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Review of bimekizumab in the treatment of psoriasis

Table 1. Efficacy results from phase Il and Ill clinical trials.

Primary Treatment
Trial Endpoint Duration Treatment Groups (% Achieving)
Phase Ilb (BE ABLE) Bimekizumab Q4W Placebo Q4W
PASI 90 12 weeks 64 mg: 46.2% 160 mg: 67.4% 0%
160 mg with 320 mg loading
dose: 75%
320 mg: 79.1%
480 mg: 72.1%
Phase Il (BE VIVID) Bimekizumab Q4W Placebo Ustekinumab Q12W
PASI90 16 weeks 320 mg: 85% 15% 45 mg or 90 mg (based on
weight): 50%
IGA 0/1 16 weeks 320 mg: 84% 5% 45 mg or 90 mg (based on
weight): 53%
Phase Ill (BE READY) Bimekizumab Q4W Placebo
PASI90 16 weeks 320 mg: 91% 1%
IGA 0/1 16 weeks 320 mg: 93% 1%
Phase Ill (BE SURE) Bimekizumab Q4W Adalimumab Q2W
PASI90 16 weeks 320 mq: 86.2%; 40 mg: 47.2%
IGAO/1 16 weeks 320 mg: 85.3% 40 mg: 57.2%
Phase Il (BE RADIANT) Bimekizumab Q4W Secukinumab Q1W(until week 4)
then Q4W
PASI90 16 weeks 320 mg: 61.7% 300 mg: 48.9%
PASI100 48 weeks 320 mg: 67.0% 300 mg: 46.2%

Koppu S, et al. Hum Vaccin Immunother. 2022 ;18 :2119767.



Bimekizumab versus Secukinumab
In Plaque Psoriasis
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Active comparator period
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Reich K, et al. N Engl J Med. 2021 ;385:142.



A Intention-to-Treat Population
[ Bimekizumab, 320 mg every 4 wk (N=373)
Bimekizumab, 320 mg every 4 wk or 8 wk
M Secukinumab, 300 mg every 4 wk (N=370)
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Bimekizumab, 320 mg every 4 wk (N=147)
—@— Bimekizumab, 320 mg every 4 wk, then every 8 wk (N=215)
—l— Secukinumab, 300 mg weekly, then every 4 wk (N=354)
PASI 100

Table 3. Adverse Events Occurring during the Treatment Period.*
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Week 48 Adjusted Risk Differences:

Event

Weeks 0-487

Weeks 16-48::

Bimekizumab

Bimekizumab

Bimekizumab every 4 wk vs. secukinumab:
26.5 percentage points (95% Cl, 17.9-35.1); P<0.001
Bimekizumab every 8 wk vs. secukinumab:
17.3 percentage points (95% Cl, 9.3-25.3); P<0.001
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Week 48 Adjusted Risk Differences:

Bimekizumab every 4 wk vs. secukinumab:
12.8 percentage points (95% Cl, 5.7-19.9)

Bimekizumab every 8 wk vs. secukinumab:
12.3 percentage points (95% Cl, 5.9-18.6)
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Week 48 Adjusted Risk Differences:

Bimekizumab every 4 wk vs. secukinumab:
6.6 percentage points (95% Cl, 0.7-12.5)

Bimekizumab every 8 wk vs. secukinumab:
5.8 percentage points (95% Cl, 0.6-11.0)
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Week 48 Adjusted Risk Differences:

Bimekizumab every 4 wk vs. secukinumab:
11.0 percentage points (95% Cl, 4.1-17.9)

Bimekizumab every 8 wk vs. secukinumab:
8.3 percentage points (95% Cl, 2.1-14.5)

T T T T T T 1

8 12 16 20 24 28 32 36 40 44 48
Week

Bimekizumab Secukinumab every 4 wk every 8 wk
(N=373) (N=370) (N=147) (N=215)
number of patients (percent)
Any adverse event 321 (86.1) 301 (81.4) 119 (81.0) 162 (75.3)
Serious adverse event 22 (5.9) 21 (5.7) 4(2.7) 9(4.2)
Discontinuation of treatment due to adverse event 13 (3.5) 10 (2.7) 3 (2.0) 1 (0.5)
Drug-related adverse event 160 (42.9) 117 (31.6) 46 (31.3) 72 (33.5)
Severe adverse event 26 (7.0) 15 (4.1) 5(3.4) 11 (5.1)
Death 1(0.3) 1(0.3) 0 1(0.5)
Most common adverse events§
Upper respiratory tract infections€| 145 (38.9) 154 (41.6) 35 (23.8) 62 (28.8)
Oral candidiasis 72 (19.3) 11 (3.0) 19 (12.9) 36 (16.7)
Urinary tract infection 25 (6.7) 22 (5.9) 11 (7.5) 10 (4.7)
Adverse events of interest
Serious infection 8(2.1) 8(2.2) 1(0.7) 6 (2.8)
Active tuberculosis 0 0 0 0
Latent tuberculosis 5 (1.3) 4(1.1) 4(2.7) 1(0.5)
Inflammatory bowel disease 1(0.3) 1(0.3) 0 0
Ulcerative colitis 1(0.3) 1(0.3) 0 0
Candida infections 79 (21.2) 17 (4.6) 21 (14.3) 38 (17.7)
Genital candidiasis| 3(0.8) 5(1.4) 0 2 (0.9)
Oral candidiasis 72 (19.3) 11 (3.0) 19 (12.9) 36 (16.7)
Oropharyngeal candidiasis 2 (0.5) 1(0.3) 1(0.7) 0
Skin candida 4(1.1) 2 (0.5) 1(0.7) 1(0.5)
Adjudicated suicidal ideation and behavior 1(0.3) 0 0 0
Suicide attempt 1(0.3) 0 0
Cancers* 5 (1.3) 3(0.8) 1(0.7) 2(0.9)
Nonmelanoma skin cancer 3(0.8) 3(0.8) 1(0.7) 1
Serious hypersensitivity reactions 0 0 0
Adjudicated MACE 0 2 (0.5) 0
Elevated liver enzymesi 21 (5.6) 19 (5.1) 3(2.0) 7 (3.3)

Reich K, et al. N Engl J Med. 2021 ;385:142.




Bimekizumab in patients with active psoriatic arthritis:
results from a 48—week, randomised, double—blind,
placebo—controlled, dose—ranging phase 2b trial
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Ritchlin CT, et al. Lancet. 2020 ;395 :427.



ACRS50 response (%)

ACR50 response (%)

100— ACR50 dose response Placebo group 16 mg bimekizumab 160 mg bimekizumab 160 mg bimekizumab 320 mg bimekizumab
. Correlation statistic 4.6 group group (loading dose) group group
07 pvalve 0-0314 ACR20*
80 Response 8/42 (19%)  22/41 (54%) 30/41 (73%) 25/41 (61%) 21/41 (51%)
2o OR (95% Cl); p value = 4-6 (1.7-12-4); 0:0023 110 (3:9-31.0); <0-0001 62 (2-3-16-8); 0-0003 42 (1-6-11-4); 0-0040
ACR50 (primary outcome)*
60+ Response 3/42 (7%) 11/41 (27%) 17/41 (41%) 19/41 (46%) 10/41 (24%)
50 p=0-0004 OR (95% Cl); p value - 42 (11-15-2); 0-032 8-1(2:3-28-7); 0-0012 97 (2:7-34-3); 0-0004 37 (1:0-13-7); 0-051
p=0-0012 ACR70*
407 Response 2/42 (5%) 5/41 (12%) 8/41 (20%) 13/41 (32%) 6/41 (15%)
304 p=0-032 p=0-051 OR (95% Cl); p value - 2.4 (0-5-11-3); 0-28 4-1(0-9-17-9); 0-065 75 (1-8-31-3); 0-0061 2:9 (0-6-13-4); 0-17
20 PASI75*
Response 2/28 (7%) 13/29 (45%) 18/28 (64%) 20/26 (77%) 19/26 (73%)
10+ OR (95% Cl); p value - 8-8(1-9-39-8); 00048  21-6 (4-6-101-6); 0-0001 347 (7-0-173-3); <0-0001 27-1 (5-6-131-1); <0-0001
0 T T T T ] PASI9O™
Placebo 16 mg 160 mg 160 mg 320mg Response 2/28 (7%) 6/29 (21%) 13/28 (46%) 14/26 (54%) 14/26 (54%)
(n=42) bimekizumab bimekizumab bimekizumab bimekizumab o . | 6 ) ) 8-60-5): 6ec60);
(n=41) (n=41) (loading dose) (n=41) OR (95% Cl); p value = 2:9 (0-6-14-3); 0-19 11-2 (2-4-52:3); 0:0020  12.9 (2-8-60-5); 0-0011 121 (2-6-56-2); 0-0014
PASIL00t 2/28 (7%) 5/29 (17%) 10/28 (36%) 13/26 (50%) 10/26 (38%)
C Re-randonmisation Minimal disease activity ~ 6/42 (14%)  13/41(32%) 19/41 (46%) 17/41 (41%) 12/41 (29%)
1007 : MASES?
Double-blind | Dose-blind period
90- period ; n 20 19 23 22 23
o i Mean change -0-4 (3-5) -23(33) -1-6 (23) -31(2-8) -1.0(3:8)
0 1
| Health Assessment Questionnaire—Disability Index
70 n 42 4 il 4 4
6o i Change from baseline  -0-1 (0-5) -0-2 (0-4) -0-4(0-5) -0-4(0-5) -0-4 (0-5)
i Short-Form 36-item Health Survey
50 /: n 42 41 41 41 41
40 \E/ Mean change 27(8:4) 57(7-8) 7:6 (8-9) 7:5(77) 65 (8-4)
| (physical component
30 i score)
<§/ Mean change (mental ~ -1.2 (7-2) -0-5(77) 2:5(6-9) -1-1(7-0) 17(8-4)
20 | component store)
10- i Psoriatic Arthritis Impact ~ 12/42 (29%)  21/41 (51%) 30/41 (73%) 30/41 (73%) 22/41 (54%)
\; of Disease—9 score <3
OT—77 T : T T T T 1
2 4 8 12| 16 20 24 36 48

Time (weeks) Ritchlin CT, et al. Lancet. 2020 ;395 :427.




