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Coates LC, et al. Nat Rev Rheumatol. 2022 ;18:465.
Gossec L, et al. Ann Rheum Dis. 2020 ;79:700.
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Tablel. B cacyresultsrom phasell andlll clinicaltrials.

Primary Treatment
Trial Endpoint Duration TreatmentGroupg% Achieving)
Phasdlb (BEABLE) Bimekizumal4w Placebd4Ww
PASBO 12weeks 64mg:46.2%160mg:67.4% 0%
160mg with 320mg loading
dose75%
320mg:79.1%
480mg:72.1%
Phasdll (BEVIVID) Bimekizumal4WwW Placebo Ustekinumal®12wW
PASI90 16weeks 320mg: 85% 15% 45mg or 90mg (basedn
weight):50%
IGAO/1 16weeks 320mg:84% 5% 45mg or 90mg (basedn
weight):53%
Phasdll (BEREADY) Bimekizumal4w Placebo
PASI90 16weeks 320mg:91% 1%
IGAO/1 16weeks 320mg:93% 1%
Phasdll (BESURE) Bimekizumal4w AdalimumalQ2w
PASI90 16weeks 320mg: 86.2%; 40mg:47.2%
IGAO/1 16weeks 320mg:85.3% 40mg:57.2%
Phasdll (BERADIANT) Bimekizumal4WwW Secukinumal1W(untilveek4)
then Q4W
PASI90 16weeks 320mQg:61.7% 300mg:48.9%
PASI100 48weeks 320mg:67.0% 300mg:46.2%
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Active comparator period

Screening

1:1 | N=373

' randomization | N=370

\ Secukinumab 300 mg Q4W

2-5weeks Baseline

Bimekizumab 320 mg Q4W T 1

Bimekizumab320mgaswiasw § 14 1 4

Secukinumab 300 mg Q4W 1 f 1 1 1

Initial period

Maintenance period

/— Bimekizumab 320 mg Q4W
m, N=147

P — Bimekizumab 320 mg Q4W == |
N=743 Bimekizumab 320 mg Q8W

Open-label period

Open-label
extension period

Safety follow up for
patients not

Primary endpoint
PASI 100

— —

— —

enrolling in
extension period;
20 weeks after last
dose

Week 48

Week 144
».m Emmw

@
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A Intention-to-TreatPopulation
Bimekizumab, 320 mg every 4 wk €373)
Bimekizumab, 320 mg every 4 wk or 8 wk
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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)
PASI100

Table3.!AdverseéEventdOccurringduringlthe!TreatmentPeriod.*

——eo——
A/Q-—"/._ﬁ N® 66.0

Ml 48.3

Week48AdjustedRisKDifferences:

Bimekizumab every 4 wk vs. secukinumab:
26.5 percentage points (95% ClI, BEB5.1);P<0.001
Bimekizumab every 8 wk vs. secukinumab:
17.3 percentage points (95% CI,3E25.3);P<0.001

T T T T T T T T T T 1
8 12 16 20 24 28 32 36 40 44 48

PASI90

-~—-—0—0—8—0—0—g 9. 865
/

Week48AdjustedRisKDifferences:
Bimekizumab every 4 wk vs. secukinumab:
12.8 percentage points (95% CI,719.9)
Bimekizumab every 8 wk vs. secukinumab:
12.3 percentage points (95% CI,%P18.6)

204

T T T T T T T T T T 1

8 12 16 20 24 28 32 36 40 44 48
PASI75

Week48AdjustedRisKDifferences:
Bimekizumab every 4 wk vs. secukinumab:
6.6 percentage points (95% CI,TB12.5)
Bimekizumab every 8 wk vs. secukinumab:
5.8 percentage points (95% CI,&b11.0)

T T T T T T T T T T 1

8 12 16 20 24 28 32 36 40 44 48
IGAI0/1

<—0———~9—0—@s00
77.1

Week48AdjustedRisKDifferences:

Bimekizumab every 4 wk vs. secukinumab:
11.0 percentage points (95% CI,117.9)

Bimekizumab every 8 wk vs. secukinumab:
8.3 percentage points (95% CI,2B14.5)

T T T T T T T T T T 1

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

Event Week$0D48 Week$16D48a
Bimekizumab Bimekizumab
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 eventsa
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 0
Cancer** 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(0.5)
Serious hypersensitivity reactions 0 0 0 0
Adjudicated MACE 0 2(0.5) 0 0
Elevated liver enzymes 21 (5.6) 19 (5.1) 3(2.0) 7(3.3)
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Screening

Double-blind period

Dose-blind period

N=206 —

n=42 Placebo Q4W

Bimekizumab 16mg Q4W

n=41 Bimekizumab 160mg Q4W

Bimekizumab 160mg Q4W
(320mg LD at baseline)

Bimekizumab 320mg Q4W

Bimekizumab 160mg Q4W
Bimekizumab 320mg Q4W

Extension study to
evaluate response
to treatment and
long-term safety

Bimekizumab 160mg Q4W
Bimekizumab 320mg Q4W

—»

Bimekizumab 160mg Q4W

Safety follow up visit
20 weeks after last
dose for patients not
enrolling in
extension study

Bimekizumab 160mg Q4W >

Weeks 16, 24 and 36:

O

P{ evaluation for eligibility
for rescue therapy
LS PR 2 S S T S 2R 2PN
D e | | \J/ | | | | | | | I \J
Baseline 4 8 12 16 20 24 28 32 36 40 44 48
Week ' Week t
Primary endpoint Efficacy and
ACRS50 response safety at Week 48
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ACR50 response (%)

ACR50 response (%)

Placebo group 16 mg bimekizumab 160 mg bimekizumab 160 mg bimekizumab

group group (loading dose) group group

320 mg bimekizumab

ACR20*
Response
OR (95% Cl); p value

8/42 (19%)
44

ACRS50 (primary outcome)*

Response

OR (95% CI); p value
ACR70*

Response

OR (95% Cl); p value
PASI75*%

Response

OR (95% Cl); p value
PASI90*

Response

OR (95% CI); p value

3142 (7%)
aa

2/42 (5%)
e

2128 (7%)
aa

2128 (7%)
a4

22/41 (54%) 30/41 (73%) 25/41 (61%)
446 (147D1244); 040023 1140 (349D3140); <040001

21/41 (51%)
642 (243D1648); 040003

11/41 (27%) 17/41 (41%) 19/41 (46%)
442 (141D1542); 04032 841 (243D2847); 040012

10/41 (24%)
947 (247D3443); 040004

5/41 (12%)
244 (045D1143); 0428

8/41 (20%) 13/41 (32%)
441 (049D1749); 04065

6/41 (15%)
745 (148D3143); 040061

13/29 (45%) 18/28 (64%) 20/26 (77%) 19/26 (73%)
848 (149D3948); 040048 2146 (446D10146); 040001 3447 (740D17343); <040001

