=129) (N=193) (»=52)
Age (years), 44.0+13.9 448+13.1 44.5+13.2 45.0+129 43.8+115
mean +SD
Male, 7 (%) 192 (69.3) 316(83.8) 107(82.9) 144 (74.6) 41 (78.8)
White, 7 (%) 259 (93.5) 328 (87.0) 123(95.3) 162 (83.9) 49 (94.2)
Wcight (kg), 88.8+21.0 92.2+20.7 92.1+20.6 85.9+18.7 87.0+17.4
mean +SD
Duration of psoriasis 18.6+12.4 189+124 1884122 17.7+12.1 18.84+9.8
(years), mean £ SD
PsA status, 7 (%)
PASE > 47 36 (13.0) 80(212)  25(19.4) 38(19.7)  6(115)
Reported history 53 (19.1) 107 (28.4) 31(24.0) 54 (28.0) 8(15.4)
of PsA
Either PASE > 47 or 53 (19.1) 107 (28.4) 31 (24.0) 54(280) 8 (15.4)
reported history
of PsA
PASI, mean + SD 209+7.7 224485 21.6+8.0 23.94+9.0 26.9+10.6
BSA (%), mean + SD 245+13.5 289+17.6 25.7+13.8 30.5+17.4 31.6+15.6
IGA score, 7 (%)
3: moderate 189 (68.2) 212 (56.2) 75(58.1) 109 (56.5) 24 (46.2)
4: severe 88 (31.8) 163 (43.2) 53 (41.1) 83 (43.0) 27(51.9)
DLQI total score, 10.7+6.6 10.7+6.6 11.1+6.0 11.3+7.1 11.847.0
mean +SD
Scalp IGA score, 32+04 28410 28409 3.0£08 3107
mean + SD
mNAPSI score, 11.1+16.2 31.0+20.5 28.2+16.9 21.9+28.0 22.9+23.7
mean +SD
Pattern of nail involvement, 72 (%)
Nail matrix 135 (85.4) 359(95.2) 124(96.1) 124(93.2) 35 (94.6)
Nail bed 140 (88.6) 357 (94.7) 121(93.8) 117 (88.0) 35 (94.6)
Palmoplantar IGA 0.8+1.2 13+14 1.1+14 32+04 32104

score, mean + SD

A\ Adis



3296

Dermatol Ther (Heidelb) (2024) 14:3291-3306

Table 1 continued

ScalpIGA=3 mNAPSI> 10 Palmoplantar IGA 23
(N=821) (N=377) (N=193)

BKZ total BKZ Q4W/Q8W BKZtotal BKZ Q4W/Q8W BKZtotal BKZ Q4W/QSW
(N=821) (n=277) (N=377) (n=129) (N=193) (n=52)

635(77.3) 209 (75.5)

Any prior systemic

therapy, 7 (%)

297 (78.8) 100 (77.5)

163 (84.5) 45 (86.5)

Any prior biologic 306 (37.3) 95 (34.3) 139 (36.9) 41 (31.8) 70(36.3) 18 (34.6)
therapy, 7 (%)
Anti-TNF 123 (15.0) 33 (11.9) 63(167) 14(10.9) 34(17.6)  4(7.7)
Anti-IL-17 160 (19.5) 51 (18.4) 83(220) 27 (209) 39(202) 15 (288)
Anti-IL-12/23 54(66)  19(69) 19(5.0)  6(47) 7(36)  1(19)
Anti-IL-23 47(57)  18(65) 12(32)  6(47) 8(41)  1(19)

Data are presented for patients with plaque psoriasis initially randomized to bimekizumab (BKZ) who later entered the
open-label extension (OLE). In this analysis, BKZ 320 mg every 4 weeks (Q4W) and every 8 weeks (Q8W) treatment arms

are pooled for the BKZ total group

BKZ bimekizumab, BSA4 body surface area, DLQI Dermatology Life Quality Index, /G4 Investigator’s Global Assessment,
IL interleukin, mNAPSI modified Nail Psoriasis Severity Index, OLE open-label extension, PASE Psoriatic Arthritis Screen-
ing and Evaluation, PASI Psoriasis Area and Severity Index, PsA psoriatic arthritis, Q47 every 4 weeks, Q8IW every 8 weeks,

