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Abstract

Background BE SURE 1-year results demonstrated the superior efficacy of bimekizumab compared with adalimumab with no unexpected
safety findings.

Objectives To provide efficacy and safety data over 2 years of bimekizumab treatment compared with adalimumab from BE SURE and the
BE BRIGHT open-label extension (OLE) in patients with moderate-to-severe plaque psoriasis.

Methods The 56-week double-blinded BE SURE phase Il randomized controlled trial randomized patients 1 : 1 : 1 to bimekizumab 320 mg
every 4 weeks (Q4W), bimekizumab 320 mg Q4W to week 16 then every 8 weeks (Q8W), or adalimumab 40 mg every 2 weeks to week 24
then bimekizumab 320 mg Q4W. After completing BE SURE, patients could enter the ongoing BE BRIGHT OLE, with possible dosing adjust-
ments based on Psoriasis Area and Severity Index (PASI). The primary outcome in BE BRIGHT was incidence of treatment-emergent adverse
events (TEAEs); safety data are reported by study period through week 104. Efficacy data are reported for the intention-to-treat population
through week 104 by initial randomization group, with >90% improvement from baseline PASI (PASI 90) and 100% improvement (PASI 100)
as key outcomes.

Results Of the patients randomized to bimekizumab, 158 were assigned to Q4W, and 161 to Q4W/Q8W. At week 104, PASI 90 was achieved
by 91.2% and 89.7%, and PASI 100 was achieved by 72.3% and 68.1%, for Q4W and Q4W/Q8W, respectively; comparable to week 16
results. Among the 159 patients randomized to adalimumab, responses rapidly and substantially increased after the week 24 bimekizumab
switch; at week 104, 96.9% and 70.2% of patients achieved PASI 90 and PASI 100 respectively. Through weeks 24-104, the three most
common TEAEs in any bimekizumab-treated group were nasopharyngitis, oral candidiasis and upper respiratory tract infection. Rates of seri-
ous TEAEs were low.

Conclusions Clinical responses observed through week 16 of BE SURE in patients randomized to bimekizumab were sustained through 104
weeks of treatment, regardless of Q4W or Q8W maintenance dosing. Response rates were also sustained through week 104 in patients who
switched from adalimumab to bimekizumab at week 24, and were similar to those observed in the bimekizumab groups. Bimekizumab was
well tolerated with no new safety signals.
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What is already known about this topic?

e |n the BE SURE phase Il clinical trial, bimekizumab demonstrated superiority to adalimumab in the treatment of patients with
moderate-to-severe plaque psoriasis, with no unexpected safety findings over 1 year of treatment.

e Clinical responses and health-related quality of life rapidly improved in patients who switched from adalimumab treatment to bime-
kizumab, achieving similar response levels to patients treated with bimekizumab for the full year.

What does this study add?

to evaluate bimekizumab over the longer term.

e This study reports safety and efficacy results from the BE SURE trial and the open-label extension from the BE BRIGHT trial in order

e The findings of this study help us to understand whether clinical responses observed over 1 year with bimekizumab are sustained
over 2 years of treatment, and whether improvements in responses are sustained after switching from adalimumab to bimekizumab.
e Furthermore, this study assesses long-term safety of bimekizumab.

Over the past 2 decades, there have been major advances
in the treatment of plaque psoriasis with the introduction of
biologic therapies.” These therapies have been designed to
target key immune mediators involved in the pathogenesis
of psoriasis, such as the proinflammatory cytokines inter-
leukin (IL)-23, I1L-17 and tumour necrosis factor.? However,
despite major therapeutic advancements, some patients
with psoriasis are undertreated and do not achieve high lev-
els of skin clearance, as recommended in disease guidelines,
and even fewer achieve complete skin clearance.®-® These
patients experience lower quality of life, and higher levels
of burdensome symptoms, such as itching.® Additionally, in
a real-world setting many therapies lose effectiveness over
time, often resulting in patients switching or stopping treat-
ment,” which, given the chronic nature of psoriasis, adds to
the cumulative lifetime disease burden.