Safety and Efficacy of Bimekizumab
in Patients With Active Psoriatic Arthritis:
Three—Year Results From a Phase IIb Randomized
Controlled Trial and Its Open—Label Extension Study

ACRS50 (NRI, OC e
B ( ) Coates LC, et al. Arthritis Rheumatol. 2022 ;74:1959.
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Weeks 0-48t Weeks 48-152 Weeks 0-152%

L]
TR PR me redms Safety and Efficacy of

(n=126;113.2 (n=80;72.9 (N=183;392.7 (N =206; 570.1
patient-years) patient-years) patient-years) patient-years) n n
ny TEAE 94 (74.6) (177.6) 57(71.3)(165.9) 148 (80.9)(94.3) 184 (89.3)(126.4) B" Ileklzuma
Serious TEAEs 8(6.3)(7.9) 0 14(7.7) (3.8) 22 (10.7) (4.1)
Severe TEAEs 5(4.0) (4.6) 2(2.5)(29) 8(4.4)(2.1) 14(6.8) (2.5) n P [ ] n n [ [
Withdrawal due to TEAES 6(4.8) (5.9) 225 3.1 9(4.9) (2.3) 17 (8.3)(3.0) t t W th A t P t
Drug-related TEAEs 43 (34.1)(52.7) 29 (36.3) (57.0) 60 (32.8) (20.0) 97 (47.1) (26.4) I n a I e n s I c Ive s o rl a I c
Death 0 0 0 0 .
Most frequently reported TEAEs (=5%) n
by MedDRA preferred term rl I s -
Nasopharyngitis 12(9.5) (12.0) 11(13.8)(18.4) 19(10.4) (5.2) 37(18.0) (7.6)
Upper respiratory tract infection 12(9.5) (12.0) 8(10.0)(13.2) 20(10.9) (5.5) 34(16.5) (6.8) T h Y R I
Bronchitis 7(5.6) (6.9) 3(3.8)(4.8) 11 (6.0) (2.9) 19(9.2) (3.5) — t F m P h IIb
Oral candidiasis 6(4.8) (6.0) 4(5.0) (6.4) 13(7.1)(3.5) 19(9.2)(3.5) re e ear e s u s ro a as e
Pharyngitis 4(3.2)(3.9) 7(8.8)(11.6) 10(5.5)(2.7) 17(8.3)(3.2) . .
Sinusitis 6(4.8) (5.9) 4(5.0) (6.5) 10(5.5)(2.6) 17(8.3)(3.2)
Randomized Controlled Trial and Its
Psoriatic arthropathy 2(1.6)(1.9) 1(1. 3) (1. 6) 12 (6.6) (3.1) 16(7.8)(2.9)
Respiratory tract infection 8(6.3)(8.0) 2(2.5)(3.2) 4(2.2)(1.0) 15(7.3)(2.8) [
Oral fungal infection 32429 338)(4.7) 9(4.9)(24) 14(6.8)(2.6) O - L b I EXt St d
Tonsillitis 6(4.8) (5.9) 22532 6(3.3)(1.6) 14(6.8) (2.6) p e n a e e n S I o n u
ALT increased 6 (4.8) (6.0) 3(3.8)(4.7) 6(3.3)(1.6) 13(6.3) (2.4)
Safety topics of interest
Serious infections 3(2.4)(2.9) 0 1(0.5)(0.3) 4(1.9)(0.7)
Fungal infections 17(13.5)(17.8) 10(12.5)(16.7) 32(17.5)(9.2) 47 (22.8) (9.7)
Candida infections 9(7.1)(9.1) 5(6.3)(8.1) 16 (8.7) (4.3) 24.(11.7) (4.6) Weeks 0-48t1 Weeks 48-152 Weeks 0-152%
it OmgBz ey 3720mg < cery T
Vulvovaginal candidiasis 0 0 1(0.5)(0.3) 1(0.5)(0.2) 4 weeks 4 weeks Total BKZ Total BKZ
Genital candidiasis 1(0.8)(1.0) 0 1(0.5)(0.3) 1(0.5)(0.2) (n=126;113.2 (n=80;729 (N=183;3927 (N =206; 570.1
Oropharyngeal candidiasis 1(0.8)(1.0) 0 0 1(0.5)(0.2) patient-years) patient-years) patient-years) patient-years)
Fungal infections NEC 9(7.1)(9.0) 4(5.0) (6.3) 17 (9.3) (4.6) 25(12.1) (4.7) ——— -
Oral fungal infection 3(2.4)(2.9) 3(3.8)(4.7) 9(4.9) (2.4) 14.(6.8) (2.6) 'Sr;JBeC“O” site reactions 1@ 8% o 2 (3'83 €:2) g ? Eég; Egg;
Tongue fungal infection 3(2.4)(2.9) 0 4(2.2)(1.0) 5(2.4)(0.9) . : : : ’
Fungal skin infection 0 1013)(16 3(16)(0.8) 4(1.9)(0.7) Depression 1(0.8) (1.0 1(1.3)(1.6) 2(11)(0.5) 4(.9 0.9
Fungal esophagitis 1(0.8)(1.0) 1(1.3)(1.6 1(0.5)(0.3) 3(1.5) (0.5)
Vulvovaginal mycotic infection 2(1.6)(1.9) 0 0 2(1.0)(0.4)
Onochomycosis 0 0 2(1.1)(0.5) 2(1.0)(0.4)
Fungal pharyngitis 0 0 1(0.5)(0.3) 1(0.5)(0.2)
Tinea infections 0 1(1.3)(1.6 1(0.5)(0.3) 2(1.0) (0.4)
Tinea pedis 0 1(1.3)(1.6 0 1(0.5)(0.2) MET A — N ==
Tineas cruris 0 0 1(0.5)(0.3) 1(0.5)(0.2) 1 52 ll:.l it(l_2061§|] I:P 1 8415'] (893%) (0_1 @ ut@ﬁ%g%
Serious hypersensitivity reactions 0 0 0 0 { I I 0 { . J:
Opportunistic infections 1(0.8)(1.0) 1(1.3)(1.6) 1(0.5)(0.3) 3(1.5)(0.5) E % 1 q:l 1
Active tuberculosis 0 0 0 0 (1 264/100A )h EL” 206 5] 22 5] (1076) h 1 @u 0)

Liver enzyme elevation == -
ALT increased 6(4.8) (6.0) 3(3.8)(4.7) 6(3.3)(1.6) 13(6.3)(2.4) Eﬁ@ﬁ%g% (41 /1 OOA E) %%:%,%ﬁ bt
AST increased 4(3.2) (4.0 2(25)(3.1 6(3.3)(1.6) 10(4.9) (1.8)
Hepatic enzymes increased 2(1.6)(1.9) 1(1.3)(1.6 1(0.5)(0.3) 4(1.9)(0.7)
MACE 0 0 0 0
Malignancies 1(0.8)(1.0) 0 0 1(0.5)(0.2)
IBD (0] 0 1(0.5)(0.3) 1(05)(0.2)
Microscopic colitis 0 0 1(0.5) (0.3) 1(0.5)(0.2)
Anterior uveitis 0 0 0 0
Neutropenia 0 1(1.3)(1.6) 52.7)(1.3 6(2.9)(1.1) N - .
L B : 10 o8 Coates LC, et al. Arthritis Rheumatol. 2022 ;74:1959.
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Method: Patients
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Table 6. The CASPAR criteria™

To meet the CASPAR (ClASsification criteria for Psoriatic
ARthritis) criteria, a patient must have inflammatory articular
disease (joint, spine, or entheseal) with =3 points from the
following 5 categories:

1. Evidence of current psoriasis, a personal history of psoriasis, or a
family history of psoriasis.

Current psoriasis is defined as psoriatic skin or scalp disease
present today as judged by a rheumatologist or dermatologist.f
A personal history of psoriasis is defined as a history of pso-
riasis that may be obtained from a patient, family physician,
dermatologist, rheumatologist, or other qualified health care
provider.