SD standard deviation, 7NF tumor necrosis factor

Full inclusion and exclusion criteria have
been reported previously [16-19, 22]. Eligible
patients were adults with moderate to severe
plaque psoriasis, defined as a baseline Psoriasis
Area and Severity Index (PASI) score>12, body
surface area (BSA) affected by psoriasis>10%,
and an Investigator’s Global Assessment (IGA)
score>3 on a 5-point scale. Included patients
were eligible for systemic psoriasis therapy and/
or phototherapy. Patients were excluded if they
had experienced primary failure (no response
within 12 weeks) to >1 IL-17 biologic response
modifier (such as brodalumab, ixekizumab,
and secukinumab), or to 22 non-IL-17 biologic
response modifiers (such as adalimumab and
ustekinumab). Patients included in these analy-
ses were randomized to receive bimekizumab
320 mg subcutaneously every 4 weeks (Q4W)
to Week 16, received bimekizumab either Q4W
or every 8 weeks (Q8W) to the end of the first
year (BE RADIANT Week 48; BE VIVID Week 52;
BE READY/BE SURE Week 56), and entered the
OLEs.

Regional psoriasis presentation was analyzed
in these studies using three measures: the modi-
fied Nail Psoriasis Severity Index (mNAPSI), pro-
viding a total fingernail score on a 0-130 scale
(0-13 per fingernail), and scalp and palmoplan-
tar IGA, 5-point scales ranging 0-4 (3, moder-
ate; 4, severe). Subsets of patients included in
these analyses had moderate to severe scalp or
palmoplantar involvement (i.e., scalp or palmo-
plantar IGA score>3) or an mNAPSI score>10
at baseline.

Study Designs

Study designs for BE VIVID, a 52-week trial com-
paring bimekizumab versus placebo and usteki-
numab; BE READY, a 56-week trial comparing
bimekizumab versus placebo; BE SURE, a 56-week
trial comparing bimekizumab versus adalimumab;
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and the 48-week double-blinded treatment period
of BE RADIANT, comparing bimekizumab versus
secukinumab, have been reported previously
[16-19].

Patients eligible for enrollment into the
BE BRIGHT OLE had completed Week 52 of
BE VIVID, or Week 56 of the BE READY or
BE SURE feeder trials. BE BRIGHT is an ongoing,
open-label, multicenter trial in which patients’
bimekizumab dose was dependent on treatment,
dose, and PASI response at the end of the feeder
trials (Week 52/56; Fig. 1). Those eligible for
enrollment into the BE RADIANT OLE had com-
pleted Week 48 of the BE RADIANT trial. BE RADI-
ANT is an ongoing, phase 3b, multicenter trial;
the OLE began at Week 48. Upon OLE entry, all
patients received open-label bimekizumab 320 mg
Q4W or Q8W. BE RADIANT OLE dose frequency
was dependent on PASI response at Week 48 and
double-blinded period treatment (Fig. 1).

Across both studies, patients and study sites
remained blinded to double-blinded period treat-
ments and dose adjustments could occur in the
OLE periods. Following implementation of a pro-
tocol amendment in BE RADIANT, all patients
receiving bimekizumab 320 mg Q4W were
switched to bimekizumab Q8W at OLE Week 16,
or the next scheduled clinic visit. At Week 24
of the BE BRIGHT OLE, for patients receiving
bimekizumab 320 mg Q4W and achieving >90%
improvement from baseline in PASI (PASI 90), the
investigator was permitted to change the patient’s
dosing interval from Q4W to Q8W.

Here, we report results of an interim analysis
which included data collected over 2 years, from
baseline of the BE VIVID, BE READY, BE SURE,
and BE RADIANT trials, up to OLE Week 48 in
BE BRIGHT and the BE RADIANT OLE.