6/29 (21%) 13/28 (46%) 14/26 (54%)
249 (046D1443); 0419 1142 (244D5243); 040020

14/26 (54%)
1249 (248D6045); 040011

442 (14

347 (1a

249 (0

2741 (54

1241 (24

1004 ACR50 dose response

90 Correlation statisti@la6

p value 040314

80

70+

60—

50 p=040004

p=040012

40

30+ p=0a032 p=04051
20+

104

0 T
Placebo 16 mg 160 mg 160 mg 320 mg
(n=42) bimekizumab bimekizumab bimekizumab | bimekizumah
(n=41) (n=41) (loading dose) (n=41)
= R domisati
100— e-ran Iomlsa ion
Double-blind | Dose-blind period

90+ period |

80+ i

70-

60-

50 i

40+ !

30 E

<§/
20 |
10- N
01— T : T T T T 1
0 2 4 8 12| 16 20 24 36 48

Time (weeks)

PASI100 2/28 (7%)
Minimal disease activity 6/42 (14%)

5/29 (17%)
13/41 (32%)

10/28 (36%)

19/41 (46%)

13/26 (50%)
17/41 (41%)

10/26 (38%)
12/41 (29%)

MASESa

n 20 19 23 22 23

Mean change D044 (345) D243 (343) D146 (243) D34l (248) D140 (348)
Health Assessment QuestionnaireNDisability Index

n 42 41 41 41 41

Change from baselineb0al (045) boa2 (0a4) P0a4 (0a5) D0a4 (0a5) b0a4 (0a5)
Short-Form 36-item Health Survey

n 42 41 41 41 41

Mean change 247 (844) 547 (748) 746 (849) 745 (747) 645 (844)

(physical component

score)

Mean change (mental D142 (7a2) P0a5 (7a7) 245 (649) b1al (740) 147 (844)

component store)

Psoriatic Arthritis Impact12/42 (29%)
of DiseaseN9 scor

21/41 (51%)

30/41 (73%)

30/41 (73%)

22/41 (54%)
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ACRS50 (NRI, OC
( ) C-"0%6$5'FCH"$%" @|'8:% 2#92#%6- @K JIJLMN:OPQ
Double .
blind Dose-blind OLE
BKZ 160 mg Q4W or 320 mg Q4W » BKZ 160 mg Q4W
100 i :
90 '
69.2%
- d1.8% -
b (D/N=118/191) (n/N=117/169) .
e S St 69.4%
JeemmT T eI (n/N=109/157)
-4 47.3% 56.8% —— ——"e 52.9%
+ (N=208) (N=206) (N=206)
NRI oC
Placebo
—_— BKZ 16 mg Q4W
—_—————— BKZ 160 mg Q4W
BKZ 320 mg Q4W
60 72 84 96 108 120 132 144 156

191 181 179 174 169 168 166 166 163



Weeks 0048 Weeks 48D152 Weeks 0BL52a
160 mg BKZ every 320 mg BKZ every
4 weeks 4 weeks Total BKZ Total BKZ
(n=126; 113.2 (n=280;72.9 (N =183; 392.7 (N = 206; 570.1

patient-years)

patient-years)

patient-years)

patient-years)

184 (89.3) (126.4)

Any TEAE 94 (74.,6) (177.6) 57 (71.3) (165.9) 148 (80.9) (94.3)

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) (2.9) 8 (4.4) (2.1) 14 (6.8) (2.5)

Withdrawal due to TEAEs 6 (4.8) (5.9) 2(2.5) (3.1) 9(4.9) (2.3) 17 (8.3) (3.0)

Drug-related TEAES 43 (34.1) (52.7) 29 (36.3) (57.0) 60 (32.8) (20.0) 97 (47.1) (26.4)
—_Deaths 0 0 0 0

Most frequently reported TEAEs (! 5%)

by MedDRA preferred term
Nasopharyngitis
Upper respiratory tract infection

12 (9.5) (12.0)
12 (9.5) (12.0)

11 (13.8) (18.4)
8 (10.0) (13.2)

19 (10.4) (5.2)
20 (10.9) (5.5)

37 (18.0) (7.6)
34 (16.5) (6.8)

Bronchitis 7 (5.6) (6.9) 3(3.8) (4.8) 11 (6.0) (2.9) 19 (9.2) (3.5)
Oral candidiasis 6 (4.8) (6.0) 4 (5.0) (6.4) 13(7.1) (3.5) 19 (9.2) (3.5)
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)
Psoriasis 2(1.6) (1.9) 2(2.5)(3.1) 14 (7.7) (3.7) 16 (7.8) (2.9)
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 3(2.4)(2.9) 3(3.8)(4.7) 9(4.9) (2.4) 14 (6.8) (2.6)
Tonsillitis 6(4.8) (5.9) 2(2.5)(3.2) 6(3.3) (1.6) 14 (6.8) (2.6)
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)
Candidainfections 9(7.1) (9.1) 5(6.3) (8.1) 16 (8.7) (4.3) 24 (11.7) (4.6)
Oral candidiasis 6 (4.8) (6.0) 4 (5.0) (6.4) 13(7.1) (3.5) 19 (9.2) (3.5)
Skin candidiasis 1(0.8) (1.0) 0 1(0.5) (0.3) 2(1.0) (0.4)
Vulvovaginal candidiasis 0 0 1(0.5) (0.3) 1(0.5) (0.2)
Genital candidiasis 1(0.8) (1.0) 0 1(0.5) (0.3) 1(0.5) (0.2)
Oropharyngeal candidiasis 1(0.8) (1.0) 0 0 1(0.5) (0.2)
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)
Tongue fungal infection 3(2.4) (2.9) 0 4(2.2) (1.0) 5(2.4) (0.9)
Fungal skin infection 0 1(1.3)(1.6) 3(1.6) (0.8) 4(1.9) (0.7)
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)
Tineainfections 0 1(1.3)(1.6) 1(0.5) (0.3) 2(1.0) (0.4)
Tineapedis 0 1(1.3)(1.6) 0 1(0.5) (0.2)
Tineascruris 0 0 1(0.5) (0.3) 1(0.5) (0.2)
Serious hypersensitivity reactions 0 0 0 0