A family history of psoriasis is defined as a history of psoriasis
in a first- or second-degree relative according to patient report.

2. Typical psoriatic nail dystrophy including onycholysis, pitting, and
hyperkeratosis observed on current physical examination.

3. A negative test result for the presence of rheumatoid factor by
any method except latex but preferably by enzyme-linked
immunosorbent assay or nephelometry, according to the local
laboratory reference range.

4. Either current dactylitis, defined as swelling of an entire digit, or
a history of dactylitis recorded by a rheumatologist.

5. Radiographic evidence of juxtaarticular new bone formation,
appearing as ill-defined ossification near joint margins (but
excluding osteophyte formation) on plain radiographs of the hand
or foot.

*The CASPAR criteria have specificity of 98.7% and sensitivity of
91.4%.

T Current psoriasis is assigned a score of 2; all other features are
assigned a score of 1.

Supplement
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An Institutional Review Board (IRB)/Independent Ethics Committee (IEC) approved written

Informed Consent form is signed and dated by the patient.

Patient is considered reliable and capable of adhering to the protocol (e.g. able to understand and
complete diaries), visit schedule, or medication intake according to the judgment of the

Investigator.

Patient is male or female at least 18 years of age.

Female patients must be:

Postmenopausal (menopause is defined as 12 consecutive months of amenorrhoea, for

which there is no other obvious pathological or physiological cause),

Permanently sterilised (e.g. tubal occlusion, hysterectomy, bilateral salpingectomy),

Or, if of childbearing potential (and engaged in sexual activity that could result in
procreation), must be willing to use a highly effective method of contraception
throughout the duration of the study until 20 weeks after last administration of
investigational medicinal product (IMP), and have a negative pregnancy test at screening
and immediately prior to the first dose. The following methods are considered highly

effective when used consistently and correctly:

o Combined (oestrogen and progestogen) hormonal contraception associated with

inhibition of ovulation (oral, intravaginal, or transdermal)

o Progestogen-only hormonal contraception associated with inhibition of ovulation

(oral, injectable, or implantable)

o Intrauterine device

o Intrauterine hormone-releasing system

o Vasectomised partner

o Abstinence as a form of birth control is generally not allowed in the study unless

abstinence is in accordance with a patient’s preferred and common lifestyle.

10.

Study personnel must confirm the continued use of abstinence is still in

accordance with the patient’s lifestyle at regular intervals during the study.

Patient has a documented diagnosis of adult-onset PsA classified and meets the Classification
Criteria for Psoriatic Arthritis (CASPAR) for at least 6 months prior to screening with active PsA
and must have at Baseline TJC >3 out of 68 and SJC >3 out of 66 (dactylitis of a digit counts as

one joint each).

Patient must be negative for rheumatoid factor and anti-cyclic citrullinated peptide (CCP)

antibodies.

Patient must have at least one active psoriatic lesion(s) and/or a documented history of psoriasis.

Patient must be considered, in the opinion of the investigator, to be a suitable candidate for
treatment with adalimumab per regional labelling and has no contraindications to receive

adalimumab as per the local label.

Patients who are regularly taking NSAIDs/cyclooxygenase (COX)-2 inhibitors or analgaesics
(including mild opioids) as part of their PsA therapy are required to be on a stable dose/dose

regimen for at least 14 days before Baseline and should remain on a stable dose until week 16.

Patients taking oral corticosteroids must be on an average daily dose of <10 mg/day prednisone or

equivalent for at least 14 days before baseline and should remain on a stable dose until week 16.

. Patient taking methotrexate (MTX) (<25 mg/week) are allowed to continue their medication if

started at least 12 weeks prior to baseline, with a stable dose for at least 8 weeks before
randomisation. Dose, dosing schedule and route of administration (oral or subcutaneous) should
remain stable until week 16. It is strongly recommended that patients taking MTX are also taking

folic acid supplementation.

. Patients taking leflunomide (LEF) (<20 mg/day or an average of 20 mg/day if not dosed daily) are

allowed to continue their medication if started at least 12 weeks prior to baseline, with a stable
dose for at least 8 weeks before randomisation. Dose and dosing schedule should remain stable

until week 16.

. Patient taking sulfasalazine (SSZ) (up to 3 g/day, for arthritis or 4 g/day if in accordance with local

standard of care, hydroxychloroquine (HCQ) (up to 400 mg/day), or apremilast (up to 60 mg/day
and dosed as per local label) are allowed to continue their medication if started 8 weeks prior to
baseline, with a stable dose for at least 4 weeks before randomisation. Dose and dosing schedule

should remain stable until week 16.

Supplement

—Inclusion Criteria—
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8.

Female patients who are breastfeeding, pregnant, or plan to become pregnant during the study or

within 20 weeks following last dose of IMP.

Patients with current or prior exposure to any biologics for the treatment of PsA or psoriasis,
including participation in a bimekizumab clinical study who received at least one dose of IMP

(including placebo).

Patient previously participated in another study of a medication (systemic) under investigation.
Patient must be washed out of the medication for 12 weeks or at least five half-lives prior to the
baseline visit, whichever is greater, or is currently participating in another study of a medication
(systemic) under investigation, with the exception of patients who were screen failures in BE
COMPLETE.

Patient previously participated in another study of a medical device under investigation within the
4 weeks prior to the screening visit or is currently participating in another study of a medical

device under investigation.

Patient has a known hypersensitivity to any excipients of bimekizumab or adalimumab.

Patient is taking or has taken prohibited PsA or psoriasis medications without meeting the

mandatory wash-out period relative to the baseline visit.

Patient has an active infection or history of infections as follows:

*  Any active infection (except common cold) within 14 days prior to Baseline.

e A serious infection, defined as requiring hc ion or intravenous anti-infectives

within 2 months prior to baseline.

e A history of opportunistic, recurrent or chronic infections that, in the opinion of the

investigator, might cause this study to be detrimental to the patient. Opportunistic

infections are infections caused by (e.g.p tis jirovecii,
cryptococcosis) or unusually severe infections caused by common pathogens (e.g.

cytomegalovirus, herpes zoster).

Patient has concurrent acute or chronic viral hepatitis B or C or human immunodeficiency virus
(HIV) infection. Patients who have evidence of or tested positive for hepatitis B or hepatitis C are

excluded.

e A positive test for the hepatitis B virus is defined as:

o Positive for hepatitis B surface antigen; or,

[

bed

Eal

Q

Supplement

—Exclusion Criteria—

o positive for anti-hepatitis B core antibody

e A positive test for the hepatitis C virus (HCV) is defined as:

o positive for hepatitis C antibody (anti-HCV antibody), and

o positive via a confirmatory test for HCV (for example, HCV polymerase chain

reaction)

Patient has received any live (includes attenuated) vaccination within the 8 weeks prior to the
baseline (e.g. inactivated influenza and pneumococcal vaccines are allowed, but nasal influenza

vaccination is not permitted).

Patient has received Bacillus Calmette-Guérin (BCG) vaccinations within 1 year prior to the

baseline visit.

. Patient has known tuberculosis (TB) infection, is at high risk of acquiring TB infection, or has

current or history of nontuberculous mycobacterium (NTMB) infection. A patient with latent
tuberculosis (LTB) (a positive interferon gamma release assay [IGRA] and diagnosis confirmed by
TB specialist) may be rescreened once and enrolled after receiving at least 4 weeks of appropriate
LTB infection (LTBI) therapy and if no evidence of therapy-related hepatotoxicity has occurred
prior to the first injection (alanine aminotransferase [ALT]/aspartate aminotransferase [AST]
remain <3 times upper limit of normal [ULN]). Patient has a past history of active TB involving
any organ system unless adequately treated according to World Health Organization/Center for
Disease Control and Prevention therapeutic guidance and proven to be fully recovered upon
consult with a TB specialist.

proliferative disorder including lympt

and symptoms suggestive of lymphoproliferative disease.

Patient has a history of a ly a and/or current signs

Patient has a di

is of infl y
id arthritis (RA), sarcoid

other than psoriasis or PsA including, but not

limited to rt lupus erytk and reactive
arthritis. Patients with a diagnosis of Crohn’s disease, ulcerative colitis, or other inflammatory
bowel disease (IBD) are allowed as long as they have no active symptomatic disease at screening

or baseline.

Patient had acute anterior uveitis within 6 weeks of baseline.

. Patients with fibromyalgia or osteoarthritis symptoms that in the Investigator’s opinion would

have potential to interfere with efficacy assessments.

>

. Patient has any active malignancy or history of malignancy within $ years prior to the Screening

Visit EXCEPT treated and i cured or basal cell i orin

situ cervical cancer.