Adalimumab is used in many healthcare settings as the
guideline-recommended first-line biologic psoriasis treat-
ment, owing to the clinical experience supporting its safety,
efficacy and improvements in health-related quality of life
(HRQol), and to its availability as a lower-cost biosimilar in
some countries.®'® As previously reported, in the BE SURE
phase Il trial, bimekizumab demonstrated superiority vs.
adalimumab in both coprimary endpoints at week 16 [90%
improvement from baseline in Psoriasis Area and Severity
Index (PASI 90) and Investigator’s Global Assessment (IGA)
score of 0 or 1, indicating clear or almost clear skin], with
no unexpected safety findings over 1 year of treatment.”
Additionally, BE SURE demonstrated that clinical responses
and HRQoL rapidly improved in patients who switched to
bimekizumab after 24 weeks of adalimumab treatment,
achieving similar response levels to patients treated with
bimekizumab for 1 year."”

Here, we report the safety and efficacy of bimekizumab
during BE SURE (NCT03412747) and the BE BRIGHT
open-label extension (OLE) trial (NCT03598790) through 2
years of treatment, by initial patient randomization group, to
understand whether clinical and HRQoL responses observed
over 1 year of treatment with bimekizumab were sustained
over 2 years. Additional considerations included how well
bimekizumab was tolerated, and whether improvements in
responses observed after switching from adalimumab to
bimekizumab were sustained.

Materials and methods

Patients

Patients who completed week 56 of BE SURE were eligible
for enrollment into the BE BRIGHT OLE, provided no with-
drawal criteria were met (outlined previously).”” All patients
entering BE SURE and the BE BRIGHT OLE provided writ-
ten informed consent documented in accordance with local
regulations, the International Conference on Harmonization
Good Clinical Practice requirements, and the ethical princi-
ples originating from the Declaration of Helsinki. At week
56 of BE SURE, patients enrolling into the BE BRIGHT OLE
completed their final study visit assessments, which served
as the BE BRIGHT OLE baseline assessments, and then
received their first dose of open-label bimekizumab.

Study design

At BE SURE baseline, patients were randomized 1:1: 1 to
bimekizumab 320 mg every 4 weeks (Q4W) for 56 weeks;
bimekizumab 320 mg Q4W for 16 weeks then every 8
weeks (Q8W) through weeks 16-56; adalimumab 80 mg
at baseline followed by 40 mg 1 week later and every
2 weeks (Q2W) thereafter until week 24, at which point
patients switched to bimekizumab 320 mg Q4W regardless
of response to adalimumab and continued to receive bime-
kizumab until the end of BE SURE."” After completing the
56-week trial, patients could enroll into the BE BRIGHT OLE
(Figure 1). Patients who did not enroll, or discontinued prior
to week 56, underwent a safety follow-up visit 20 weeks
after their last dose of study treatment.

In the ongoing BE BRIGHT OLE, patients have the
opportunity to receive bimekizumab treatment for at
least 144 weeks, with a safety follow-up visit 20 weeks
after patients’ last dose of study treatment. Therefore,
all patients who enrolled in BE SURE and entered the BE
BRIGHT OLE can receive at least 4 years of treatment.
Here, we report results of an interim analysis up to week
104 from BE SURE baseline (week 48 of the BE BRIGHT
OLE), based on patients’ initial randomization groups (dose
groups during the OLE were combined in this efficacy and
safety analysis).
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On entering the BE BRIGHT OLE, eligible patients were
assigned to their open-label bimekizumab treatment reg-
imen using interactive-response technology, such that
patients and study sites remained blinded to treatment
given during BE SURE. BE BRIGHT open-label treat-
ment assignment was determined by double-blinded
treatment and PASI response at week 56 of BE SURE
(Figure 1). All patients who did not achieve PASI 90 at
BE SURE week 56 received bimekizumab 320 mg Q4W
on entering BE BRIGHT. Week 56 PASI 90 responders
entering BE BRIGHT from the bimekizumab 320 mg Q8W
group continued to receive Q8W dosing, while responders
entering BE BRIGHT from the bimekizumab 320 mg Q4W
group were randomized at a ratio of 4 : 1 to Q4W or Q8W
dosing. At BE BRIGHT week 24, for patients receiving
bimekizumab 320 mg Q4W, if PASI 90 was achieved, the
investigator was permitted to reduce the patient’s dosing
interval from Q4W to Q8W.