Opportunistic infections
Active tuberculosis
Liver enzyme elevation

1(0.8) (1.0)
0

1(1.3) (1.6)
0

1(0.5) (0.3)
0

3(1.5) (0.5)
0

ALT increased 6 (4.8) (6.0) 3(3.8) (4.7) 6(3.3) (1.6) 13 (6.3) (2.4)
AST increased 4 (3.2) (4.0) 2(2.5) (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
Malignancies 1(0.8) (1.0) 0 0 1(0.5) (0.2)
IBD 0 0 1(0.5)(0.3) 1(0.5)(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) 5(2.7) (1.3) 6(2.9) (1.1)
Drug hypersensitivity 2(1.6) (1.9) 0 1(0.5) (0.3) 3(1.5) (0.5)
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Weeks 0248 Weeks 48D152 Weeks 0B152a
160 mg BKZ every 320 mg BKZ every
4 weeks 4 weeks Total BKZ Total BKZ
(n=126; 113.2 (n=80;72.9 (N =183;392.7 (N =206; 570.1
patient-years) patient-years) patient-years) patient-years)
Injection site reactions 0 3(3.8) (4.9) 0 3(1.5) (0.5)
SIB 1(0.8) (1.0) 0 0 1 (0.5) (0.2)
Depression 1(0.8) (1.0) 1(1.3) (1.6) 2 (1.1) (0.5) 4(1.9) (0.7)
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Table 6. The CASPAR criteria*

To meet the CASPAR (CIlASsification criteria for Psoriatic
ARthritis) criteria, a patient must have inflammatory articular

disease (joint, spine, or entheseal) witH 3 points from the | "## O/ &O/ !
following 5 categories: . O 0

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.
A personal history of psoriasis is defined as a history of pso-

riasis that may be obtained from a patient, family physician, S GRANDE B0 Y SERE
dermatologist, rheumatologist, or other qualified health care
provider. R L S KR L
A family history of psoriasis is defined as a history of psoriasis 5o b 2 [ 1070k mrmeOnotle mhiowl V0T "
in a first- or second-degree relative according to patient report. Ja WA G , T hw [TT'mzO1810]me0ROK Mx WO HA 15"
2. Typical psoriatic nail dystrophy including onycholysis, pitting, and | ‘ol ;e | 92™7° P | wrusvreom
hyperkeratosis observed on current physical examination. Dha"wH ° ¢ £ | H SIHE swH ta'w7 °UK®
3. A negative test result for the presence of rheumatoid factor by Jaar © £ | 40Mm|:Y |GO<TTyésrw/ $s4TQUTIUY S
any method except latex but preferably by enzyme-linked JeeOA A sieh e | P A e aYOU i
immunosorbent assay or nephelometry, according to the local r B1q b1t ¢ £ | 1Tw UV
laboratory reference range. e Gl w7 o e £ | me0%mOtlo ~GANhT SUK"
4. Either current dactylitis, defined as swelling of an entire digit, or : , _ wom 9Ghpt p .. % UX(¥.AIZs R¢\ RxTXEU
. L . } ..Ucew y\whpt_ ¢ £ vEren
a history of dactylitis recorded by a rheumatologist.
5. Radiographic evidence of juxtaarticular new bone formation,
appearing as ill-defined ossification near joint margins (but
exc;luding osteophyte formation) on plain radiographs of the hand )*+’__/ 01234567 89: :9< =>?2@/ A
or foot 01234567 89: ;9< BCDEF
*The CASPAR criteria have specificity of 98.7% and sensitivity of
91.4%.
Current psoriasis is assigned a score of 2; all other features are GH|$JKFLMF%(FH$NFOK(PKQ(QRFSP%"&NFB

assigned a score of 1.



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

Informed Consent form is signed and dated by the patient.

Patient isconsidered reliable and capable of adhering to the protocol (e.g. able to understanc
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 patiets must be:

x Postmenopausal (menopause is defined as 12 consecutive months of amenorrhoea
which there is no other obvious pathological or physiological cause),

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

x 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
investigationAmedicinal product (IMP), and have a negative pregnancy test at screel
and immediately prior to the first dose. The following methods are considered highly
effective when used consistently and correctly:

Combined (oestrogen and progestogen) hormorataception associated with

inhibition of ovulation (oral, intravaginal, or transdermal)

Progestogemnly hormonal contraception associated with inhibition of ovulati

(oral, injectable, or implantable)

Intrauterine device

Intrauterine hormoneeleasing gstem

Vasectomised partner

Abstinence as a form of birth control is generally not allowed in the study un
DEVWLQHQFH LV LQ DFFRUGDQFH ZLWK D SDW

10.

11.

12.

13.

Study personnel must confirm the continued use of abstinence is still
DFFRUGDQFH ZLWK WKH SDWLHQWYTV OLIHVW’

Patient has a documented diagnosis of aoludet PsA classified and meets the Classification
Criteria for Psoriatic Arthritis (CASPAR) for at least 6 months prior to séngemith active PsA
DQG PXVW KDYH DW %DVHOLQH 7-& « RXW RI DQG 6-¢

one joint each).

Patient must be negative for rheumatoid factor andayatic citrullinated peptide (CCP)
antibodies.

Patient must havet &east one active psoriatic lesion(s) and/or a documented history of psori

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 contraindicati@tzice

adalimumab as per the local label.

Patients who are regularly taking NSAIDs/cyclooxygenase (CDihibitors or analgaesics
(including mild opioids) as part of their PSA therapy are required to be on a stable dose/dos

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

PJ GD\ S
equivalent for at least 14 days before baseline and should remain on a stable dose until we

Patients taking oral corticosteroids must be on an average@#yw H R ”

3DWLHQW WDNLQJ PHWKRWUH[DWH 07; PJ ZHHN D
started at least 12 weeks priortfaseline, with a stable dose for at least 8 weeks before
randomisation. Dose, dosing schedule and route of administration (oral or subcutaneous) s
remain stable until week 16. It is strongly recommended that patients taking MTX are also t
folic acid supplementation.

3DWLHQWY WDNLQJ OHIOXQRPLGH /() " PJ GD\ RU DI
allowed to continue their medication if started at least 12 weeks prior to baseline, with a sta
dose for at least 8 weeks before ramisation. Dose and dosing schedule should remain stab

until week 16.

Patient taking sulfasalazine (SSZ) (up to 3 g/day, for arthritis or 4 g/day if in accordance wi
standard of care, hydroxychloroquine (HCQ) (up to 400 mg/day), or apremilast §0png/day

and dosed as per local label) are allowed to continue their medication if started 8 weeks pri
baseline, with a stable dose for at least 4 weeks before randomisation. Dose and dosing sc

should remain stable until week 16.
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Female patients who are breastfeeding, pregnant, or plan to become pregnant during the <

within 20 weeks following last dose of IMP.

Patientswith 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 IN
(including placebo).