17. Patient has a form of psoriasis other than chronic plaque-type (eg, pustular, erythrodermic and
guttate psoriasis, or drug-induced psoriasis).

18. Patient has had major surgery (including joint surgery) within the 3 months prior to Baseline, or
planned surgery within 6 months after entering the study.

19. Patient has any systemic disease (i.c. Y logical, renal, liver, bolic, GI,
i i i )! ete.) i by the to be d, unstable or
likely to progress to a clinically significant degree during the course of the study.

20. Patient has had myocardial infarction or stroke within the 6 months prior to the screening visit.

21. Patient has laboratory abnormalities at screening, including any of the following:

e >3x ULN of any of the following: ALT, AST, alkaline phosphatase (ALP); or >ULN total
bilirubin (>1-5xULN total bilirubin if known Gilbert’s syndrome)

o White blood cell count <3-0x10%/uL

o Absolute neutrophil count <1-5x10%/uL

e Lymphocyte count <500 cells/uL.

e Haemoglobin <85 g/dL

o Creatinine >2 mg/dL

e Any other laboratory abnormality, which, in the opinion of the investigator, will prevent
the patient from completing the study or will interfere with the interpretation of the study

results.

Individual screening tests for which the results are in error, borderline, or indeterminate for inclusion in
the study, can be repeated once for confirmation during the screening period. Upon retesting, patients

whose results remain outside this threshold should not be randomised.

22. Patient has any other condition including medical or psychiatric which, in the investigator's

judgment, would make the patient unsuitable for inclusion in the study.

23.

24.

25.

26.

27.

28.

Presence of active suicidal ideation, or positive suicide behavior using the “Screening” version of
the electronic Columbia-Suicide Severity Rating Scale (eC-SSRS) with either of the following

criteria:

e Patient has a history of a suicide attempt within the 5 years prior to the Screening Visit.

e Patients with a history of a suicide attempt more than 5 years ago should be evaluated by
a mental healthcare professional (e.g. locally licensed psychiatrist, psychologist, or

master’s level therapist) before enrolling into the study.

e Patient has suicidal ideation in the past month prior to the screening visit as indicated by a
positive response (“Yes”) to either Question 4 or Question 5 of the “Screening” version

of the eC-SSRS

Patient has presence of moderately severe major depression, or severe major depression, indicated
by a Score >15 using the screening PHQ-9. Medication used to treat depression should be stable

for 8 weeks prior to Baseline.

Patients taking PsA medications other than MTX, SSZ, apremilast, HCQ, LEF, NSAIDs/COX-2
inhibitors, and oral corticosteroids as outlined in the Inclusion criteria. Stable doses/regimens of

analgaesics are also permitted.

Patient has a history of chronic alcohol or drug abuse within 6 months prior to screening evaluated
by the investigator based on medical history, site interview, and results of the specified urine drug

screen.

Patient is a member of investigator site personnel directly affiliated with this study and/or their
immediate families. Immediate family is defined as a spouse, parent, child, or sibling, whether

biological or legally adopted.

Patient is a UCB employee or is an employee of third-party organisations involved in the study.
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Method: Randomisation and masking
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Method: Procedures
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Method: Procedures
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Method: Outcomes
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Method: Outcomes
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ACR Core set

PASI score

Disease activity
measure

Method of
assessment

1. Tender joint coumtt

2. Swollen joint count?

3. Patient's assessment of pain

4. Patient's global assessment of
disease activity

5. Physician's global assessment
of disease activity

6. Patiest’s assossment of
physical fusction

7. Acute-phase reactant value

ACR tender joint count (see ref. 47), an assessment of 68
joints. The joiat count should be done by scoring
several differeat aspects of tenderness, as assessed by
pressare and jount mamspulation oa physical
cxamenation. The imformation on various types of
tenderacss should then be collapsed into a single
tender-versas-aontender dichotomy.

ACR swollea joiat count (see ref. 47), an assessment of
66 joints. Joiats are classified as either swollen or not
swollen

A borizoatal visual asalog scale (usually 10 cm) or Likert
scale sasessment of the patient’s current level of pain,

The paticat’s overall assessment of how the arthritis is
doteg. One acceptable method for determining this is
the question from the AIMS instrument: ‘Considering
all the ways your arthritis affects you, mark ‘X' on the
borizoatal, viseal asalog scale (wsually 10 cm) should
be provided. A Likert scale response is also
acceptable

A horizontal visual asalog scale (usually 10 cm) or Likert
scale measure of the physician's assessment of the
pationt’s cwrrest discase activity

Any patweat self-asserament instrument which has been
vahdated, has rellability, has been proven in RA trials
10 be sensitive to change, and which measures physical
fenction in RA patients is scceptable. Instruments
which have boen demonstrated to be sensstive in RA
trials inchede the AIMS, the HAQ, the Quality (or
Index) of Well Being, the MHIQ, and the MACTAR.

A Westergrena erytheocyte sedimentation rate or a
C-reactive protein level.

David T, et al. Arthritis and Rheum. 1993 ;36 :6.
Feldman SR, et al. Ann Rheum Dis. 2005 ;64 :65.

Table 1 Elements of the Psoriasis Area and Severity Index (PASI)*

Head Upper exiremities Trunk Lower exiremities

Rednesst

Thicknesst

Scalet

Sum of rows 1, 2, and 3

Area scoret

Score of row 4xrow 5xthe area multiplier row 4xrow 5x0.1 row 4xrow 5x0.2 row 4xrow 5x0.3  row 4xrow 5x0.4
Sum row 6 for each column for PASI score

NOOA~AWN—

*Steps in generating PASI score

(a) Divide body into four areas: head, arms, trunk to groin, and legs to top of buttocks.

(b) Generate an average score for the erythema, thickness, and scale for each of the 4 areas (0=clear; 1-4 =increasing severity)t.

(c) Sum scores of erythema, thickness, and scale for each area.

(d) Generate a percentage for skin covered with psoriasis for each area and convert that to a 0-6 scale (0=0%; 1=<10%; 2=10-<30%; 3=30-<50%; 4=50-
<70%; 5=70-<90%; 6=90-100%).

(e) Multiply score of item (c) above times item (d) above for each area and multiply that by 0.1, 0.2, 0.3, and 0.4 for head, arms, trunk, and legs, respectively.
(f) Add these scores to get the PASI score.

tErythema, induration and scale are measured on a 0-4 scale (none, slight, mild, moderate, severe)

tArea scoring criteria (score: % involvement)

0: 0 (clear)

<10%

: 10-<30%

30-<50%

50-<70%

70-<90%

: 90-<100%

SOh N =

MDA

A core set definition therefore places patients with PsA in
MDA when they meet 5/7 of the following criteria:
» Tender joint count <1

» Swollen joint count <1
» PASI <1 or BSA <3

Patient pain VAS <15
Patient global activity VAS <20
HAQ <0.5

Tender entheseal points <1

vV vYyy

Coates LC, et al. Ann Rheum Dis. 2010 ;69:48.




Table 5
Components included in disease activity measure.

Joints Entheses Dactylitis Spine PtGA PtP EGA Physical function Skin CRP

Multi-dimensional scores
CPDAI

+ + + + — - - + + —
GRACE/AMDEF’>77 + - - - + + - + + -
MDA + + — - + + - + + —
PASDAS + + + - + -+ + +
Unidimensional Arthritis score
DAPSA + - - — + + - - - +

CPDAI, composite psoriatic disease activity index; DAPSA, disease activity index for psoriatic arthritis; GRACE, Group for
Research and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA) composite exercise; AMDF, Arithmetic Mean of Desir-
ability Function; MDA, minimal disease activity; PASDAS, Psoriatic arthritis disease activity score; CRP, C-reactive protein; EGA,
evaluator (physician) global assessment; PtGA, patient global assessment; PtP, Patient Pain assessment.

CPDAI

Spinal disease

Enthesitis

GRACE

Psoriasis

Quality of
life

PASDAS  Patient Pain

\ global

Function
CRP

MDA

Fig. 1. Venn diagram of multi-dimensional composite disease activity measures for PsA and their assessed domains.

Supplement

MDAXEf## ~EKREBFRENIEDIEIRT, PsA
[CHITET2TOIEZELTEALLNS.

240 KA VR LBRIE 5 (L TES A
FETH5.
K2, BREOETEEEN H3.

Kerschbaumer A et al.
Best Pract Res Clin Rheumatol. 2018 ;32 :401.