Safety outcomes

Treatment-emergent adverse events (TEAEs), serious
adverse events (SAEs), and TEAEs leading to withdrawal,
were prespecified outcomes. TEAEs were defined as any
adverse event (AE) with an onset on or after the first dose
of study treatment and up to 20 weeks after the final dose.
TEAEs were coded according to the Medical Dictionary for
Regulatory Activities version 19.0. SAEs were defined as
any AE meeting one or more of the following criteria: death,
life-threatening, significant or persistent disability/incapacity,
congenital anomaly/birth defect (including that occurring in a
fetus), important medical event, and initial inpatient hospital-
ization or prolongation of hospitalization. Prespecified safety
topics of interest included infections [serious, opportunistic,
fungal, and tuberculosis (TB)], neutropenia, hypersensitiv-
ity, suicidal ideation and behaviour (SIB), depression, major
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cardiovascular events (MACE), liver function test changes/
enzyme elevations, malignancies and inflammatory bowel
disease (IBD). Data were reviewed periodically by cardiovas-
cular and neuropsychiatric adjudication committees. Safety
data are reported as exposure-adjusted incidence rates
(EAIRs) of new cases per 100 patient-years (PYs) and are
reported through weeks 0-24, 24-56 and 56-104 based
on patients’ initial randomization groups. A breakdown of
Candidainfections is reported by initial randomization group.

Efficacy outcomes

Efficacy outcomes are reported based on randomized dos-
ing regimen during the BE SURE double-blinded treatment
period, regardless of bimekizumab dose assigned upon entry
to the BE BRIGHT OLE. Here, we report the PASI 90, IGA
0/1, PASI 100 (complete skin clearance) and Dermatology
Life Quality Index (DLQI) 0/1 (no effect of skin disease on a
patient’s life) response rates through week 104 (BE BRIGHT
OLE week 48).

Statistical analysis

For all efficacy and safety results, descriptive statistics
were used to provide an overview of the results. In the
BE BRIGHT OLE, no statistical hypothesis testing was
performed. For all efficacy endpoints, analyses were per-
formed on the intention-to-treat (ITT) population, including
all patients randomized at BE SURE baseline. Missing data
were primarily accounted for using modified nonresponder
imputation (MNRI), with nonresponder imputation (NRI) and
observed case (OC) data also reported. For mNRI, patients
with missing data following treatment discontinuation owing
to lack of efficacy were considered nonresponders at sub-
sequent timepoints; multiple imputation methodology was
used for all other missing data.

Screening Initial treatment period

BE SURE Study BE BRIGHT OLE

Maintenance period

Open-label treatment period

Bimekizumab 320 mg Q4W

N=478 N=158

111 N =161 — Bimekizumab 320 mg Q4W
randomization

Adalimumab 40 mg Q2W

Week  Week
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@ [ ] . .
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Figure 1 BE SURE and BE BRIGHT OLE study design. At week 56, dose adjustments [bimekizumab 320 mg Q4W or Q8W] occurred based
on>90% improvement from BE SURE baseline in Psoriasis Area and Severity Index response (PASI 90); patients receiving bimekizumab Q4W who
achieved PASI 90 were randomized 4 : 1 to receive bimekizumab 320 mg Q4W or Q8W; patients receiving bimekizumab Q8W who achieved PASI
90 were allocated to bimekizumab Q8W; and all patients who did not achieve PASI 90 were allocated to bimekizumab Q4W. At OLE week 24, dose
adjustments occurred based on PASI 90 response; patients who received bimekizumab Q4W who achieved PASI 90 were switched to bimekizumab
Q8W at the discretion of the investigator. OLE, open-label extension; Q2W, every 2 weeks; Q4W, every 4 weeks; Q8W, every 8 weeks.
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Results

Patient disposition and baseline characteristics

In BE SURE, 478 patients were randomly assigned to
receive bimekizumab 320 mg Q4W (N=158), bimekizumab
320 mg Q4W/Q8W (N=161), or adalimumab followed by
bimekizumab 320 mg Q4W (N=159) (Figure 1). Patient
demographic and clinical characteristics at baseline, which
have been previously reported, were similar across treat-
ment groups and were as expected for a moderate-to-se-
vere psoriasis population targeted for biologic therapy."”

Of patients randomized to bimekizumab Q4W, bimeki-
zumab Q4W/Q8W, and adalimumab/bimekizumab, 137 of
158, 139 of 161, and 131 of 159 entered the BE BRIGHT
OLE, respectively (Figure 2). Discontinuations during the
BE BRIGHT OLE are shown in Figure 2 and Figure S1
(see Supporting Information).