Studies were conducted in accordance with
the principles of the Declaration of Helsinki and
approved by an independent review board and
independent ethics committee. All participants
provided informed written consent documented
in accordance with local regulations.

Outcomes

The proportions of patients who entered the
OLEs and achieved complete regional psoriasis

clearance (scalp IGA 0, mNAPSI 0, palmoplan-
tar IGA 0) are reported through 2 years (OLE
Week 48). Photographs taken of psoriatic nails
at baseline and Week 48, to show clearance over
time, are also presented. Additionally, for the
same overall group of patients, we report the
mean percentage change from feeder study base-
line in scalp IGA, mNAPSI, and palmoplantar
IGA through 2 years (OLE Week 48).

Statistical Analysis

For all results, descriptive statistics were used to
provide an overview of the results. No statisti-
cal hypothesis testing was performed on these
post hoc analyses.

Pooled data are reported for all patients
randomized to bimekizumab at baseline who
received at least one bimekizumab dose in
BE BRIGHT or in the BE RADIANT OLE period
(bimekizumab total group). Data were also ana-
lyzed for the subset of patients who received
bimekizumab 320 mg Q4W from baseline to
Week 16, followed by Q8W for the maintenance
period, and continued to receive Q8W upon
OLE entry (bimekizumab Q4W/Q8W).

For scalp, nail, and palmoplantar outcomes
over 2 years, missing data were primarily
accounted for using modified non-responder
imputation (mNRI); NRI and observed case (OC)
data are also reported, with NRI analyzed contin-
uously from baseline. For mNRI, patients with
missing data following treatment discontinua-
tion due to lack of efficacy or treatment-related
adverse events were considered non-responders;
multiple imputation methodology was used for
all other missing data. Patients who entered the
BE READY escape arm (Fig. 1) were considered
as non-responders from the date of escape until
the end of BE READY, after which they were con-
sidered in the same way as all other non-escape
patients during the BE BRIGHT OLE. For change
from baseline data, data are reported using last
observation carried forward (LOCF) to account
for missing data, and as OC.
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«Fig.2 Complete clearance of high-impact areas over
2 years. Data are presented for patients with plaque pso-
riasis initially randomized to bimekizumab (BKZ) who
later entered the open-label extension (OLE). For modi-
fied non-responder imputation (mNRI), patients with
missing data following treatment discontinuation due to
lack of efficacy or treatment-related adverse events were
considered non-responders; multiple imputation meth-
odology was used for all other missing data. BKZ total
consists of patients randomized to receive BKZ 320 mg
every 4 weeks (Q4W) to Week 16, received either BKZ
Q4W or every 8 weeks (Q8W) to the end of the first year
(Week 48/52/56), and entered the OLE. BKZ Q4W/
Q8W consists of patients randomized to BKZ 320 mg
Q4W to Week 16, who received BKZ Q8W through-
out the maintenance period and on OLE entry; there are
no BE VIVID patients in this treatment arm. Only visits
common to all the studies included in a treatment arm are
presented. *As a result of a lack of common visits across
the studies, OLE Week O corresponds to Week 48 for
BE SURE, BE READY, and BE RADIANT, and Week 52
for BE VIVID. BKZ bimekizumab, IGA Investigator’s
Global Assessment, mNAPSI modified Nail Psoriasis
Severity Index, 2NRI modified non-responder imputation,
NRI non-responder imputation, OC observed case, OLE
open-label extension, Q4 every 4 weeks, Q8W every
8 weeks

RESULTS

Patient Disposition and Baseline
Characteristics

Of the 1362 patients who were randomized
to receive bimekizumab at baseline across the
included trials, 1107 continued to receive bime-
kizumab at Week 16 and entered the BE BRIGHT
and BE RADIANT OLEs (bimekizumab total
group). Among these 1107 patients, a subset
of 821 had scalp IGA=3 at baseline (74.2%),
377 had mNAPSI>10 (34.1%), and 193 had pal-
moplantar IGA>3 (17.4%). The bimekizumab
Q4W/Q8W dosing regimen was followed by a
subset of 374 patients; among these, 277 had
scalp IGA >3 at baseline (74.1%), 129 had
mNAPSI>10 (34.5%), and 52 had palmoplantar
IGA23 (13.9%).