Method: Outcomes
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Method: Outcomes
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Method: Statistical analysis
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Method: Statistical analysis
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Method: Statistical analysis
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Method: Statistical analysis
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Method: Study design

Screening Double-blind period Active treatment-blind period

Extension study to

n=281 i . evaluate response to
............... .I Placebo I Bimekizumab 160 mg every 4 weeks I N treatment and
: long-term safety
2:3:1 i n=431
N=852 [rroemvvereegrrmsemmnseeeens >| Bimekizumab 160 mg every 4 weeks I

Safety follow-up visit 20

faanennnnentaces » Reference Arm (adalimumab 40 mg every 2 weeks) -" wee.ks after last dqse fOl'
patients not enrolling in

the extension study

14-35 days 16 24 52

: Primary endpoint Week 24
Basel
ACRS50 Interim analysis



Bimekizumab In patients with psoriatic arthritis, naive to
biologic treatment: a randomised, double—blind, placebo-

controlled, phase 3 trial (BE OPTIMAL)

Introduction
Method

Result
Discussion



1163 patients screened for eligibility

311 excluded on screening
245 ineligible
30 withdrew consent
25 other
7 adverse events
4 lost to follow-up

852 randomly assigned

v

431 assigned to 160 mg bimekizumab

A 4

281 assigned to placebo

16 discontinued treatment
8 adverse events

> 6 withdrew consent

2 other

v

v

v

140 assigned to 40 mg adalimumab

10 discontinued treatment
4 withdrew consent

> 2 adverse events

2 lack of efficacy

2 lost to follow-up

>

Result

Reference group

3 discontinued treatment
2 adverse events
1 withdrew consent

v

v

Plicebo Bimleﬁl:}izr:;nab (adalimumab 40 All })}tients
(n=281) (n=431) l_ng) (n=852)
(n=140)

Any important protocol deviation 38 (13-5%) 48 (11-1%) 18 (12-9%) 104 (12-2%)
Inclusion criteria deviation 3 (1:1%) 3(0-7%) 1 (0-7%) 7 (0-8%)
Exclusion criteria deviation 0 0 0 0
Withdrawal criteria deviation 1 (0-4%) 0 0 1 (0-1%)
Prohibited concomitant medication use 14 (5-0%) 14 (3-:2%) 7 (5:0%) 35 (4:1%)
Incorrect treatment or dose 2 (0:7%) 4 (0-9%) 0 6 (0-7%)
Treatment non-compliance 0 0 0 0
Procedural non-compliance 17 (6:0%) 22 (5:1%) 6 (4:3%) 45 (5:3%)
COVID-19 visit deviation 3(1:1%) 7 (1:6%) 5(3:6%) 15 (1-8%)
COVID-19 treatment deviation 0 1(0-2%) 0 1(0-1%)
COVID-19 termination 0 0 0 0
COVID-19 other important protocol deviation 0 0 0 0

A 4
414 completed double-blind 1 completed double-blind period 271 completed double-blind 136 completed double-blind 1 completed double-blind period
period to week 16 not on randomly assigned period to week 16 period to week 16 not on randomly assigned
treatment™® treatment™
10 discontinued treatment 2 discontinued treatment 3 discontinued treatment
4 withdrew consent 1 withdrew consent 3 adverse events
! 3 lost to follow-up | 1lother !
2 adverse events
1 lack of efficacy
A A 4

404 completed to week 24 1 completed week 24 not on 269 completed to week 24 133 completed to week 24 1 completed week 24 not on

randomly assigned treatmentt

randomly assigned treatmentt

2019438 HM©2021E108 25 HDREC1163FIM B RSN, 8525V HEAE A& (C

FNLHThniz
852451821451 (96%) H'16:E H DA =5 T L, 806451 (95%) h'24:E H M;aE=5C T L.



[ P,

Placebo Bimekizumab Reference group All patients
(n=281) 160 mgevery (adalimumab (n=852)
4 weeks 40 mg every
(n=431) 2 weeks;
n=140)*

Age, years 487 (11.7) 485 (12-6) 49-0 (12-8) 487 (12-3)
Gender

Male 127 (45%) 201 (47%) 71(51%) 399 (47%)

Female 154 (55%) 230 (53%) 69 (49%) 453 (53%)
BMI, kg/m? 296 (6-1) 292 (6:8) 284 (5-9) 292 (6-4)
Race, Whitet 270 (96%) 410 (95%) 133 (95%) 813 (95%)
Time since first psoriatic arthritis 5-6 (6'5) 6-0 (7-3) 6-1(6-8) 5-9 (7-0)
diagnosis, yearst
Any conventional synthetic DMARD 192 (68%) 301 (70%) 99 (71%) 592 (69%)
at baseline

Methotrexate at baseline 162 (58%) 252 (58%) 82 (59%) 496 (58%)
TJC of 68 joints 171 (12°5) 16-8 (11-8) 175 (13-1) 17.0 (12:2)
SJCof 66 joints 9-5(7-3) 9.0 (6-2) 96 (7-1) 92 (6-7)
High-sensitivity CRP =6 mg/L 121 (43%) 158 (37%) 44 (31%) 323 (38%)
Affected BSA =3% 140 (50%) 217 (50%) 68 (49%) 425 (50%)
PASI score§ 7-9 (5:6) 82 (6-8) 85 (7-6) 81 (6-6)
Bone erosion =1 or high-sensitivity 236 (84%) 365 (85%) 116 (83%) 717 (84%)
CRP =6 mg/L or both
Bone erosion =1 210 (75%) 341 (79%) 105 (75%) 656 (77%)
HAQ-DI scored] 0-89 (0-61) 0-82 (0-59) 0-86 (0-54) 0-85 (0-59)
PtAAP scoreq 56-8 (23-2) 53-6 (24-3) 567 (23-9) 552 (23-9)
PhGA score|| 572 (151) 57-2(16-3) 57-3(17-5) 57-2(161)
PGA scoreq] 58.6 (235) 54-4 (23-4) 571 (21-8) 56-2 (23-2)
SF-36 PCS scoreq] 36-9(97) 38:1(9-4) 376 (8-8) 37:6(9-4)
Presence of enthesitis**1t 70 (25%) 143 (33%) 36 (26%) 249 (29%)

LEI score 2:9 (15) 2.5 (1-5) 2:3(1-6) 2:6 (1-5)
Presence of dactylitist1S§S§ 33(12%) 56 (13%) 11 (8%) 100 (12%)

Dactylitic sites 1.5(0-6) 1-4(0-8) 1-4(07) 1-4(0-8)

LDI'score 47-3 (41.1) 467 (54-3) 497 (31-9) 473 (47-8)

B L N

fa/N MOCAN L_._..f___ _.__ ron -

mm A m_a_t MAAADN o

—

Reference
Bimekizumab group
Placebo 160 mg every (adalimumab All patients
(n=281) 4 weeks 40 mg every 2 (n=852)
(n=431) weeks)
(n=140)

Geographic region

Asia 28 (10-0%)
179 (63-7%)
33 (11-7%)
41 (14-6%)

45 (10-4%)
266 (61-7%)
54 (12-5%)
66 (15-3%)

15 (10-7%)
89 (63-6%)
16 (11-4%)
20 (14-3%)

88 (10-3%)
534 (62-7%)
103 (12-1%)
127 (14-9%)

Eastern Europe
North America
Western Europe

Racial group?

American

Indian/Alaskan 0 1 (0-2%) 0 1 (0-1%)

native

Asian 7 (2:5%) 17 (3:9%) 4 (2-9%) 28 (3:3%)

Black 0 1 (0:2%) 1 (0-7%) 2 (0-2%)

Native Hawaiian

or other Pacific 0 0 0 0

Islander

White 270 (96-1%) 410 (95-1%) 133 (95:0%) 813 (95-4%)

Other/mixed 4 (1-4%) 1 (0:2%) 0 5 (0-6%)

Missing 0 1 (0-2%) 2 (1-4%) 3 (0-4%)
PsA subtype

Polyarticular

(symmetric 181 (64-4%) 271 (62-9%) 72 (51-4%) 524 (61-5%)

arthritis)

Oligoarticular

(asymmetric 76 (27:0%) 118 (27-4%) 53 (37-9%) 247 (29:0%)

arthritis)

N—A54 VD525t 49645 (58%) WA M L F Y — MR EBE
&S (TTHDN, 42545 (50%) Hi’'BSA3%LL E DEZEEEHF LTLVE.



Result: Primary Outcome

Week 16 Week 24
Placebo (n=281)  Bimekizumab Bimekizumab vs placebo, OR  Reference group Placebo to Bimekizumab Reference group
160 mg every or least squares mean (adalimumab bimekizumab 160 mg every (adalimumab
4 weeks (n=431) difference (95% Cl) 40 mg every 160 mg every 4 weeks (n=431) 40 mg every
2 weeks; n=140)* 4 weeks (n=281)t 2 weeks; n=140)*
Primary efficacy endpoint
ACR50 response 28 (10%) 189 (44%) OR 71 (4-6 t0 10-9); 64 (46%) 101 (36%) 196 (45%) 66 (47%)
p<0-0001

EXXZAVYTEEL, To0REECEEA16:8 B ICF ZEF(IE H WACRS0ICZER LIZEEZ D
ZNShEh-oL.