Efficacy

At week 104 (BE BRIGHT OLE week 48), 91.2% and
89.7% of patients randomized to bimekizumab Q4W and
bimekizumab Q4W/Q8W achieved PASI 90, respectively
(mMNRYI) (Table 1 and Figure 3a). These results were similar
to those observed at week 16 of BE SURE, indicating that
initial high responses were maintained through 2 years
of bimekizumab. In patients randomized to adalimumab
followed by bimekizumab, the rapid increase in response
observed following the switch to bimekizumab at BE
SURE week 24 was durable through week 104; at week
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104 (80 weeks after switching to bimekizumab), 96.9%
of patients sustained achievement of PASI 90, following
the rapid increase from 53.9% at week 24 (mNRI). This
week 104 response rate was similar to that in patients
who were initially randomized to bimekizumab at BE SURE
baseline (Table 1 and Figure 3a).

Similar results were observed for IGA 0/1; at week 104,
90.5% of patients randomized to bimekizumab Q4W and
92.6% of patients randomized to bimekizumab Q4W/Q8W
achieved IGA 0/1 (mNRI), which was maintained from week
16 (Table 1 and Figure 3c). For patients initially randomized
to adalimumab who switched to bimekizumab at week 24
of BE SURE, IGA 0/1 responses were durable to week 104
at 96.2%, after increasing rapidly from 60.3% at week 24
(Table 1 and Figure 3b).

High rates of complete skin clearance (PASI 100) were
durable from week 16 to week 104 for patients randomized
at BE SURE baseline to receive bimekizumab, regardless of
maintenance dose; at week 104, 72.3% of patients rand-
omized to Q4W and 68.1% of patients randomized to Q4W/
Q8W achieved PASI 100. For patients randomized to adal-
imumab/bimekizumab, 70.2% achieved PASI 100 at week
104, this was sustained after the rapid increase from 31.8%
following the week 24 bimekizumab switch (mNRI) (Table 1
and Figure 3c).

Improvements in clinical outcomes in the bimekizumab
treatment arms were accompanied by improvements in
HRQol. The proportion of patients achieving DLQI 0/1 at
week 16 of BE SURE was sustained through to week 104,
with 79.8% and 81.3% of patients randomized to bimeki-
zumab Q4W and Q4W/Q8W achieving DLQI 0/1 at week

614 patients assessed
for eligibility in BE SURE
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—| 11 withdrew consent
2 other

478 enrolled in BE SURE

478 randomized in BE SURE

¢ A
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BE BRIGHT OLE Week 48 BE BRIGHT OLE Week 48

126 completed to
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Figure 2 Flowchart showing distribution of patients included in the study. Further details of dose switching during the BE BRIGHT OLE are provided
in Figure S1 (see Supporting Information). A more detailed disposition through week 56 has been reported previously.'” éThe status of one patient at

BE BRIGHT OLE week 48 was pending at the time of the data cutoff. OLE,

open-label extension; Q4W, every 4 weeks; Q8W, every 8 weeks.
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Table 1 Overview of efficacy outcomes in BE SURE (weeks 0-56) and the BE BRIGHT open-label extension (OLE) (weeks 56-104) by initial

randomization group

BE SURE 2-year safety and efficacy, Thaci et al.

Bimekizumab 320 mg Q4W

Bimekizumab 320 mg Q4W/Q8W

Adalimumab/bimekizumab

(N=158) (N=161) (N=159)2
OC, n/N(%) NRI, n(%)> mNRI,% OC,n/N(%) NRI, n(%)P° mNRI,% OC, n/N(%) NRI, n(%)° mNRI,%

PASI 90

Week 16 138/151(91.4)  138(873) 912 137/152(90.1)  137(85.1)  89.4 75/148(50.7)  75(472)  50.2

Week 56  134/140 (95.7)  134(84.8)  92.1  133/143(93.0) 133(826) 89.6  130/133(977) 130(818)  94.3

Week 104 121/129(93.8)  121(76.6) 912  118/125(94.4)  118(733)  89.7  121/123(98.4) 121 (76.1)  96.9
PASI 100

Week 16 95/151(62.9)  95(60.1) 616 99/152 (65.1) 99 (61.5)  62.8 38/148(25.7)  38(23.9)  26.0

Week 56  114/140 (81.4)  114(72.2) 784  113/143(79.0)  113(70.2) 758  106/133(79.7) 106 (66.7)  74.2

Week 104 102/129(79.1) 102 (64.6) 723 100/125(80.0) 100 (62.1)  68.1 98/123(79.7)  98(616)  70.2
IGA 0/1