Baseline characteristics were representative
of patients with plaque psoriasis eligible for

biologic therapy and were generally compara-
ble between bimekizumab groups and across
the high-impact area subgroups assessed, with
the exception that>80% of patients with a base-
line mNAPSI>10 were male, whereas < 70%
of patients with scalp IGA >3 were male (Table 1)
[22].

Among the 1107 patients in the bimeki-
zumab total group who entered the OLEs, the
mean PASI score at baseline was 20.9, with
mean scalp IGA, mNAPSI, and palmoplantar
IGA baseline scores of 2.8, 11.8, and 0.9, respec-
tively. Within the subset of 821 patients with
scalp IGA>3 at baseline, the mean scalp IGA
score was 3.2; within the 377 with mNAPSI>10
at baseline, the mean mNAPSI score was 31.0;
and within the 193 with palmoplantar IGA>3
at baseline, the mean palmoplantar IGA was 3.2
(Table 1). Mean PASI scores in these subsets at
baseline were 21.4, 22.4, and 23.9, respectively.
Similar values were observed for the patient sub-
sets receiving bimekizumab Q4W/Q8W.

Proportions Achieving Complete Clearance

Among patients with scalp IGA>3 at baseline,
complete scalp clearance was achieved rapidly,
with 83.7% of patients who received bimeki-
zumab achieving complete scalp clearance at
Week 16. These high levels of response were
stable through to the end of the second year,
sustained from 86.4% and 91.1% of patients
at Year 1 (OLE Week 0) to 85.9% and 88.7% of
patients at Year 2 (OLE Week 48) in the bimeki-
zumab total group and bimekizumab Q4W/Q8W
subgroup, respectively (Fig. 2a).

For patients with baseline mNAPSI> 10, rates
of complete nail clearance increased to 63.4% at
the end of the first year of treatment for patients
in the bimekizumab total group, and 69.1% for
the bimekizumab Q4W/Q8W subgroup. In the
second year, the complete nail clearance rate
in the bimekizumab total group was stable, at
68.5% at Year 2 (Fig. 2b), and similarly at 69.9%
for the bimekizumab Q4W/Q8W subgroup.

Comparable trends to scalp IGA were observed
in the proportions of patients achieving complete
palmoplantar clearance among patients with pal-
moplantar IGA>3 at baseline. A rapid response
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Fig.3 Change from baseline in high-impact areas over» a) Scalp IGA 0 in patients with baseline scalp IGA >3
2 years. Data are presented for patients with plaque pso- iy
riasis initially randomized to bimekizumab (BKZ) who Year1  Year15 Year 2
later entered the open-label extension (OLE). Last obser- 3 16 32 o % o
vation carried forward (LOCF) was used for missing data. Double-binded OLE period
For BKZ every 4 weeks (Q4W)/every 8 weeks (Q8W), R
the switch from yellow line to blue line represents the
switch from BKZ 320 mg Q4W to BKZ 320 mg Q8W
at Week 16. BKZ total consists of patients randomized to
receive BKZ 320 mg Q4W to Week 16, and who received
either BKZ Q4W or Q8W to the end of the first year
(Week 48/52/56), and entered the OLE. BKZ Q4W/
Q8W consists of patients randomized to BKZ 320 mg e Ba% ~93.4%
Q4W to Week 16, who received BKZ Q8W through- -100 2 \._.m_.——,“-“
out the maintenance period and on OLE entry; there &

BKZ total —@- BKZ C/vIQ8W
are no BE VIVID patients in this treatment arm. Only (N=821) (n=277)

visits common to all the studies included in a treatment

Mean percentage change from
baselinein scalp IGA (%)

a .. b) mNAPSI 0 in patients with baseline mNAPSI >10
arm are presented. *As a result of a lack of common visits

across the studies, OLE Week 0 corresponds to Week 48 :::": et vears
for BE SURE, BE READY, and BE RADIANT, and OLE OLE OLE
Week 52 for BE VIVID. BKZ bimekizumab, /G4 Investi- . ks = b 2 &

gator’s Global Assessment, LOCF last observation carried lg?a?::n?;:re:d SLS peted

forward, mNAPSI modified Nail Psoriasis Severity Index,
OLE open-label extension, Q4 every 4 weeks, Q8W

every 8 weeks

Mean percentage change from
baseline in mNAPSI (%)