BRI RSNV, TATOMBIRIREHT 3 E BT —BLE

Jlnl




A

ACR20 (NRI)

—®- Placebo (n=281)

- @ - Placebo with switch to bimekizumab, 160 mg every 4 weeks (n=281)
—@- Bimekizumab 160 mg every 4 weeks (n=431)

—— Reference group (adalimumab 40 mg every 2 weeks; n=140)

ACR50 (NRI; primary endpoint)

ACR70 (NRI)

100+ : : _

?g/ 80 68-6% 707% - -

= e T 5 _

& , 62-2‘1/@. L 45.7% 47-1%

o o 62:3% 4559

S L - :l 43.90/1 _____ 0390 ] 30-0%

5 VL — ® 29.2%
24% . e 7 ----®

§- : ~10.0% i 18-9%

| | | | | | | T | | |
0O 4 8 12 16 20 24 0O 4 8 12 16 20 24 0O 4 8 12 16 20 24
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B PASIZ5 (NRI)* PASI9O (NRI)* PASI100 (NRI; complete skin clearance)*
—®- Placebo (n=140)
- @ - Placebo, with switch to bimekizumab, 160 mg every 4 weeks (n=140)
—@- Bimekizumab 160 mg every 4 weeks (n=217)
—— Reference group (adalimumab 40 mg every 2 weeks; n=68)

100~ : -
€ : '
& L 77.4% 81.1%
= 2 7579 |
q) 1 ”’ . 0
% /"\“/\0
8 | 66:2% 58-8%
Y= ’
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S X
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C Minimal disease activi ty compo site (NR| )1_ Supplementary Figure SS. Proportion of patients achieving VLDA to week 24
100

— . VLDA (NRI)
S \
u 80- :
k3 : 100
) 1
5 60 — | 45-0% 48.5% 80 -
S  o——p—° 47:9% S
2  450%) _--"" 377% § 40
S 20+ et a 22.3%
o =y 20 20.0%
=  13:2% ®11 70,
o ' - = F11.7%
0 | | | ! | | 0 :
0 4 8 12 16 20 24 0 4 8 12 16 20 24
Time since first dose (weeks)
——@— Placebo; n=281
—®- Placebo (n=281) — @ ' Placebo, with switch to bimekizumab, 160 mg every 4 weeks; n=281
- @ - Placebo, with switch to bimekizumab, 160 mg every 4 weeks (n=281) —@— Bimekizumab 160 mg every 4 weeks; n=431
—@- Bimekizumab 160 mg every 4 weeks (n=431) Reference arm (adalimumab 40 mg every 2 weeks); n=140

—— Reference group (adalimumab 40 mg every 2 weeks; n=140)
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Week 16

Week 24

Placebo (n=281)

Bimekizumab
160 mg every
4 weeks (n=431)

Bimekizumab vs placebo, OR
or least squares mean
difference (95% Cl)

Reference group
(adalimumab

40 mg every

2 weeks; n=140)*

Placebo to
bimekizumab
160 mg every

4 weeks (n=281)t

Bimekizumab
160 mg every
4 weeks (n=431)

Reference group
(adalimumab

40 mg every

2 weeks; n=140)*

Ranked secondary endpoints

HAQ-DI score change from baseline

PASI9O responses

SF-36 PCS change from baseline

~0-09 (0-03)

4 (3%) of 140

2:3(0-5)

~0-26 (0:02)

133 (61%) of 217

6-3(0-4)

Least squares mean
difference -0-19

(-0-26 to -0-13); p<0-0001
OR 63-0 (22-2 t0 178:9);
p<0-0001

Least squares mean

difference 4-3 (3-2to 5-4);
p<0-0001

MDA response

37 (13%)

194 (45%)

OR 5-4 (37 to 8-1); p<0-0001

vdHmMTSS change from baseline
(subgroup); number of patients, n

0-36 (0-10); 227

0-01 (0-04); 361

Least squares mean
difference -0-33
(-0-52 to -0-13); p=0-0012

Complete resolution of enthesitis
(pooled)S§

Complete resolution of dactylitis
(pooled)S§

37 (35%) of 106

24 (51%) of 47

124 (50%) of 249

68 (76%) of 90

OR1-9 (1-2 to 3-1); p=0-0083

OR 3-4 (1-6 to 7-6); p=0-0022

vdHmMTSS change from baseline
(overall); number of patients, n

0-31(0-09); 269

EXFZYT

0-01 (0-04); 420

EE TS5 ERNEEICEEA 1658 B 0

Least squares mean
difference -0-28
(-0-45to -0-11); p=0-0012

E4

-0-33(0-04)

28 (41%) of 68

68 (0-8)

63 (45%)

~0-06 (0-08); 112

18 (50%) of 36

9(82%) of 11

-0-03 (0-07); 135

~0-28 (0-03)

86 (61%) of 140

62(0-5)

106 (38%)

BEMNEITHEEICDE

~0-30 (0-02)

158 (73%) of 217

7-3(0-4)

209 (48%)

Tz,

~0-34(0-05)

32 (47%) of 68

7-3(0-8)

67 (48%)




Week 16

Week 24

Placebo (n=281)

Bimekizumab
160 mg every
4 weeks (n=431)

Bimekizumab vs placebo, OR
or least squares mean
difference (95% Cl)

Reference group
(adalimumab
40 mg every

2 weeks; n=140)*

Placebo to
bimekizumab
160 mg every

4 weeks (n=281)1

Bimekizumab
160 mg every
4 weeks (n=431)

Reference group
(adalimumab

40 mg every

2 weeks; n=140)*

Additional efficacy outcomes

ACR20 response 67 (24%) 268 (62%) 96 (69%)
ACR70 response 12 (4%) 105 (24%) 39 (28%)
PASI75 responsef 18 (13%) of 140 168 (77%) of 217 45 (66%) of 68
PASI100 responset 3(2%) of 140 103 (47%) of 217 14 (21%) of 68
VLDA 3(1%) 63 (15%) 22 (16%)

IGA O or 1 response 5 (4%) of 129 103 (50%) of 204 21 (34%) of 62
HAQ-DI MCID|| 71(32%)0f221 161 (51%)of 318 63 (55%) of 115
PsAID-12 change from baseline -0-5(0-1) -1-8 (0-1) -21(0-2)
PtAAP change from baseline -6-2(1.5) -23-6 (1-3) -257(25)
FACIT-Fatigue change from 1.5(0-5) 3:9(0-4) 5.0 (0-7)

baseline

16

NEEAMEXNDF RS LVEKILER

175 (62%)

3(19%)

76%) of 140

0 (43%) of 140

3 (12%)

2 (48%) of 129

106 (48%) of 221
~1.8(01)

~22.7 (1-6)

4:5(0-5)

106

~ o~ o~ o~ o~ o~

+= =3

| I:lll.n\

282 (65%)
126 (29%)
176 (81%) of 217
122 (56%) of 217
96 (22%)
(59%)

120 (59%) of 204

170 (53%) of 318
-2:0(0-1)
-27-0 (1-4)
4-5(0-4)

9 (71%)

2 (30%)

0 (59%) of 68

26 (38%) of 68

8 (20%)

27 (44%) of 62

64 (56%) of 115

-2:2(02)

-272(27)
52(0-8)




Week 0-16 Week 0-24
Placebo (n=281) Bimekizumab Reference group  Placebo to Bimekizumab Reference group
160 mg every (adalimumab bimekizumab 160 mg 160 mg every (adalimumab
4 weeks (n=431) 40 mg every every 4 weeks 4 weeks (n=431) 40 mg every
2 weeks; n=140)  (week 16-24; n=271)* 2 weeks; n=140)

Any TEAE 139 (49%) 258 (60%) 83 (59%) 95 (35%) 300 (70%) 96 (69%)
Serious TEAE 3(1%) 7 (2%) 2 (1%) 3(1%) 17 (4%) 5(4%)
Discontinuation due to TEAE 3 (1%) 8 (2%) 3(2%) 0 12 (3%) 7 (5%)
Drug-related TEAE 35 (12%) 101 (23%) 34 (24%) 27 (10%) 122 (28%) 43 (31%)
Severe TEAE 0 4 (1%) 3(2%) 1(<1%) 9 (2%) 3(2%)
Deaths 0 0 0 0 0 0
Most frequent TEAEsT

Nasopharyngitis 13 (5%) 40 (9%) 7 (5%) 8 (3%) 50 (12%) 12 (9%)

Upper respiratory tract infection 18 (6%) 21 (5%) 3(2%) 5(2%) 26 (6%) 5(4%)

Headache 7 (2%) 20 (5%) 2 (1%) 6 (2%) 20 (5%) 3 (2%)

Diarrhoea 7 (2%) 16 (4%) 5 (4%) 1(<1%) 20 (5%) 5(4%)

Oral candidiasis 0 9 (2%) 0 1(<1%) 15 (3%) 0

Pharyngitis 4 (1%) 11 (3%) 2 (1%) 3(1%) 15 (3%) 2 (1%)

Hypertension 11 (4%) 12 (3%) 4 (3%) 5(2%) 14 (3%) 4 (3%)

Urinary tract infection 4 (1%) 9 (2%) 3 (2%) 4 (1%) 14 (3%) 3(2%)

Oral herpes 3 (1%) 5(1%) 3 (2%) 0 7 (2%) 6 (4%)

Increased alanine 2 (1%) 3 (1%) 7 (5%) 1 (<1%) 4 (1%) 8 (6%)

aminotransferase

Injection site erythema 0 1(<1%) 4 (3%) 0 2 (<1%) 5 (4%)
Infections 56 (20%) 131 (30%) 35 (25%) 41 (15%) 170 (39%) 41 (29%)

Serious 0 1(<1%) 1(1%) 0 3(1%) 2 (1%)

Opportunistic 0 0 1(1%) 3(1%) 1(<1%) 1(1%)

Active tuberculosis 0 0 0 0 0 0

SARS-CoV-2 infections 0 0 0 1(<1%) 1(<1%) 0

F16EFTICEAF AT T 4314 0
258451 (60%), 75tzihE$28145Hn
139151 (49%) . 75" L\ 7 & 14045
8345l (59%) ML 1a<EEH1 DD TEAEN
ESNTE.
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(EXEXXITEE:81[2%],
ToREE 3B [1%],
PHYLITEE:3051[2%]).