Patient previously participated in another study ofealication (systemic) under investigation.
Patient must be washed out of the medication for 12 weeks or at least filigdsairior to the
baseline visit, whichever is greater, or is currently participating in another study of a medici
(systemic) uder 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 wit!
4 weeks prior to the screening visit or is currently participaitinanother 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 waslout period relative to the baseline visit.

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

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

x A serious infection, defined as requiring hospitalisation or intraveantiinfectives

within 2 months prior to baseline.

X 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 causbg uncommon pathogens (e.g. pneumocystis jirovecii
cryptococcosis) or unusually severe infections caused by common pathogens (e.g

cytomegalovirus, herpes zoster).

8. Patient has concurrent acute or chronic viral hepatitis B or C or human immunodefidiescy \

(HIV) infection. Patients who have evidence of or tested positive for hepatitis B or hepatitis
excluded.

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

! Positive for hepatitis B surface antigen; or,

I"##$5%& %'
*+ $"- ['012.(%2.3

! positive forantihepatitis B core antibody

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

! positive for hepatitis C antibody (asiCV antibody), and

! positive via a confirmatory test for HCV (for example, HCV polymerase ch
reaction)

9. Patient has receed any live (includes attenuated) vaccination within the 8 weeks prior to th

1

1

1

1

1.

1!

S}

s

g

w

>

a

. PatientsZ LW K

baseline (e.g. inactivated influenza and pneumococcal vaccines are allowed, but nasal infl

vaccination is not permitted).

. Patient has received Bacillus CalmeBaZrin (BCG vaccinations within 1 year prior to the

baseline visit.

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

current or history of nontuberculous mycobacterium (NTMB) infection. A patient with latent
tuberculoss (LTB) (a positive interferon gamma release assay [IGRA] and diagnosis confiri
TB specialist) may be rescreened once and enrolled after receiving at least 4 weeks of ap|
LTB infection (LTBI) therapy and if no evidence of theragyated hep@toxicity has occurred
prior to the first injection (alanine aminotransferf&eT]/aspartate aminotransferase [AST]

U H P D Lti@es upper limit of normal [ULN])Patienthas a past history of active TB involving
any organ system unless adequately treatedrding to World Health Organization/Center for
Disease Control and Prevention therapeutic guidance and proven to be fully recovered up

consult with a TB specialist.

Patienthas a history of a lymphoproliferative disorder including lymphoma andfeerdusigns
and symptoms suggestive of lymphoproliferative disease.

Patienthas a diagnosis of inflammatory conditions other fhsoriasisor PsA including, but not
limited to rheumatoid arthritis (RA), sarcoidosis, systemic lupus erythematosus, amcereact
arthritis. PatientZ LWK D GLDJQRVLV Rl &URKQYV GLVHDVH XC
bowel diseas@BD) are allowed as long as they have no active symptomatic disease at scr
or baseline.

Patienthad acute anterior uveitigithin 6 weeks of baseline.

ILEURP\DOJLD RU RVWHRDUWKULWLYV WoukdS W
have potential to interfere with efficacy assessments.

1

o

. Patienthas any active malignancy or history of malignancy within 5 years farithe Screening
Visit EXCEPT treated and considered cured cutaneous squamous or basal cell carcinoma,

situ cervical cancer.

1

=]

. Patienthas a form opsoriasisother than chronic plagetype (eg, pustular, erythrodermic and

guttatepsoriasis or druginducedpsoriasi$.

1

©

. Patienthas had major surgery (including joint surgery) within the 3 months prior to Baseline,

planned surgery within 6 months after entering the study.

19. Patienthas any systemic disease (i.e. cardiovascular, neurological, remaliiatabolic, G,
haematological, immunological, etc.) considered by the Investigator to be uncontrolled, uns
likely to progress to a clinically significant degree during the course of the study.

2

=]

. Patienthas had myocardial infarction or stroke viitthe 6 months prior to the screening visit.

2

g

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

X +[8/1RIDQ\RI WKH IROORZLQJ $/7 $67 DONDOL
ELOLUXELQ + [8/1 WRWQ O LEOLECHWW EY Q/ LQ GURRP H

X White blood cell count <8x16° /

X Absolute neutrophil count 43x10°  /
x /\PSKRF\WH FRXQW FHOOV /
x Haemoglobin <& g/dL

x Creatinine >2 mg/dL

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

results.

Individual screening tests for which the results are in error, borderline, or indeterminate for inclu
the study, can beepeated once for confirmation during the screening period. Upon retestiients
whose results remain outside this threshold should not be randomised.

22. Patienthas any other condition including medical or psychiatric which, in the investigator's
judgmen, would make the gtientunsuitable for inclusion in the study.

23.

24.

25.

26.

27.

28.

3UHVHQFH RI DFWLYH VXLFLGDO LGHDWLRQ RU SRVLV
the electronic Columbi&uicide Severity Rating Scale (€SRS) with either of the followin
criteria:

x Patient has a history of a suicide attempt within the 5 years prior to the Screening

x Patients with a history of a suicide attempt more than 5 years ago should be evalt
a mental healthcare professional (e.g. locally licensed pyishi psychologist, or
PDVWHUfV OHYHO WKHUDSLVW EHIRUH HQUROOL

x Patient has suicidal ideation in the past month prior to the screening visit as indice
SRVLWLYH UHVSRQVH 3<HV" WR HLWKHU 4XHWAL
of the eGSSRS

Patienthas presence of moderately severe major depression, or severe major depression,
E\' D 6FRUH ¢« XVLQJ WXMedidatious€ tairdaBdepression should be sta
for 8 weeks prior to Baseline.

Patiens taking PsA medications other than MTX, SSZ, apremilast, HCQ, LEF, NSAIDs/ZC
inhibitors, and oral corticosteroids as outlined in the Inclusion criteria. Stable doses/regime

analgaesics are also permitted.

Patienthas a history of chronic alcohot drug abuse within 6 months prior to screening evalt
by the investigator based on medical history, site interview, and results of the specified uri

screen.

Patient is a member of investigator site personnel directly affiliated with this atadgr their
immediate families. Immediate family is defined as a spouse, parent, child, or sibling, whe'

biological or legally adopted.

Patient is a UCB employee or is an employee of thady organisationsvolved in the study.
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Disease activity
measure

Method of
assessment

1. Tender joint coumtt

2. Swollen joint counts

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
phiysical fumction

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-versus-anontender dichotomy.

