Efficacy and Safety of Bimekizumab in Patients with Moderate to Severe
Plaque Psoriasis: Results from BE VIVID, a 52-Week Phase 3, Randomized, N e

J.F. Merola,® C. Madden,” M. Wang,’

Double-Blinded, Ustekinumab- and Placebo-Controlled Study V. Vanvoorden, ® M. Lebwohl

Presented at Fall Clinical Dermatology Conference 2020 | October 29—November 1 | Las Vegas, NV

Objectives Synopsis Figure1  Study design Tablel  Baseline characteristics Table 2

To compare the efficacy and safety of bimekizumab with Objective _ _ PBO/bimeKizumab | Initial Period Initial and Maintenance Periods
ustekinumab and placebo in patients with moderate to severe Active comparator period 320 mg Q4W Ust(ek"’lﬂég)\ab (Weeks 0—16) (Weeks 0—52)
; ; . . . . N= . R . R
plague psoriasis treated for one year. To compare the efficacy and safety of bimekizumab with (n=83) Placebo Ustekinumab Ustekinumab
. . . . ' Initial treat t ' Maint ' : : = = =
ustekinumab and placebo in patients with moderate to severe >creening AL SRS PR PHTHEEES P Age (years), mean + SD 497 +136 | 460+ 136 (?1 éj) (”n 35)3 | (”n (15)3 :
Background plaque psoriasis Male, n (%) 60 (72.3) 117 (71.8) Incidence of TEAEs | |
g Caucasian, n (%) 63 (75.9) I I 120 (73.6) é‘”Y TEAWIEEAE 32 ((374())) ' ! 82 ((201)9) ! 1312 gi)&
L . . L Weight (kg), mean + SD 891+264 | 8724211 oAt due e : | : |
Bimekizumab is a monoclonal IgG1 antibody that selectively inhibits Methods _ , , 6(72) | 308 43
. o . : . : Duration of PSO (years), mean + SD 19.7 + 13.8 . . 178 + 11.6 to TEAEs ! ! !
IL-17F in addition to [L-1/7A. Both of these interleukins are implicateo Patients were randomized 4:1:2 to receive bimekizumab every four 4:1:2 n=83 Open-label PASI, mean + SD 201+68 . 213+83 Drug-related TEAEs 8 (9.6) | UL/ - 55(20.2)
in the immunopathogenesis of psoriasis.*~? S randomization Placebo — extension study ’ - — — Severe TEAEs 3(3.6) L 3(1.8) 849
| weeks, placebo or ustekinumab N=567 . (BE BRIGHT) BSA (%), mean + SD 270 +16.3 | 273+ 167 Deaths 1(1.2) ; 1(0.6) ; 1(0.6)
n= S : ' ' '
Bimekizumab led to substantial clinical improvements in patients IGA, n (%)° ; ; Common TEAEs (>5% of Patients) . .
ith J [ i3sis (PSO) in the ph > Results 3: moderate 54 (65.1) : 96 (58.09) Nasopharyngitis /84 | 14 (8.0 36 (22.]
with moderate to severe plague psoriasis ( ) in the phase | - : : Oral candidiasis 0 | 0 : 1(0.6)
BE ABLE study, with no unexpected safety findings.** BE VIVID met both of its co-primary endpoints at Week 16, with S e e Di'QSletV etrel - 1280(33'67)8 : : 16160(405529 DPpErfespraon 224 - 5(30) - 18(1L0)
’ + . + . | | . + . ; ;
significantly higher PASI 90 and IGA 0/1 responder rates vs placebo; . b TR0 2 . S . . - Urinary tract : : 5 (1.2 :
it ki " <0 rated Baseline Week 16 Week 52 Any prior systemic therapy, n (%) 64 (77.1) | . 132 (81.0) fection 5(6.0) ! ! (1.2) ! /7 (4.3)
Methods superiority vs ustekinumab was also demonstrate € S . orior bioloic therapy, 1 (% o B—— recton Soa — 55 — 55
) ) 20 weeks after - : : Headache 0 ! ! 7/ (4.3) ! 9 (5.5)
. | . Week 16 PASI 90 Proportion of patients achieving PASI 90 (%) oo eeks ale anti-TNF 16 193 | . 24047) . - . : :
. y | ! | ypertension 1(1.2) ! 5(3.1) ! 10 (6.1)
A_dult |cl)atk|1ents gvétg \r;rlw\c/)l%eratz tcz Ns?:vTeOrggF;SOCigv%/)ere enrglleq mdthe and IGA 0/1 at Week 16 follow-up Anti-IL-17 18 (21.7) : 38233 Safety Topics of Interest |
pivotal phase stuay , d ranaomizedq, anti-11-23 5 (6.0) ! ! 6 (3.7) Inflammatory bowel 0 : : 0 : 0
double-blinded superiority study in which patients were treated with disease ' ? '