€
was observed, with a large proportion of patients \
achieving palmoplantar clearance at Week 16, -90.0% 90.7%
at 87.4% for the bimekizumab total group. High -933% -926%
rates of complete palmoplantar clearance were
maintained through to the end of the second e, T e
year, sustained from 88.3% at Year 1 to 89.8% at
Year 2 in patients in the bimekizumab total group

c) PalmoplantarIGA 0 in patients with baseline palmoplantar IGA 23

(Fig. 2¢). Similarly, for the patient subset treated b S, _—
with bimekizumab Q4W/Q8W, results remained oLE OLE oLE
high and largely stable over 2 years at 94.2% at : [:andz z OL:;M 2

Year 1 to 88.5% at Year 2. treatment period

NRI data are presented for complete scalp,
nail, and palmoplantar clearance in Table S2.

BE RADIANT Bimekizumab Treatment
Examples

Mean percentage change from
baseline in palmoplantar IGA (%)

Representative photographs showing complete
clearance of nail psoriasis at Week 48 are pro- Ve 96.5%
vided in Fig S1.

~95.2% 96.3%
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BKZ total -@- BKZ 04vQsw
(N=193) (n=52)
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Change from Baseline

For included patients with regional psoriasis
involvement at baseline, after 1 year of treat-
ment in the bimekizumab total group, the
mean percentage change in score from base-
line for scalp IGA, mNAPSI, and palmoplantar
IGA was —93.4%,-90.0%, and - 95.2%, respec-
tively (Fig. 3); these scores were sustained after
2 years at-93.4%,-90.7%, and - 96.3% for the
respective outcomes (Fig. 3).

In the patient subset treated with bimeki-
zumab Q4W/Q8W, after 1 year of treatment,
the mean change in score from baseline for
scalp IGA, mNAPSI, and palmoplantar IGA
was -96.4%,-93.3%, and -97.6%, respec-
tively (Fig. 3). After 2 years, these scores were
sustained at-94.6%, -92.6%, and —96.5% for
the respective outcome (Fig. 3). OC data are
presented in Table S1.

DISCUSSION

These analyses report pooled 2-year bimeki-
zumab efficacy data for patients who had plaque
psoriasis in high-impact areas at baseline.

Complete and sustained clearance of scalp
and palmoplantar psoriasis was achieved in
a high percentage of bimekizumab-treated
patients over 2 years. Scalp clearance and pal-
moplantar clearance were achieved rapidly,
and clearance rates remained generally stable
from Week 16 through to the end of the 2-year
observation period. Rates of complete nail clear-
ance increased through the first year of bimeki-
zumab treatment, reflective of the longer time-
scale required for nail growth and repair, and
were largely sustained through the second year
across patients receiving bimekizumab. In paral-
lel, high mean reductions from baseline in scalp,
nail, and palmoplantar psoriasis were achieved
after 1 year of bimekizumab treatment and these
reductions were durable over 2 years, including
for the patient subset receiving bimekizumab
Q4W/Q8W.

To date, there has been a lack of biologic
agents with specific indications for nail and pal-
moplantar psoriasis, despite biologics being the