Week 16 138/151(91.4)  138(873) 918  134/152(88.2)  134(832) 876 91/148 (615)  91(572)  60.3

Week 56 130/140 (92.9)  130(82.3) 912 134/43(93.7)  134(83.2) 925  128/133(96.2) 128(80.5)  93.6

Week 104 118/129(915)  118(7%4.7) 905  120/125(96.0) 120 (745)  92.6  119/123(9%6.7) 119 (%4.8)  96.2
DLQI 0/1

Week 16 98/151(64.9) ~ 98(62.00 638  103/152(678) 103 (64.0)  66.6 741148 (50.0) 74 (46.5)  48.1

Week 56  117/140(83.6) 117 (74.1) 784  127/142(89.4)  127(789) 817  116/132(879)  116(73.00  80.9

Week 104  112/130(86.2)  112(70.9)  79.8  109/125(872) ~ 109 (677) ~ 813  111/124(89.5)  111(69.8) 813

DLQI, Dermatology Life Quality Index; IGA, Investigator's Global Assessment; mNRI, modified nonresponder imputation; NRI, nonresponder im-
putation; OC, observed case; PASI, Psoriasis Area and Severity Index; Q2W: every 2 weeks; Q4W, every 4 weeks; Q8W, every 8 weeks. Data are
presented for patients according to initial randomization group, regardless of bimekizumab BE BRIGHT OLE dosing regimen. For mNRI, patients with
missing data following treatment discontinuation owing to lack of efficacy were considered nonresponders at subsequent timepoints; multiple imputa-
tion methodology was used for all other missing data. The double-blinded treatment period ended at week 56. Week 104 corresponds to OLE week
48. 2Patients received adalimumab 80 mg at baseline followed by 40 mg 1 week later and Q2W thereafter until week 24, when patients switched to
bimekizumab 320 mg Q4W. ®NRI data for weeks 16 and 56 have been previously reported.”” DLQI 0/1 represents a DLQI score of 0 or 1, indicating no
effect of psoriasis on quality of life. IGA 0/1 represents an IGA score of O (clear) or 1 (almost clear) with at least a two-category improvement in IGA
relative to BE SURE baseline, scored on a 5-point scale. PASI 90/100 represents >90%/100% improvement in PASI from BE SURE baseline.

104, respectively. In patients switching from adalimumab
to bimekizumab, DLQI 0/1 responder rates rapidly increased
within 16 weeks and were sustained to week 104; 49.3%
achieved DLQI 0/1 at week 24, and 81.3% achieved DLQI
0/1 at week 104 (mNRI) (Table 1 and Figure 3d).

For patients initially randomized to bimekizumab Q4W/
Q8W (those who received bimekizumab Q4W until BE
SURE week 16, then switched to bimekizumab Q8W) who
continued receiving bimekizumab Q8W in the BE BRIGHT
OLE (n=106), 93.4% (mNRI) achieved PASI 90 at week 104
(NRI 86.8%). Note that only patients who were receiving
Q4W/Q8W in BE SURE and achieved PASI 90 at week 56
continued Q8W dosing in the OLE, as per the study design
(Figure 1).

Safety

Safety data by treatment period (weeks 0-24, weeks 24-56
and weeks 56-104) are presented in Table 2. During weeks
56-104, total exposure time at risk was comparable across
the three treatment groups, at 124.7 PYs, 123.7 PYs and
119.2 PYs for patients initially randomized to bimekizumab
Q4W, bimekizumab Q4W/Q8W and adalimumab, respec-
tively. EAIRs of TEAEs through weeks 56-104 were 157.3,
147.4 and 202.5 per 100 PYs for patients randomized to
bimekizumab Q4W, bimekizumab Q4W/Q8W, and adali-
mumab/bimekizumab at BE SURE baseline, respectively;
EAIRs of serious TEAEs during this period were 3.2, 6.6 and
5.1 per 100 PYs, respectively (Table 2). Apart from oral can-
didiasis and other fungal events classified as opportunistic,
after patients switched from adalimumab to bimekizumab
EAIRs of TEAEs generally decreased.