ACR swollen 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 patieat’s overall assessment of how the arthritis is
doiag. 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
scale for how well you are doing.” An anchored,
borizoatal, viseal asalog scale (usually 10 cm) should
be provided. A Likert scale response is also
acceptable

A honzontal 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
whach have been demonstrated to be senastive in RA
triads inchode the AIMS, the HAQ, the Quality (or
Index) of Well Being, the MHIQ, and the MACTAR,

A Westergren erytheocyte sedimentation rate of a
C-reactive protemn bevel

45G:E,R,%(,5$8,).(9.:(:/,5'E,+9%"&® @4|?,A?8
D%$E&S',1+7,%(,5$8,)",+9%"&,4:/8,;<<F,>?B,A?F8

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

Head Upper extremities Trunk Lower extremities

Rednesbs

Thickness

Scald

Sum of rows 1, 2, and 3

Area score

Score of row 4 row 56 the area multiplier row 4 row 56 0.1 row 46 row 56 0.2 row 46 row 56 0.3 row 46 row 56 0.4
Sum row 6 for each column for PASI score

~No O b wWwN P

*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; 1D4 =increasing skverity)

(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 0D6 scale (0=0%;10%; 2=108 30%; 3=30D 50%; 4 =50D

, 70%; 5=708 90%; 6 =90D100%).

(e) Multiply score of itemd) above times itemd) 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.

! Erythema, induration and scale are measured on a 0B4 scale (none, slight, mild, moderate, severe)

" Area scoring criteria(score: % involvement)

0: 0 (clear)
1:, 10%

2: 10D, 30%
3: 30D, 50%
4: 50D, 70%
5: 70D, 90%
6: 90D, 100%

34),

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( 1orBSA( 3

¢ Patient pain VAS ( 15

¢ Patient global activity VAS ( 20
¢ HAQ ( 0.5

¢ Tender entheseal points( 1

*5(%/,6%7, %(,598,+9%"&,4:/8,;<=<,>? @ABCS



Table 5
Components included in disease activity measure.

Joints Entheses Dactylitis Spine PtGA PtP EGA Physical function Skin CRP

Multi-dimensional scores
CPDAI
GRACE/AMDE®"7

!
! ! !
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  Fetent .

\ global

~ Function
CRP

MDA

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

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
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1163 patients screened for eligiti»ility I l I 0/ &
311 excluded on screening u 0

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

| 852 randomly assigned |

Reference group

v v v

Bimekizumab

Placebo 160 m (adalimumab 40 All patients
431 assigned to 160 mg bimekizul‘nab | 281 assigned to placebo | 140 assigned to 40 mg adalimum{ab (n=281) (n-431% mg) (n=852)
B (n=140)
Any important protocol deviation 38 (135%) 48 (111%) 18 (129%) 104 (122%)
16 discontinued treatment 10 discontinued treatment 3 discontinued treatment . o o _— o o o
8 adverse events 4 withdrew consent 2 adverse events Inclusion criteria deviation 3 (11%) 3(07%) 1(07%) 7 (08%)
> 6 withdrew consent > 2 adverse events —» 1 withdrew consent Exclusion criteria deviation 0 ) 0 0
2 other 2 lack oflecacy
2 lost to follow-up Withdrawalcriteria deviation 1 (04%) 0 0 1 (01%)
Prohibited concomitant medication use 14 (30%) 14 (32%) 7 (50%) 35 (41%)
¢ ¢ v ¢ ¢ Incorrect treatment or dose 2 (07%) 4 (019%) 0 6 (007%)
414 completed double-blind 1 completed double-blind period 271 completed double-blind 136 completed double-blind 1 completed double-blind periad Treat t i 0 0 0 0
period to week 16 not on randomly assigned period to week 16 period to week 16 not on randomly assigned reatment norcompliance
treatment* treatment* Procedural norcompliance 17 (60%) 22 (5!1%) 6 (413%) 45 (33%)
COVID-19 visit deviation 3 (11%) 7 (16%) 5 (36%) 15 (118%)
10 discontinued treatment 2 discontinued treatment 3 discontinued treatment L 0 0
4 withdrew consent 1 withdrew consent 3 adverse events COVID-19 treatment deviation 0 1(02%) 0 1(01%)
> 3losttofollow-up > Lother ] COVID-19 termination 0 0 0 0
2 adverse events
1 lack oftecacy COVID-19 other important protocol deviation 0 0 0 0
A v
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 treatment randomly assigned treatment

'O +,- ./01 () +)(- '2/345 ))6. 7 89: ;< =32'7 S@AB5S5CDEF1<G H>
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Placebo

Bimekizumab Reference groupAll patients

(n=281) 160 mg every (adalimumab  (n=852)
4 weeks 40 mg every
(n=431) 2 weeks;
n=140)*

Age, years 4847 (1147) 4845 (1246) 4940 (1248) 4847 (1243)
Gender

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

Female 154 (55%) 230 (53%) 69 (49%) 453 (53%)
BMI, kg/rh 2946 (6al) 29a2 (6a8) 28a4 (5a9) 2942 (6a4)
Race, White 270 (96%) 410 (95%) 133 (95%) 813 (95%)
Time since brst psoriatic arthritis 546 (6a5) 640 (7a3) 64l (6a8) 549 (740)
diagnosis, yearsa
Any conventional synthetic DMARI®2 (68%) 301 (70%) 99 (71%) 592 (69%)
at baseline

Methotrexate at baseline 162 (58%) 252 (58%) 82 (59%) 496 (58%)
TJC of 68 joints 1741 (1245) 1648 (1148) 1745 (134l) 1740 (1242)
SJC of 66 joints 945 (743) 940 (642) 946 (741) 942 (647)
High-sensitivity CRB mg/L 121 (43%) 158 (37%) 44 (31%) 323 (38%)
A#tected BSA3% 140 (50%) 217 (50%) 68 (49%) 425 (50%)
PASI score 749 (5a6) 842 (6a8) 845 (746) 84l (646)

Bone erosiohl or high-sensitivity 236 (84%)
CRP6 mg/L or both

Bone erosiohl 210 (75%)

365 (85%) 116 (83%) 717 (84%)

341 (79%) 105 (75%) 656 (77%)

HAQ-DI scdre 0489 (0a61) 0482 (0459)
PtAAP scofe 5648 (2342) 5346 (2443)
PhGA score|| 5742 (1541) 5742 (1643)
PGA score 5846 (2345) 54a4 (23a4)
SF-36 PCS score 3649 (947) 384l (944)
Presence of enthesitis** 70 (25%) 143 (33%)

LEI score 249 (1a5) 245 (1a5)
Presence of dactylitisaa 33 (12%) 56 (13%)

Dactylitic sites 145 (046) 144 (048)

0486 (0454)
5647 (2349)
5743 (1745)
5741 (2148)
3746 (848)
36 (26%)

243 (146)
11 (8%)

144 (047)