recommended treatment for high-impact areas.
Study data directly comparing the efficacy of bio-
logics are also sparse. This highlights the impor-
tance of the few trials evaluating biologic effi-
cacy in these regions [2, 12, 24, 25]. The IL-17A
inhibitor, secukinumab, was assessed in palmo-
plantar psoriasis in the GESTURE phase 3b trial,
with 53% and 59% of patients achieving palmo-
plantar IGA 0/1 after 2.5 years of treatment with
150 mg and 300 mg secukinumab, respectively
[26]. Secukinumab was also assessed in nail
psoriasis in the TRANSFIGURE phase 3b trial,
demonstrating efficacy after 2.5 years of treat-
ment, with a mean percentage change in NAPSI
score of —73.3% [27]. The higher response rates
observed after 2 years of bimekizumab treatment
in the trials reported here (bimekizumab total
group: 89.8% palmoplantar clearance, —90.7%
mean change from baseline in mNAPSI), while
not directly comparable, support a hypothesis
that there is an additional benefit from inhibit-
ing IL-17F in addition to IL-17A in palmoplan-
tar and nail psoriasis [20]. Adalimumab, a TNF
inhibitor, has also been evaluated in nail pso-
riasis, with 54.5% of patients achieving at least
75% reduction from baseline in mNAPSI after
52 weeks in a phase 3 trial [28]. Furthermore,
while few network meta-analyses comparing the
efficacy of biologics in nail, palmoplantar, and
scalp psoriasis have been performed, one previ-
ously published network meta-analysis ranked
bimekizumab among the top three/four most
efficacious biologics for complete resolution
of nail psoriasis at 24-28 weeks/48-52 weeks,
though longer-term comparisons are limited
[29].

Nail psoriasis is observed in 80% of patients
with psoriatic arthritis (PsA), and strong evi-
dence suggests that it is a predictor of joint dis-
ease [30]. The high efficacy of bimekizumab in
nail regions (shown here), and positive results
of recent bimekizumab in PsA phase 3 trials
[31, 32], may highlight the connection between
the nail matrix and enthesitis of nearby joints,
supporting the presence of nail psoriasis as an
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at-risk phenotype that bimekizumab can target
[30, 33].

Over 2 years, bimekizumab has demonstrated
a favorable safety profile with no safety signals
observed for all included patients, as reported
previously [21, 22].

The main strengths of this analysis are length
of observation (2 years; 100-104 weeks for
BE BRIGHT and 96 weeks for BE RADIANT) and
large sample size obtained from pooling patients
from across five phase 3/3b trials, enabling a
thorough examination of bimekizumab efficacy
in high-impact areas. Furthermore, this study
provides long-term high-impact area efficacy
data for the bimekizumab Q8W dosing regimen,
the recommended maintenance dose for the vast
majority of patients [34].

Limitations of this analysis involve the inclu-
sion of open-label trial designs, which could
have increased risk of bias. The small number of
patients (52) treated with bimekizumab Q4W/
Q8W in the palmoplantar IGA>3 group may
limit conclusions that can be drawn regarding
this patient subgroup. Moreover, there may be
limitations to how applicable findings are to
real-world populations due to minimal racial
diversity in the patient population, and strin-
gent patient eligibility criteria, which excluded
certain groups, including patients with comor-
bidities. Finally, this study examined bimeki-
zumab’s efficacy in patients with moderate to
severe plaque psoriasis overall, who also had
scalp, nail, and palmoplantar high-impact area
involvement; further study in patients with
inverse psoriasis (i.e., patients with psoriasis
of the body folds with or without involvement
of classical body regions) [35] may be valuable.
Additionally, many patients experience psoriasis
affecting the genitals, which can result in sig-
nificant impacts on quality of life [36, 37]; while
no genital psoriasis data were available from
these clinical trials, in a recent real-world study
in Italy, 98.4% of patients with moderate to
severe plaque psoriasis with genital involvement
achieved a Static Physician Global Assessment
of Genitalia score of O (clear) after 16 weeks of
bimekizumab treatment [38]. Further future
studies exploring bimekizumab’s efficacy in
patients with genital psoriasis would also be of
interest.

CONCLUSION

Bimekizumab provided long-term maintenance
of efficacy outcomes over 2 years in high-impact
areas in patients with moderate to severe plaque
psoriasis. In addition to positive scalp and pal-
moplantar responses, complete nail clearance
was also observed and was generally sustained
through the second year.

To view a video summary of this manuscript,
please view the online version or follow the digi-
tal features link under the abstract.
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