Bimekizumab Safety in Patients with Psoriasis Achieving Complete Skin Clearance: 4-year Analysis from
5 Phase 3/3b Trials
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To evaluate the safety of bimekizumab (BKZ) up to 4 years in patients with psoriasis achieving complete skin clearance at BKZ safety through 4 years of treatment in: The vast majority of oral candidiasis events were mild/moderate . .
Week 16 (end of initial treatment periods) and Week 48 (last common timepoint in double-blinded periods) in phase 3/3b trials. S . - 84 Overall BKZ-randomized population® (N=1,255; 3,941.3 PY)
Patients with PASI 100 at Week 16 Patients with PASI 100 at Week 48 Week 16 responders  Week 48 responders BKZ-randomized
SynOPSis Rates of TEAEs in PASI 100 responders were similar to the Seri k4 1.3(0.9,18) _ _ ™ 0.7(04.1.1)
overall BKZ-randomized population up to 4 years erious Malignancies
98.4% 98.8% 98.9% infections® | 11 1.2(09.17) (including Nmsc) | 1 0-8(0.5.1.2)
e BKZis an IgGl monoclonal antibody that selectively inhibits interleukin (IL)-17F in addition to IL-17A! PASI 100 PASI 100 Overall BKZ- [®{ 1.3(1.0,17) [®4 0.9(0.6,1.3)
EAIR/100 PY Week 16 Week 48 randomized . . I — ,
o BKZ has demonstrated a favorable safety profile and was well tolerated over 4 years in patients with moderate to severe (N=755) (N=849) (N=1,255) (ofjoral O el @i arel
l o 2 candidiasis events candidiasis events candidiasis events
s Any TEAE 160.6 158.9 181.4 were mild/moderate  were mild/moderate  were mild/moderate | 0  0.5(0.3,0.9)
» In phase 3 trials, 59-68% of BKZ-treated patients achieved 100% improvement from baseline in Psoriasis Area and Severity SD?S”CZunSt;E/;EZnS 4.9 47 >3 B Mild/moderate 7 Severe Active | Malignancies | 0 o o oo
Index (PASI 100; complete skin clearance) at Week 16,°-° and 65-72% did so at Year 1 (Week 48/52/56).34¢ due to TEAES 2.0 14 2.9 tuberculosis | (excluding NMSC)® R
Few oral candidiasis events led to discontinuation 0 »l 0.6 (0.4, 0.9)
* Here, we investigate whether patients achieving complete skin clearance at the end of the initial treatment and } T T T T T T T T . - - - - - - - - ]
double-blinded periods experienced safety events in line with the overall BKZ-randomized population up to 4 years. , n=2 n=1 n=4
The three most common TEAEs in all groups were I
13.3(11.7,15.0) ——o— ) <0.1(0.0,0.2)
Methods —  Funal 13.8 (12.2,15.4) —o—| judi | 0
@ BKZ was well tolerated through 4 years in patients infections : o0 =K Adjudicated SIB I
 Data were pooled from the BE SURE, BE VIVID, and BE READY phase 3 trials, their open-label extension (OLE) BE BRIGHT, achieving PASI 100 at Weeks 16 and 48, with a safety 15.5 (14.1,17.0) F—o— 0.1(0.0,0.2)
and the BE RADIANT phase 3b trial (including its OLE).2~7 profile consistent with the overall BKZ population in . . . . T . . . . ! ; ; ; ; ; ; ; ; .
P 9 ’ Nasopharyngitis Oral candidiasis Upper respiratory moderate to severe plaque psoriasis
« Included patients were randomized to BKZ 320 mg every 4 weeks (Q4W) and received BKZ Q4W or Q8W thereafter. tractinfection
P g every (Q4w) —e— 9.1(7.8,10.4) M 0.4(0.2,0.8)
= i i i i inic visi Candida
All patients received BKZ Q8W from Week 64 in BE RADIANT or Week 100/104 in BE BRIGHT, or the next scheduled clinic visit. > candida —o— 9.2 (8.0, 10.5) Neutropenia | 0.5(0.3,0.8)
— Patients who switched to placebo at Week 16 of BE READY were excluded. —o— 9.7 (8.6, 10.8) ®l 0.6(0.4 009)
. . . . . T T T T T T T T 1 T T T T T T T T 1
e Treatment-emergent adyerse events (TEAES) are reported up to 4 years (Week 196/200) using exposure-adjusted incidence Figure 1 Summary of TEAEs up to 4 years
rates (EAIRs) per 100 patient-years (PY) in those:
. Fo- Week 16 PASI 100 responders (N=755; 2,557.7 PY) o+ Week 48 PASI 100 responders (N=849; 2,912.3 PY) F—6— 8.1(6.9,94) b 1.7(1.3,2.3)
— Achieving PASI 100 at Week 16 (observed case [OC]); P P Oral ALT/AST