0485 (0459)
5542 (2349)
5742 (1641)
5642 (2342)
3746 (944)

249 (29%)

246 (145)

100 (12%)

144 (048)

LDI score 4743 (4141) 4647 (5443)

Nt Ava mmnmmim IOMNY Aav n /0N PDOA s ~miivfann Avan AN vamatihiim mvmbain DAMARNC_Ainannn A&

4947 (3149)

4743 (4748)

Bimekizumab

Reference
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 (100%)

45 (104%)

15 (107%)

88 (103%)

Eastern Europe
North America

Western Europe

179 (637%)
33 (117%)
41 (146%)

266 (617%)
54 (125%)
66 (133%)

89 (636%)
16 (114%)
20 (143%)

534(6217%)
103 (121%)
127 (149%)

Racial group
American
Indian/Alaskan 0 1 (012%) 0 1 (011%)
native
Asian 7 (25%) 17 (39%) 4 (29%) 28 (33%)
Black 0 1 (012%) 1 (07%) 2 (012%)
Native Hawaiian
or other Pacific 0 0 0 0
Islander
White 270 (961%) 410 (981%) 133 (930%) 813 (954%)
Other/mixed 4 (114%) 1 (012%) 0 5 (016%)
Missing 0 1 (012%) 2 (14%) 3 (014%)
PsA subtype
Polyarticular
(symmetric 181 (644%) 271 (629%) 72 (514%) 524 (615%)
arthritis)

Oligoarticular
(asymmetric
arthritis)

76 (2710%)

118 (274%)

53 (379%)

247 (290%)
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Week 16

Week 24

Placebo (n=281) Bimekizumab

160 mg every or least squares mean
4 weeks (n=431) di! erence (95% CI)

Bimekizumab vs placebo, OfReference group Placebo to

Bimekizumab  Reference group
160 mg every  (adalimumab
4 weeks (n=431) 40 mg every

2 weeks; n=140)*

(adalimumab bimekizumab
40 mg every 160 mg every
2 weeks; n=140)* 4 weeks (n=281)

Primary & cacy endpoint
ACRS50 response

28 (10%)

189 (44%) OR 741 (446 to 1049);
p<040001

23456789 ((<=>8?@A BOE?FGHI

VWXYZ[S

|"? _"abS :(cCAdKefghi9FGhijkIRS

64 (46%) 101 (36%) 196 (45%) 66 (47%)
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A ACR20 (NRI) ACR50 (NRI; primary endpoint) ACR70 (NRI

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

—_ —o- Reference group (adalimumab 40 mg every 2 weeks; n=140)
S 100 - - -
% . .
& 80+ | 6846% 7047% - | i
g s % —# osaan _ ; |
~§ 60 ' 6282 . | 4547%6 4781%
c D 62a3% 4545% : .
S 40- s . | 4339£0 . ®3549% ' 2749%| 30a0%
S o . : —® 2942%
S 20- ! 24% . 7 o 2484%)---"® 1840%
= ~*1040¢6 443% -~

0 | | | | | | | | | | | | |
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B PASI75 (NRI)*
—-o- Placebo (n=140)

PASI90 (NRI)*

- @ - Placebo, with switch to bimekizumab, 160 mg every 4 weeks (n=140)

—@- Bimekizumab 160 mg every 4 weeks (n=217)
—o— Reference group (adalimumab 40 mg every 2 weeks; n=68)

o
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PASI100 (NRI; complete skin clearance)*
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C Minimal disease activity Composite (NR|) Supplementary Figure S5. Proportion of patients achieving VLDA to week 24

)
= 100+ ; VLDA (NRI)
2 :
o 807 5
- 60 ' 454096 4845% 80+
c ’6<7. 47é9% 9\_0/ 60
c 40- R ° @ |
f= » 45a0% _.--"" 3747% S
o N £ 404
2 20+ 4 S 22.3%
o , 20.0%
0 I | I | I | 0 ; -
0 A 8 12 16 20 24 0 4 8 12 16 20 24
Time since brst 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 =—0— 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
—o— Reference group (adalimumab 40 mg every 2 weeks; n=140)
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Week 16

Week 24

Placebo (n=281) Bimekizumab Bimekizumab vs placebo,
160 mg every or least squares mean
4 weeks (n=431) di! erence (95% CI)

(Reference group Placebo to
(adalimumab bimekizumab
40 mg every 160 mg every

2 weeks; n=140)* 4 weeks (n=281)

Ranked secondary endpoints

HAQ-DI score change from baseli@d&09 (0a03) "0426 (0a02) Least squares mean
di' erence B0al19

"0433 (0404) "0428 (0403)

(D0426 to P0413); p<040001

© 28 (41%) of 68 86 (61%) of 140 158 (73%) of 217 32 (47%) of 68

PASI90 responsea 4 (3%) of 140 133 (61%) of 217 OR 6340 (2242 to 1784a9)
p<04a0001

SF-36 PCS change from baseline 243 (045) 6a3 (044) Least squares mean 648 (048) 642 (045)
di! erence 443 (3a2 to 5a4);
p<04a0001

MDA response 37 (13%) 194 (45%) OR 544 (347 to 8a1); p<0a068145%)

vdHmMTSS change from baseline 0a36 (0a10); 227 0401 (0404); 361 east squares mean
(subgroup); number of patients, n di!' erence B0a33

"0406 (0408); 112

(D0&52 t®a13); p=0a0012

Complete resolution of enthesitis 37 (35%) of 106 124 (50%) of 249 OR 1a9 (1a2 to 3al); p=0
(pooled)=

Complete resolution of dactylitis 24 (51%) of 47 68 (76%) of 90 OR 3a4 (1a6 to 7a6); p=0

(pooledy

vdHMTSS change from baseline 0a31 (0a09); 269 0a01 (0a04); 42Qeast squares mean
(overall); number of patients, n di! erence B0a28

400B850%) of 36
A0GRE82%) of 11

"0403 (0407); 135

(B0a45 to b0all); p=04a0012

"H$%& ()*+,'-./ 01234 5678

9:,<-=>?@A

Bimekizumab
160 mg every
4 weeks (n=431) 40 mg every

2 weeks; n=140)*

Reference group
(adalimumab

"0430 (0402) "0434 (0405)

743 (044) 743 (048)

106 (38%) 209 (48%) 67 (48%)




Week 16

Week 24

Placebo (n=281) Bimekizumab

160 mg every or least squares mean
4 weeks (n=431) di! erence (95% CI)

Bimekizumab vs placebo, CReference group Placebo to

Bimekizumab  Reference group
160 mg every  (adalimumab
4 weeks (n=431) 40 mg every

2 weeks; n=140)*

(adalimumab bimekizumab
40 mg every 160 mg every
2 weeks; n=140)* 4 weeks (n=281)

Additional € cacy outcomes
ACRZ20 response

ACR70 response

PASI75 respomse

PASI100 respomse

67 (24%)

12 (4%)

18 (13%) of 140
3 (2%) of 140

268 (62%)
105 (24%)
168 (77%) of 217 ..
103 (47%) of 217 ..