Week 0-16 Week 0-24

Placebo (n=281) Bimekizumab Reference group  Placebo to Bimekizumab Reference group
160 mg every (adalimumab bimekizumab 160 mg 160 mg every (adalimumab
4 weeks (n=431) 40 mgevery every 4 weeks 4 weeks (n=431) 40 mg every

2 weeks; n=140)

(week 16-24; n=271)*

2 weeks; n=140)

Fungal infections 4 (1%) 20 (5%) 1(1%) 7 (3%) 33 (8%) 1(1%)
Candida infections 2 (1%) 11 (3%) 0 4 (1%) 18 (4%) 0
Oral candidiasis 0 9 (2%) 0 1 (<1%) 15 (3%) 0
Vulvovaginal candidiasis 2 (1%) 1(<1%) 0 2 (1%) 1(<1%) 0
Oesophageal candidiasis 0 0 0 1 (<1%) 1(<1%) 0
Skin candida 0 1(<1%) 0 0 2 (<1%) 0
Fungal infections not elsewhere 2 (1%) 9 (2%) 0 2 (1%) 15 (3%) 0
classified
Fungal skin infection 0 3 (1%) 0 0 5(1%) 0
Tongue fungal infection 0 3 (1%) 0 0 3 (1%) 0
Oral fungal infection 0 2 (<1%) 0 0 4 (1%) 0
Onychomycosis 0 1(<1%) 0 0 1(<1%) 0
Fungal oesophagitis 0 0 0 1(<1%) 0 0
Laryngitis fungal 0 0 0 1(<1%) 0 0
Vulvovaginal mycotic infection 2 (1%) 0 0 0 3(1%) 0
Tinea infections 0 0 1(1%) 1 (<1%) 1 (<1%) 1(1%)
Tinea pedis 0 0 0 0 1 (<1%) 0
Tinea versicolour 0 0 1(1%) 1 (<1%) 0 1(1%)
Serious Candida infections 0 0 0 0 0 0
Systemic fungal infections 0 0 0 0 0 0
Candida infections leading to study 0 1(<1%) 0 0 1(<1%) 0

discontinuation
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Week 0-16 Week 0-24

Placebo (n=281) Bimekizumab Reference group  Placeboto Bimekizumab Reference group
160 mg every (adalimumab bimekizumab 160 mg 160 mg every (adalimumab
4 weeks (n=431) 40 mg every every 4 weeks 4 weeks (n=431) 40 mg every
2 weeks; n=140)  (week 16-24; n=271)* 2 weeks; n=140)
Neutropenia 1(<1%) 5 (1%) 1(1%) 1(<1%) 5(1%) 2 (1%)
Serious hypersensitivity 0 0 0 0 0 0
Injection site reactions 3 (1%) 5(1%) 7 (5%) 1(<1%) 6 (1%) 11 (8%)
Adjudicated suicidal ideation and 0 0 0 0 0 0
behaviour
Adjudicated major adverse 0 0 0 0 1(<1%) 0

cardiovascular event

Liver function test changes or enzyme concentration increasess

Alanine aminotransferase more 0 5 (1%) 2 (1%) 0 6 (1%) 5 (4%)
than three times upper limit of

normal

Aspartate aminotransferase or 0 5(1%) 3(2%) 0 7 (2%) 6 (4%)

alanine aminotransferase more
than three times upper limit of

normal
Adjudicated inflammatory bowel 0 0 0 0§ 1(<1%)9 0
disease —_—
Malignancies 1(<1%) 1(<1%) 0 1(<1%) 2 (<1%) 0
Breast cancer stage | 1(<1%) 0 0 0 0 0
Non-melanoma skin cancers 0 1(<1%) 0 1 (<1%) 2 (<1%) 0

16:8 B F CICEMEESZN261FEL, EAFZIITE T (1% K/ EE#aE), ToURBETIHI(1%KRE/ FEAT— VI
/BRI 1E) THoT.



Bimekizumab In patients with psoriatic arthritis, naive to
biologic treatment: a randomised, double—blind, placebo-

controlled, phase 3 trial (BE OPTIMAL)
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Bimekizumab

In patients

with active psoriatic arthritis and previous inadequate response
or intolerance to tumour necrosis factor— & inhibitors
: a randomised, double—blind, placebo—controlled, phase 3 trial
(BE COMPLETE)
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e Patients: 1RIZIZ2FIDTNF o (HEEEE I EDELFF LA R EE

(CASPER7T#EE#EZ BRI T 18R LL LD ER)
 Exposure: EAF AV TR (EAFXAYT 160mg 4B fEE KT 5D

» Comparison: Jot7ihEE
e Outcome: 1638 H COACR50%Z iG/=9 &

B0EIS

Merola JF, et al . Lancet. 2023 ;401 :38.



Supplementary Figure S1. Study design

Screening Double-blind Period

Extension study,
N BE VITAL, to
n=iss Placebo e .| evaluate response to
P treatment and long-
5 P term safety
N=400 }-------- ; ,..,
n=267 i i Safety follow up visit
evereennnnnes Bimekizumab 160 mg Q4w e w20 weeks after last
dose for all patients
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14-35 days 16 weeks

1 1

Primary endpoint 20 weeks after
ACRS0 last dose

Merola JF, et al . Lancet. 2023 ;401 :38.



Bimekizumab 160

Placebo (n=133) Bimekizumab All patients
160 mg every (n=400)
4 weeks (n=267)
Age, years 51-3 (12-9) 501 (12-4) 50-5 (12°5)
Gender
Male 60 (45%) 130 (49%) 190 (48%)
Female 73 (55%) 137 (51%) 210 (53%)
BMI, kg/m’ 29.0 (5-4) 30-1(65) 29.8 (6-2)
Race, White* 128 (96%) 256 (96%) 384 (96%)
Time since psoriatic arthritis diagnosis, yearst 92 (8:1) 9-6 (9-9) 9.5(9-3)
Previous TNFa inhibitors
Inadequate response to one TNFa inhibitor 103 (77%) 204 (76%) 307 (77%)
Inadequate response to two TNFa inhibitors 15 (11%) 29 (11%) 44 (11%)
Intolerance to TNFa inhibitors 15 (11%) 34 (13%) 49 (12%)
Any conventional synthetic DMARD at baseline 63 (47%) 139 (52%) 202 (51%)
Methotrexate at baseline 51 (38%) 119 (45%) 170 (43%)
TJC of 68 joints 193 (14-2) 18-4 (13-5) 187(13-8)
SJCof 66 joints 10-3(8-2) 9-7 (7°5) 9:9(7:7)
High-sensitivity CRP =6 mg/L 59 (44%) 118 (44%) 177 (44%)
Affected BSA >3% 88 (66%) 176 (66%) 264 (66%)
PASI scoret 85 (66) 101(91) 9-6 (8-4)
Nail psoriasis§ 83 (62%) 159 (60%) 242 (61%)
mNAPSI scoreql 4.5 (2-8) 43 (2-8) 4-4(2-8)
HAQ-DI score 1.04 (0-69) 0-97 (0-59) 0-99 (0-62)
PtAAP score 61-7 (24-6) 583 (24-2) 59-5(24-3)
PhGA score 57-7 (18-8) 59-3(17-2) 587 (17-7)
PGA score 63-0 (22-0) 60-5 (22-5) 61-4 (22-3)
SF-36 PCS score 35-9(10-2) 36-4(9:0) 36:3(9-4)
Presence of enthesitis (LEI >0)§ 36 (27%) 106 (40%) 142 (36%)
LEl score|| 2:9(1-6) 2-6 (1.5) 2.7 (1:5)
Presence of dactylitis (LDI >0)§ 14 (11%) 34 (13%) 48 (12%)
Dactylitic sites** 1.9 (2-4) 2-0(1-8) 1.9 (2-0)
LDI score** 664 (127-6) 72:7 (114-4) 70-9 (117-0)