ko4 Overall BKZ-randomized population® (N=1,255; 3,941.3 PY) » candidiasis —o— 8.1(7.0,9.3) >3x ULN o4 1.7 (1.3, 2.3)
— Achieving PASI 100 at Week 48 (last common timepoint in double-blinded periods; OC); —o— 8.5 (75 9.6) ko4 1.9 (15, 2.4)
— 1 I | T T T T T T T T 1 T T T T T T T T 1
Randomized to BKZ in phase 3/3b studies, regardless of PASI 100 response. | | 4.9 (41 59) 46(38.55) | |
|
Resu lts Serious TEAEs —0——A 4.7 (3.9,5.6) Severe TEAEs 4.4(36,52) F—o— Definite or | <0-1(0.0,0.2) ™ 0.5(0.3,0.9)
ALT/AST |
—o— 53(4.56.1) 4.9(42,57) F—o— . Pprobable &4 g4 (0,0,0.3) 5 ULN [® 0.3(0.2.06)
« Of those initially randomized to BKZ in phase 3/3b studies (N=1,255), 775 (61.8%) achieved PASI 100 at Week 16 and adjudicated IBD | 0201 0.4 b 0.5(03.08)
849 (67.6%) achieved PASI 100 at Week 48. ' ' ' ' ' ' ' ' - - i
» Up to 4 years, TEAE rates were 160.6/100 PY for Week 16 PASI 100 responders, 158.9/100 PY for Week 48 PASI 100 responders, |
and 181.4/100 PY for the overall BKZ-randomized population. —o— 2.0 (1.5, 2.6) Fo- 0.3(0.1,0.6) ™ 0.6(0.4,1.0) Serious || <0-1(0.0,0.2)
. . . . . . . . . . . Adjudicated e i
— The rates of serious and severe TEAEs, discontinuations due to TEAEs, and TEAEs leading to death are shown in Figure 1. Discontinuations TEAEs leading MAcE> | 191 0.7(0.4,1.0) hypersensitivity & <0.1(0.0,0.2)
due to TEAEs He— 1.4(1.0.19) todeath |1 0400207 reactions |
; ; _ ; : . 1ol 0.7 (0.4, 1.0 ? <0.1(0.0,0.1)
¢ In line with the overall BKZ-randomized population, the three most common TEAEs up to 4 years were: — | 2.9 (2.4 3.5) ke 0.4 (0.2 0.7) . : . . . . . . . . | : : : : : : : : :
— Nasopharyngitis (Week 16 responders: 12.1/100 PY; Week 48 responders: 12.8/100 PY; overall BKZ: 13.2/100 PY); T T T . T T T . c 2 4 6 8 10 12 14 1 18 o 2 4 6 8 10 122 14 16 18
— Oral candidiasis (Week 16 responders: 8.1/100 PY; Week 48 responders: 8.1/100 PY; overall BKZ: 8.5/100 PY); 0 2 4 6 8 0 2 4 6 8
. . . EAIR/100 PY (95% CI) EAIR/100 PY (95% CI) EAIR/100 PY (95% CI) EAIR/100 PY (95% CI)
— Upper respiratory tract infection (Week 16 responders: 6.0/100 PY; Week 48 responders: 6.1/100 PY; overall BKZ: 6.5/100 PY).
. . FRT] . . P Patients who switched to placebo at Week 16 in BE READY were excluded. [a] All patients who were randomized to receive BKZ in the included phase 3/3b trials (excluding placebo switchers); discontinuations due to Patients who switched to placebo at Week 16 in BE READY were excluded. [a] All patients who were randomized to receive BKZ in the included phase 3/3b trials (excluding placebo switchers); [b] Ranges of EAIRs
» The vast majority of oral candidiasis events were mild or moderate, and rates were similar between groups (Week 16 TEAEs may be subject to survivor bias due to the selection of responders. reported with other biologics in the PSOLAR registry were: serious infections: 0.93-2.91/100 PY: adjudicated MACE: 0.51-0.64/100 PY; malignancies (excluding NMSC): 0.48-0.84/100 PY.22
responders: 98.4%; Week 48 responders: 98.8%; overall BKZ: 98.9%).
o Qverall oral candidiasis events led to discontinuation of four patients: one of these was a Week 16 PASI 100 responder and ALT: alanine aminotransferase; AST: aspartate aminotransferase; BKZ: bimekizumab; Cl: confidence interval; EAIR: exposure-adjusted incidence rate; IBD: inflammatory bowel disease; IL: interleukin; MACE: major adverse cardiac event; NMSC: non-melanoma skin cancer; OLE: open-label extension; PASI 100: 100% improvement from baseline in
! Psoriasis Area and Severity Index; PSOLAR: Psoriasis Longitudinal Assessment and Registry; PY: patient-years; Q4W: every 4 weeks; Q8W: every 8 weeks; SIB: suicidal ideation and behavior; TEAE: treatment-emergent adverse event; ULN: upper limit of normal.
one was a Week 16 and Week 48 PASI 100 responder.
o Rates of other TEAEs of interest are shown in Figure 2 and were generally similar between groups.
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