96 (69%)
39 (28%)
45 (66%) of 68
14 (21%) of 68

175 (62%) 282 (65%) 99 (71%)
53 (19%) 126 (29%) 42 (30%)

106 (76%) of 140 176 (81%) of 21740 (59%) of 68
60 (43%) of 140 122 (56%) of 21726 (38%) of 68

VLDA 3 (1%) 63 (15%) .. 22 (16%) 33 (12%) 96 (22%) 28 (20%)
IGA 0 or 1 response| 5 (4%) of 129 103 (50%) of 204 .. 21 (34%) of 62 62 (48%) of 129 120 (59%) of 20427 (44%) of 62
HAQ-DI MCID 71 (32%) of 221 161 (51%) of 318 .. 63 (55%) of 115 106 (48%) of 221 170 (53%) of 31864 (56%) of 115
PsAID-12 change from baseline D0a5 (04l) D1a8 (04l) "2al (0a2) "1a8 (0al) "2a0 (0al1) "2a2 (0a2)
PtAAP change from baseline b6a2 (145) "23a6 (1a3) D25a7 (2a5) "224a7 (1a6) "27a0 (1a4) "27a2 (2a7)
FACIT-Fatigue change from 145 (0ab) 349 (044) 5a0 (047) 4a5 (045) 4a5 (044) 542 (048)
baseline

" #$ %&'() * Ok - /01 23 4567 89 :;




Week 0D16 Week 0D24
Placebo (n=281)Bimekizumab  Reference group Placebo to Bimekizumab  Reference group
160 mg every (adalimumab bimekizumab 160 mdl60 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 16D24; 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% 1d% 9 (2% 3 (2% n ! * "
Deaths 0 0( ! 0( ! 0( ! 0( ! o( ) I #$ %&' O +’- . /9 12
Most frequent TEAES 34% 7#89 1¢>7@ . 35 6 2
Nasopharyngitis 13 (5%) 40 (9%) 7 (5%) 8 (3%) 50 (12%) 12 (9%) "O A6 7/ Ag: ;BCD E - " /8 62
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%) 5%7 4AF G H I‘] KL M N O PQIG
Diarrhoea 7 (2%) 16 (4%) 5 (4%) 1 (<1%) 20 (5%) 5 (4%) R S TUV W
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%) XYZ[ '\] n 2 a H Ibc
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%) V W<
Increased alanine 2 (1%) 3 (1%) 7 (5%) 1 (<1%) 4 (1%) 8 (6%) 7()*+ - . d56e 39f ‘<
aminotransferase
Injection site erythema 0 1 (<1%) 4 (3%) 0 2 (<1%) 5 (4%) :>?@ . dOGe " 9f ;<
Infections 56 (20%) 131 (30%) 35 (25%) 41 (15%) 170 (39%) 41 (29%) BCD E - . d06 e 391: W
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




Week 0D16 Week 0D24
Placebo (n=281)Bimekizumab  Reference group Placebo to Bimekizumab  Reference group
160 mg every (adalimumab bimekizumab 160 mdL60 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 16D24; n=271)* 2 weeks; n=140)

Fungal infections 4 (1%) 20 (5%) 1 (1%) 7 (3%) 33 (8%) 1 (1%)

Candidanfections 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 :andgida 0 1 (<1%) 0 O( ) 2§<10/; 0 " HS N& ()*+’- -

0 0
e - 012 34567 89:;< =>

Fungal infections not elsewhere 2 (1%) 9 (2%) 0 2 (1%) 15 (3%) 0

classibed < ? @A2 3B%7 CDEF :;

Fungal skin infection 0 3 (1%) 0 0 5 (1%) 0 < &GHI J

Tongue fungal infection 0 3 (1%) 0 0 3 (1%) 0

Oral fungal infection 0 2 (<1% 0 0 4 (1% 0

— . -~ %l GAM @WP / QR C

Onychomycosis 0 1 (<1%) 0 0 1 (<1%) 0 |

Fungal oesophagitis 0 0 0 1 (<1%) 0 0 DEF < 712ST uv @A

Laryngitis fungal 0 0 0 1 (<1%) 0 0 WXNY Z[H| J

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%)
Seriou€andidanfections 0 0 0 0 0 0
Systemic fungal infections 0 0 0 0 0 0
Candidanfections leading to study 0 1 (<1%) 0 0 1 (<1%) 0
discontinuation




Week 0D16 Week 0D24

Placebo (n=281)Bimekizumab  Reference group Placebo to Bimekizumab  Reference group
160 mg every (adalimumab bimekizumab 160 mdL60 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 16D24; 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 increasesa

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 inBammatory bowel 0 0 0 Oa 1 (<1%) 0
disease E—
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
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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
............................................. T e e P T e e e P e e ET P T T e e ET P PP PP PR P P TEPEPEPEPEP O PRPEPEPEPETEEY TEPEPETEITITITEPETETETOITIPETY  ETTPTITEPEPEPEEITITEPeE
14-35 days 16 weeks

1 1

Primary endpoint 20 weeks after
ACRS0 last dose
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Placebo (n=133) Bimekizumab

160 mg every

4 weeks (n=267)

All patients

(n=400)

>3&%7?3@"&);AB,

Age, years
Gender
Male
Female
BMI, kg/rh
Race, White*

5143 (1249)

60 (45%)
73 (55%)
2940 (544)
128 (96%)

Time since psoriatic arthritis diagnosis, years9a2 (8a1)

5041 (1244)

130 (49%)
137 (51%)
3041 (645)
256 (96%)
946 (949)

5045 (1245)

190 (48%)
210 (53%)
2948 (642)
384 (96%)
945 (943)

197

Previous TNHRnhibitors

Inadequate response to one'TiNlkibitor
Inadequate response to two"TMRibitors

Intolerance to TNFnhibitors

103 (77%)
15 (11%)
15 (11%)

204 (76%)
29 (11%)
34 (13%)

307 (77%)
44 (11%)
49 (12%)

vJ

> w2 U)

Any conventional synthetic DMARD at baseb3e(47%)

Methotrexate at baseline
TJC of 68 joints
SJC of 66 joints
High-sensitivity CRB mg/L
ASected BS#3%
PASI scorea
Nail psoriasisa
MNAPSI scdre
HAQ-DI score
PtAAP score
PhGA score
PGA score
SF-36 PCS score
Presence of enthesitis (LEI >0)=
LEI score||
Presence of dactylitis (LDI >0)=
Dactylitic sites**
LDI score**