Placebo me everv 4 weeks All patients
(n=133) g (n=y2 Pl (N=400)
Geographic region
Asia 4 (3:0%) 9 (3-4%) 13 (3-:3%)

Eastern Europe
North America
Western Europe
Racial group
American Indian/Alaskan native
Asian
Black
Native Hawaiian or other Pacific Islander
White
Other/mixed
PsA subtype
Polyarticular (symmetric)
Oligoarticular (asymmetric)
Distal interphalangeal joint predominant
Spondylitis predominant
Arthritis mutilans

Missing

84 (63-2%)
36 (27-1%)

9 (6-8%)

0
4 (3:0%)
0
0
128 (96-2%)

1 (0-8%)

86 (64-7%)
32 (24-1%)
7 (5:3%)
7(5:3%)
0

1 (0-8%)

166 (62-2%)
73 (27-3%)

19 (7-1%)

0
9 (3-4%)
0
0
256 (95-9%)

2 (0-7%)

168 (62-9%)

62 (23-2%)
13 (49%)
15 (5:6%)
8 (3:0%)

1 (0-4%)

250 (62-5%)
109 (27-3%)

28 (7-0%)

0
13 (3-3%)
0
0
384 (96-0%)

3 (0-8%)

254 (63:5%)
94 (23-5%)
20 (5-0%)
22 (5:5%)

8 (2:0%)

2 (0-5%)

Merola JF, et al . Lancet. 2023 ;401 :38.



Placebo (n=133)

Bimekizumab 160 mg every
4 weeks (n=267)

Placebo

Bimekizumab

Primary efficacy endpoint
ACR50 response 9 (7%)
OR vs placebo (95% Cl); p value

116 (43%)
11-1 (5-4 to 23-0); p<0-0001

Ranked secondary endpoints
HAQ-DI score change from baseline, mean (SE) -0-07 (0-04)

Least squares mean difference vs placebo
(95% Cl); p value

PASI9O response* 6 (7%) of 88
OR vs placebo (95% Cl); p value
SF-36 PCS score change from baseline, mean (SE) 14 (0-7)

Least squares mean difference vs placebo
(95% Cl); p value

MDA response 8 (6%)
OR vs placebo (95% Cl); p value

Additional efficacy outcomes

ACR207t 21 (16%)
ACR70t 1(1%)
PASI75* 9 (10%) of 88
PASI100* 4 (5%) of 88
ACR50+PASI100* 1(1%) of 88
VLDA 3(2%)

IGA 0 or 111§ 3 (4%) of 82
mNAPSI 09 12 (14%) of 83
HAQ-DI MCID|| 24 (22%) of 110

PsAID-12 score change from baselinet, mean (SE) -0-3 (0-2)
PtAAP score change from baselinet, mean (SE) -4.5(2-1)

FACIT-Fatigue score change from baseline, 0-1(0-7)
mean (SE)

-0-38(0-03)
-0-33 (-0-42 to -0-23); p<0-0001

121 (69%) of 176
30-2 (12-4 to 73-9); p<0-0001
7-3(0-5)
6-0 (4-4t07-7); p<0-0001

118 (44%)
131 (6-1 to 28-0); p<0-0001

179 (67%)
71(27%)
145 (82%) of 176
103 (59%) of 176
59 (34%) of 176
36 (13%)
99 (61%) of 163
73 (46%) of 159
130 (56%) of 231
-2:2(0-1)
-27-7 (1.7)
5:5(0-6)

Merola JF, et al . Lancet. 2023 ;401 :38.

(n=132)* 160 mg every
4 weeks (n=267)
Any TEAE 44 (33%) 108 (40%)
Serious TEAEsT 0 5(2%)
Discontinuation due to TEAEs$ 0 2 (1%)
Drug-related TEAEs 4 (3%) 35(13%)
Severe TEAESS 0 5(2%)
Deaths 0 0
Most frequent TEAEs in the bimekizumab group®l
Nasopharyngitis 1(1%) 10 (4%)
Oral candidiasis 0 7 3%)
Upper respiratory tract infection 2 (2%) 6 (2%)
Infections||
Serious** 2 (1%)
Opportunistic 0
Active tuberculosis 0
SARS-CoV-2 infections 6 (5%) 5(2%)
Fungal infections 0 12 (4%)
Candida infectionstt 0 7 (3%)
Oral candidiasistt 0 7 3%)
Fungal infections not elsewhere classified 0 4 (1%)
Fungal skin infection 0 1(<1%)
Tongue fungal infection 0 1(<1%)
Vulvovaginal mycotic infection 0 2 (1%)
Tinea infections 0 1(<1%)
Tinea pedis 0 1(<1%)
Serious fungal infections 0 0
Systemic fungal infections 0 0
Fungal infections leading to discontinuation 0 1(<1%)
Candida infections leading to discontination 0 1(<1%)
Neutropeniatt 0 4 (1%)
Serious hypersensitivity 0 0
Injection site reactions 0 3(1%)
Adjudicated suicidal ideation and behaviour 0 0
Adjudicated major adverse cardiovascular event 0 0
Liver function test changes or increases in enzyme concentrations
Alanine aminotransferase more than three times upper limit of normal 0 2 (1%)
Aspartate aminotransferase or alanine aminotransferase more than 0 4 (1%)
three times upper limit of normal
Adjudicated inflammatory bowel disease 0 0
Malignancies 1(1%) 0
Basal cell carcinoma 1(1%) 0




Secukinumab, a human anti—interleukin—17A monoclonal
antibody, Iin psoriatic arthritis:

a randomized, double—blind, placebo—controlled, phase 3 trial
(FUTURE 2)
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Mclnnes IB, et al. Lancet. 2015 :386 :1137.




Table 3: Efficacy of secukinumab at week 24 in anti-TNF-naive and anti-TNF-IR patients

Secukinumab 300 mg

Secukinumab 150 mg

Secukinumab 150 mg

Effect size Effect size Effect size
VS. p-value VS. p-value VS. p-value
placebo VS. placebo VS. placebo VS.
Efficacy endpoint® Value?® (95% Cl) placebo Value?® (95% Cl)  placebo Value? (95% Cl) placebo Placebo
Anti—-TNF-naive
patients
39/67 (58-2) OR7-77 0-0040 OR 9-99 OR 3-17
ACR20 response (3-36— 40/63 (63-5) (4-22— <0-0001 24/65 (36-9) (1-36— 0-0075 10/63 (15-9)
17-98) 23-66) 7.40)
OR 972 OR 12-54 OR 4-90
ACR50 response 26/67 (38-8) (3-14— <0-0001 28/63 (44-4) (4-03— <0-0001 16/65 (24-6) (1-53— 0-0074 4/63 (6-3)
30-09) 39-05) 15-64)
OR9-72
ACR70 response 15/67 (22-4) (3-14— 0-0003 17/63 (27-0) <0-0001 4/65 (6-2) 0-3654 1/63 (1-6)
30-09)
OR 7-96 OR 6-33 OR 1-94
PASI75 response® 19/30 (63-3) (2-42— 0-0006 20/36 (55-6) (1-99— 0-0018 10/33 (30-3) (0-59- 0-2729 6/31 (19-4)
20-15) 6-34)
OR 13-11 OR 8-09 OR 1-40
PASI90 response® 16/30 (53-3) (3-09— 0-0005 14/36 (38-9) (1-92— 0-0044 4/33 (12-1) (0-28- 0-6825 3/31(9:7)
55-59) 34-09) 7-02)
Anti-TNF-IR patients
OR 4-97 OR 2-55 OR 1-03
ACR20 response 15/33 (45-5) (1.05- 0-0077 11/37 (29-7) (0.78-8-32) 0-1216 5/34 (14-7) (0.27- 0-9639 5/35 (14-3)
18-26) 3:95)
OR 4-37 OR 2-:39 OR 0-69
ACR50 response 9/33 (27-3) (3-14— 0-0431 7/37 (18-9) (0.56— 0-2374 2/34 (5-9) (0.11- 0-6941 3/35 (8:6)
30-09) 10-15) 4-42)
ACR70 response 5/33 (15-2) 0-0228 4/37 (10-8) 0-1151 2/34 (5-9) 0-2391 0/35 (0-0)
OR 19-29 OR 6-17 OR 3-46
PASI75 response® 7/11 (63-6) (1-77- 0-0152 8/22 (36-4) (0-66— 0-1094 4/17 (23-5) (0-33- 0-2986 1/12 (8-3)
210-18) 57-30) 36-06)
OR 6-43 OR 3-50 OR 1-37
PASI90 response® 4/11 (36-4) (0-58— 0-1282 5/22 (22-7) (0-35— 0-2859 2/17 (11-8) (0-11- 0-8098 1/12 (8-3)
70-74) 34-91) 17-30)

Mclnnes IB, et al. Lancet. 2015 ;386 :1137.
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