Discontinuations owing to TEAEs were low over 2 years
and decreased in the second year; 2.4 per 100 PYs in the

bimekizumab Q4W group, 3.2 per 100 PYs in the bimeki-
zumab Q4W/Q8W group and 1.7 per 100 PYs in the adali-
mumab/bimekizumab group (Table 2). One death occurred
in the bimekizumab Q4W group. This patient was a 65-year-
old man with a history of hypertension, brain aneurysm, type
2 diabetes, hyperlipidaemia and smoking, who died owing to
cardiac arrest 2 years after starting bimekizumab treatment.
The event was considered to be due to atherosclerosis, and
was not deemed to be related to treatment.

The three most common overall TEAEs during weeks
56-104 for patients initially randomized to bimekizumab
Q4W, Q4W/Q8W and adalimumab/bimekizumab were
nasopharyngitis, oral candidiasis and upper respiratory tract
infection (Table 2). Overall, cases of oral candidiasis were
predominantly mild or moderate, and EAIRs decreased
between weeks 24-56 and weeks 56-104 for patients
randomized to bimekizumab Q4W and Q4W/Q8W. In the
second year of treatment (weeks 56-104; all patients receiv-
ing bimekizumab), there were 38 patients who experienced
oral candidiasis; the maximum event severity was rated as
mild for 19 patients and moderate for 19 patients, with none
experiencing a severe case. No instances of oral candidiasis
led to treatment discontinuation. Candida infections, chiefly
oral candidiasis, accounted for the majority of fungal infec-
tions reported with bimekizumab treatment (Table S1; see
Supporting Information).

Among the TEAEs of interest during weeks 56-104,
there were no incidences of adjudicated SIB or active
TB, which was consistent with other treatment periods
(Table 2). There was one instance each of IBD, neutropenia
and serious hypersensitivity reaction, and two instances
each of depression and adjudicated MACE. The rates of
serious infections and malignancies were low throughout
the entire 2 years of treatment and were similar between
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Figure 3 Efficacy responses according to randomized treatment group through 104 weeks by initial randomization group [modified nonresponder
imputation (mMNRI)]. (a) Proportion of patients achieving>90% improvement from BE SURE baseline in PASI 90. (b) Proportion of patients achieving
a score of 0 (clear) or 1 (almost clear) with at least a two-category improvement relative to BE SURE baseline in IGA, scored on a 5-point scale (IGA
0/1). (c) Proportion of patients achieving 100% improvement from BE SURE baseline in PASI (PASI 100). (d) Proportion of patients achieving a DLQI
score of 0 or 1 indicating no effect of psoriasis on quality of life (DLQI 0/1). Data are presented for the intention-to-treat (ITT) population by initial
randomization group, regardless of BKZ OLE dosing regimen. Dose adjustments upon entering the OLE were based on PASI 90 status at week

56 and prior dosing regimen in BE SURE. For mNRI, patients with missing data following treatment discontinuation owing to lack of efficacy were
considered nonresponders at subsequent timepoints; multiple imputation methodology was used for all other missing data. ADA, adalimumab;
BKZ, bimekizumab; DLQI, Dermatology Life Quality Index; IGA, Investigator's Global Assessment; OLE, open-label extension; PASI, Psoriasis Area

and Severity Index; Q4W, every 4 weeks; Q8W, every 8 weeks.

treatment groups (Table 2). Elevated liver enzymes were
high, at 15.8 per 100 PYs, in patients who received adali-
mumab during the first 24 weeks, then decreased after the
bimekizumab switch.

Discussion

Results observed in this study confirm that the clinical
response rates achieved after the first 16 weeks were
sustained after 2 years of treatment for patients rand-
omized to bimekizumab in the ITT population, regardless
of bimekizumab Q4W or Q8W maintenance dose regimen,
with no new safety findings. In addition, results suggest
that switching from adalimumab to bimekizumab without
washout, as may be desirable in real-world clinical prac-
tice, does not impose new safety concerns and rapidly

improves responses; patients can achieve and sustain simi-
lar responses to those who received 2 years of bimekizumab
from baseline.

Despite major advances in the treatment of plagque pso-
riasis, some patients never achieve clear skin, lose clear-
ance early in treatment, or lose clearance over time with
current conventional systemics and biologics.3-51819 This is
a concern given the chronic nature of psoriasis and, con-
sequently, patients face lower HRQolL and high cumulative
lifetime burden from psoriasis. Therefore, patients have to
consider switching treatments to obtain better responses.”
In the phase Il extension trial of the IL-17A inhibitor ixeki-
zumab (UNCOVER-3) PASI 90 and PASI 100 were achieved
by 79.7% and 56.3% of patients after 2 years of treatment,
respectively (OC).?2° While not directly comparable, the
higher response rates observed after 2 years with bimeki-
zumab 320 mg Q4W/Q8W in the trial reported here [94.4%
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PASI 90 and 80.0% PASI 100 (OC)] may suggest an addi-
tional benefit from inhibiting IL-17F in addition to IL-17A.