51 (38%)
1943 (1442)
1043 (842)
59 (44%)
88 (66%)
845 (646)
83 (62%)
445 (248)
1404 (0469)
6147 (2446)
5747 (1848)
6340 (2240)
3549 (1042)
36 (27%)
249 (146)
14 (11%)
149 (244)
6644 (12746)

139 (52%)
119 (45%)
1844 (1345)
947 (745)
118 (44%)
176 (66%)
1041 (941)
159 (60%)
443 (248)
0497 (0459)
5843 (2442)
5943 (1742)
6045 (2245)
3644 (940)
106 (40%)
246 (145)
34 (13%)
240 (148)
7247 (11444)

202 (51%)
170 (43%)
1847 (1348)
949 (747)
177 (44%)
264 (66%)
946 (844)
242 (61%)
444 (248)
0499 (0462)
5945 (2443)
5847 (1747)
6144 (2243)
3643 (944)
142 (36%)
247 (145)
48 (12%)
149 (240)
7049 (11740)
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y-a

Placebo (n=133) Bimekizumab 160 mg every

4 weeks (n=267)

Primary & cacy endpoint
ACR50 response 9 (7%)
ORvsplacebo (95% ClI); p value aa

116 (43%)
1141 (544 to 2340); p<040001

Ranked secondary endpoints
HAQ-DI score change from baseline, mean (BBA07 (0a04)

Least squares meadnedence/splacebo aa
(95% CI); p value

PASI90 response* 6 (7%) of 88
ORvsplacebo (95% ClI); p value "
SF-36 PCS score change from baseline, mead d8KE)a7)

Least squares mednedence/splacebo aa

(95% CI); p value
MDA response 8 (6%)

ORvsplacebo (95% CI); p value aa
Additional € cacy outcomes
ACR20 21 (16%)
ACR70 1(1%)
PASI75* 9 (10%) of 88
PASI100* 4 (5%) of 88
ACR50+PASI100* 1 (1%) of 88
VLDA 3 (2%)
IGA O or Ao 3 (4%) of 82

mNAPSI!0 12 (14%) of 83
HAQ-DI MC|p 24 (22%) of 110
PsAID-12 score change from baseline , mea®(8B)(0a2)
PtAAP score change from baseline , mean (EE)a5 (2al)

FACIT-Fatigue score change from baseline, 04l (047)
mean (SE)

P0438 (0403)
P0433 (P0442 to D0423); p<0d

121 (69%) of 176
3042 (1244 to 7349); p<040001
743 (045)
640 (444 to 747); p<040001

118 (44%)
1341 (641 to 2840); p<040001

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
D242 (041)
P2747 (147)
545 (046)

"#$%&'()*""+'&%",'-&./"+,'0102'3415'627,

Placebo Bimekizumab
(n=132)* 160 mg every
4 weeks (n=267)
Any TEAE 44 (33%) 108 (40%)
Serious TEAEs 0 5 (2%)
Discontinuation due to TEAEsa 0 2 (1%)
Drug-related TEAEs 4 (3%) 35 (13%)
Severe TEAES 0 5 (2%)
Deaths 0 0
Most frequent TEAES in the bimekizumab}group
Nasopharyngitis 1 (1%) 10 (4%)
Oral candidiasis 0 7 (3%)
Upper respiratory tract infection 2 (2%) 6 (2%)
Infection§
Serious 0 2 (1%)
Opportunistic 0
Active tuberculosis 0
SARS-CoV-2 infections 6 (5%) 5 (2%)
Fungal infections 0 12 (4%)
Candidmfections 0 7 (3%)
Oral candidiasis 0 7 (3%)
Fungal infections not elsewhere classiped 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%)
Candidafections leading to discontination 0 1 (<1%)
Neutropeniaa 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 nddmal 2 (1%)
Aspartate aminotransferase or alanine aminotransferase more thHan 4 (1%)
three times upper limit of normal
Adjudicated inBammatory bowel disease 0 0
Malignancies 1 (1%) 0
Basal cell carcinoma 0

1 (1%)
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Table 3: Efficacy of secukinumab at week 24 in anti BTNF-nasve and anti BTNF-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% CI)  placebo Value? (95% CI)  placebo Value? (95% CI) placebo Placebo
Anti BTNF-nasve
patients
39/67 (5812) OR 7177 0'0040 OR 9199 OR 3!17
ACR20 response ' (3!36D 40/63 (63!5) (4122 <0!0001 24/65 (36!9) (1136 010075 10/63 (15!9)
17'98) 23!66) 7.40)
OR 9172 OR 12!54 OR 4190
ACRS50 response 26/67 (38!8) (3!114b  <0!0001  28/63 (4414) (403D <0!0001 16/65 (24!6) (1153b 010074 4163 (6!3)
30!09) 39!05) 15!64)
OR 9172
ACR70 response 15/67 (22!4) (3'14b 0'0003 17/63 (27!0) <0!0001 4/65 (6!'2) 013654 1/63 (1!6)
30!09)
OR 796 OR 6!33 OR 1194
PASI75 response® 19/30 (63!3) (2142 010006 20/36 (55!6) (1199 010018 10/33 (30!3) (0159D 012729 6/31 (19!4)
20!15) 6!34)
OR 13!11 OR 8!09 OR 1!40
PASI90 response” 16/30 (53!3) (3'09D 0!0005 14/36 (38!9) (1'92b 0!0044 4/33 (12!1) (0'28b  0!6825 3/31 (917)
55159) 34109) 7102)
Anti BTNF-IR patients
OR 4197 OR 2155 OR 1!03
ACR20 response 15/33 (45!5) (1.0sb  0!0077 11/37 (29!7)  (0.78E8!32) 011216 5/34 (1417) (0.27D 019639 5/35 (1413)
18!126) 3195)
OR 4137 OR 2139 OR 0!69
ACRS50 response 9/33 (27!3) (3'114b 010431 7/37 (1819) (0.56D 012374 2/34 (5!9) (0.11p 06941 3/35 (8!6)
30!09) 10!15) 4142)
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) (1177 010152 8/22 (36!4) (0!66D 011094 4/17 (23!5) (0133b 012986 1/12 (8!3)
210!18) 57!30) 36!06)
OR 6!43 OR 3!50 OR 1137
PASI90 response” 4/11 (36'4) (058D 011282 5/22 (22!7) (0135 012859 2/17 (11!8) (0!111p  0!8098 1/12 (8!3)
70174) 34191) 17130)
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