: : : . aUstekinumab dosing was based on weight: patients <100 kg at baseline received one ustekinumab 45 mg injection and one aUstekinumab (Q12W) dosing was based on weight: patients <100 kg at baseline received one ustekinumab 45 mg injection and Adjudicated SIB 0 ' ' 0 ' 1(0.6)
b|mek|zu Mma b, UStek| NnuMma b, or pla ce bO (Flgure 1) placebo injection, patients >100 kg at baseline received two ustekinumab 45 mg injections. one placebo injection, patients >100 kg at baseline received two ustekinumab 45 mg injections; °In each treatment group, one Malignancies 1(1.2)c ! 0 ! 1(0.6)°
_ . _ patient with mild IGA score was mistakenly enrolled. Neutropenia 0 | | 0 | 1(0.6)
e The co-primary endpoints were superiority of bimekizumab versus 0<0.001 0<0.001 Hypersensitivity . ; .
. . S L ' ' ' . 0 | ! 10 (6.1) ! 15 (9.2)
placebo in 90% improvements from baseline in Psoriasis Area and ‘ ; ‘ ' Figure 2 Responder rates over 52 weeks (ITT, NRI e ated MACE 0! : 0 . 5
Severity Index (PASI 90) and an Investigator's Global Assessment Acute myocardial : : :
score of 0 or 1 (IGA 0/1) A) PASI 90 B) IGA 0/1 C) PASI 100 farction 0 | 0 | 0
. 100 - 100 - 100 - Cardiac arrest 0 | | 0 | 0
« Missing data were imputed with non-responder imputation (NRI). Myocardial 0o I 0 I 0
B | < 85 0% 3 o Q infarction | ! ! !
» Treatment emergent adverse events (TEAEs) were classified using = = 81 6% < 84.1% S Cerebralinfarcton 0 . : 0 ' 0
. Q 270 y 7791 S Hepatic events 1(12) ! 0 ! 4 (2.5)
MedDRA version 19.0. o S: ‘ ' — Liver function 112 | . . . e
48% G -k [ G /9 ! < /97 analyses? ____ ,
Resul : <0001 000 g <0001 <000 & azy  Podreetons 0 o o
esults Tlacebo Jeterinumai S | S l S 58.6%" Tinea infections 0| : 0 . 1(0.6)
(n=83) (Nn=163) ] J o l > ' | |
c < 49 8% 60 7% 'c ¢ | | | | | | | N
i i @) O /70 aUstekinumab (Q12W) dosing was based on weight: patients <100 kg at baseline received one ustekinumab 45 mg injection and
Patlent Popu latlon : 50 - 55.8% : 50 4 / 53 4% t% 50 - p<0.00l one placebo injection, patients >100 kg at baseline received two ustekinumab 45 mg injections; PIncludes patients switching
: : . o ) = ' hd from placebo to bimekizumab 320 mg Q4W at Week 16; only events occurring after switching are included in this column; <One
O Basel_ine Cha racteristics are ShOWﬂ in Ta ble 1 Week 16 IGA 0/1 PI’OpOI’tIOﬂ of patlents aChIeVIng IGA O/l (/0) GC) GC) CIC) esophageal adenocarcinoma; ‘One gastric cancer; ®One basal cell carcinoma; "Hypersensitivity reactions were predominantly
o 4(36 s cutaneous and subcutaneous, with no cases of anaphylaxis in any treatment group; 9Incidence of LFT elevations among
. 8 o 8 o bimekizumab-treated patients was generally low and comparable to placebo and ustekinumab; "All fungal infections not
Ef_ﬁ Ca Cy N— e~ — 38.0% classified as Candida or Tinea were classified as fungal infections NEC; 'In addition, all opportunistic infections were localized
8 g O 5 mucocutangous fungal im_‘ections defined as opportunistic by convention; there were no systemic opportunistic infections or
» At Week 16, the proportions of patients receiving bimekizumab o 22 e 29 5 > cases of active tuberculosis reported.
who achieved PASI 90 and IGA 0/1 were significantly greater than o S 12.9% S
: . Q. Q. ol
for ustekinumab or placebo (Figure 2). p<0.001 p<0.001 g g 4 8% O Conclusions
c _J c 0 ® o (al
 Response was rapid, with 7/6.9% of bimekizumab-treated patients o Y90 ¥ 0 e — 0 S —
L ° :
aChleVlgg PASI /75 at Week 4, compared to 15.3% for ustekinumab 0124 8 12 16 20 24 28 32 36 40 44 48 52 0124 8 12 16 20 24 28 32 36 40 44 48 52 0124 8 12 16 20 24 28 32 36 40 44 48 52 Superior PASI 90 and IGA 0/1 responses were observed with
and 2.4% for placebo (p<0.001 vs ustekinumab and placebo). Week Week Week