Both bimekizumab randomization groups sustained high
levels of clinical improvement through 104 weeks of treat-
ment, and both had similar safety profiles. While dose adjust-
ments in these groups occurred during the BE BRIGHT OLE,
which may limit the conclusions that can be drawn regard-
ing individual dose regimens from this ITT analysis, most
patients continued to receive their initial Q4\W or Q8W main-
tenance dose through week 104, and both groups demon-
strated similar efficacy responses over time (Figure S1; see
Supporting Information). While there were a higher number
of patients remaining on the bimekizumab Q4W regimen,
these results contribute to the evidence that Q8W is an
effective maintenance dosing regimen for patients treated
with bimekizumab, which reduces patients’ disease and
treatment burden.””?" This suggests that bimekizumab can
be dosed less frequently during the maintenance period
than current IL-17 inhibitors, such as ixekizumab and secuki-
numab, for which the recommended maintenance dosage is
Q4W, and brodalumab, for which Q2W is recommended.??

Bimekizumab was well tolerated and the occurrence of
TEAEs was similar between treatment groups, and gener-
ally decreased over time. The three most common TEAEs
through weeks 0-24, 24-56 and 56-104 were nasopharyn-
gitis, oral candidiasis and upper respiratory tract infection,
similar to those reported in the BE SURE 1-year study.”
For patients randomized to adalimumab, an increased rate
of oral candidiasis was observed during weeks 24-56 fol-
lowing the switch to bimekizumab, although cases were
mainly mild or moderate in severity. Oral candidiasis rates
are higher with bimekizumab than with other IL-17 inhibi-
tors.?3-26 However, all patient groups in the second year of
treatment saw reduced oral candidiasis rates, compared
with the previous period, and rates were lower with bime-
kizumab Q4W/Q8W compared with Q4W. No cases led to
bimekizumab treatment discontinuation.

In addition to skin clearance, controlling inflammation
through the use of biologic therapies may provide patients
with other benefits, such as reducing progression of other
comorbidities.?’-2° Furthermore, more highly controlled
inflammation leads to greater benefits in HRQolL, with PASI
90/100 responders typically experiencing greater benefits in
HRQoL than PASI 75 responders.2° In this study, improve-
ments in skin clearance observed with bimekizumab
were consistent with improvements in HRQol; DLQI 0/1
responder rates were improved at week 16 and were sus-
tained through to week 104 for patients treated with bime-
kizumab.

A key strength of this analysis was the length of obser-
vation (104 weeks), which allowed for a thorough examina-
tion of the maintenance of efficacy and safety of treatment
over time. Another strength of this study was the use of
multiple methods to analyse missing data; in this study,
three different missing data imputation methods were
used (MNRI, NRI'and OC). High levels of efficacy for bime-
kizumab were observed regardless of imputation method.
Although response rates were slightly lower with NRI, this
was expected owing to the stringent nature of this analysis.

A potential limitation of this work is the clinical setting in
which the study was conducted, as biologic treatment survival
is often higher in clinical research than in real-world settings.
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This trend is observed in the real-world observational cohort
study from the British Association of Dermatologists Biologic
Interventions Register (BADBIR). The overall survival rate of
the first course of biologics for 3523 biologic-naive patients
in the first year of treatment was 77%, falling to 53% in the
third year, with the majority of patient discontinuations result-
ing from ineffectiveness.” In future studies, it will be impor-
tant to understand how bimekizumab is tolerated in both the
longer term and in a real-world setting, and whether the high
efficacy levels observed in this study are maintained over 2
years. Additionally, from week 56, the study was an open-la-
bel trial; lack of blinding may have increased the risk of bias.

In summary, clinical and HRQoL responses observed dur-
ing the first 16 weeks of BE SURE in patients randomized to
bimekizumab were sustained through 2 years of treatment
regardless of bimekizumab maintenance dosing regimen,
and switching from adalimumab to bimekizumab resulted
in a rapid substantial and sustained increase in efficacy
responses over the longer term. Bimekizumab was well
tolerated, and no safety signals were identified with longer
exposure to bimekizumab.
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