bimekizumab compared with ustekinumab at Week 16. After one

— Placebo [n=83) Bimekizumab 320 mg QAW (n=321) — Ustekinumab® (n=163) dose, faster onset of response was observed with bimekizumab

Safety

aUstekinumab (Q12W) dosing was based on weight: patients <100 kg at baseline received one ustekinumab 45 mg injection and one placebo injection, patients >100 kg at baseline received two ustekinumab 45 mg injections; *p<0.001 vs placebo; 'p<0.001 vs Compared Wlth ustekinumab C[I'nl'ca[ f’eSpOnSG’S Wlth bimekizumab

O “ b k b ll l d d d : . d ustekinumab; fnominal p<0.001 vs placebo; ‘nominal p<0.001 vs ustekinumab. p values for the comparison of treatment groups were based on the Cochran—Mantel-Haenszel test from the general association; nominal p values for the general association were ] . .

° veratll, DIMeKIZUumab wWas we -tolerated an IScontinuation due based on a stratified Cochran—Mantel-Haenszel test where region and prior biologic exposure were used as stratification variables and were not controlled for multiplicity. At Week 16, patients receiving placebo were switched to bimekizumab 320 mg Q4W. were durab[e through Week 52 B[meklzumab was We[[— to[era ted
4.87% WD . . . . .
- 4,5,9,10
to TEAEs was low (Table 2) BSA: body surface area; DLQI: Dermatology Life Quality Index; IGA 0/1: score of O (clear) or 1 (almost clear) with >2-category improvement relative to Baseline in Investigator's Global Assessment, scored on a 5-point scale; IL: interleukin; ITT: intent-to-treat; LFT: liver and the Safety ,OrOﬁ[e was consistent with previous studies.
: . .y : : : function test; MACE: major adverse cardiac events; NEC: not elsewhere classified; NRI: non-responder imputation; PASI: Psoriasis Area Severity Index; PSO: psoriasis; Q4W: every 4 weeks; Q12W: every 12 weeks; SD: standard deviation; SIB: suicide-ideation behaviors;

¢ The vast maJOth Of the Oral Ca ndldlaS|S Cases were lOcallzed, Placebo Ustekinumab TEAESs: treatmentemergent adverse events; TNF: tumor necrosis factor.

mild or moderate superficial infections, and did not lead to (N=83) (n=163)
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