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Synopsis

» Patients with psoriasis have a greater risk of mental health disorders, such as anxiety, depression, and

Summary Tablel  Anxiety disorders and symptoms, depressive disorders,
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(regular, longer intervals during the BE BRIGHT OLE) and was scored 0—27; higher scores indicate Flgure 1 Mean PHQ-9 scores through PBO- and comparator—controlled perlods (M|) p:rF:::tSeSrI](:r;epressive dcorder

suicidality, than the general population.! Data related to depression and suicidality were exhaustively monitored across trials and adjudicated SIB TEAEs
ObjeCtive The PHQ-9 measured depression severity and was collected frequently A) Anxiety disorders and symptoms and depressive disorders TEAEs
To report anxiety, depression, and suicidal ideation and behavior (SIB) data over 16 weeks and longer-term in Included trials: An independent Neuropsychiatric Adjudication Committee evaluated neuropsychiatric BKZ Total (N=2,480)
bimekizumab (BKZ)-treated patients with moderate to severe plaque psoriasis. « BE ABLE 1 ' TEAEs, and abnormal depression and suicidality questionnaire scores, and determined ; !

« BE ABLE 2 whether they met criteria for SIB Total exposure, PY ! 7,166
Methods . PS0016 Phase 2 TEAEs, EAIR/100 PY (95% Cl) .
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e The BKZ in psoriasis clinical development program exhaustively monitored and collected patient data * PSO018 ilalehty very Aweeis l l Anxiety disorders i 01(01,0.2)

related to depression and suicidalit  BEVIVID o Anxiety disorder : <0.1(0.0,0.1)

P Y- « BE READY Phase 3 O —— . ¢ Sooacpooooaooooon O — @ ssrsenessiosaisassanssncsneffrrsrncsnissnsssssassanssassons @ Adjudicated SIB TEAEs: 0.126/100 PY G ved oty disord : 01(0.0.01)

— This program includes nine global phase 2/3 trials: BE ABLE 1, BE ABLE 2, PS0016, PS0018 « BE SURE Week O 4 8 12 16 Up to 5 years' treatment enera.|ze anxiety disorder ! <0.110.0, 0.
(phase 2); BE VIVID, BE READY, BE SURE, their ongoing open-label extension (OLE), BE BRIGHT, e BEBRIGHT — Phase 3 OLE Neurosis : <0.1(0.0,0.2)
and the ongoing BE RADIANT trial (phase 3).2-1° « BERADIANT — Ongoing phase 3 Anxiety symptoms? : 0.5(0.4,0.7)

. . . e 7,166 PY of BKZ exposure ) '
— Full study designs have been published previously.2-46-10 Anxiety : 0.5(0.3,0.7)
PHQ-9 Stress | 0.1(0.0,0.2)
o The Patient Health Questionnaire (PHQ)-9 measured depression severity monthly to Week 16 Depressive disorders E 82 Eg: 8;;

worse depression.tt <0.1(0.0, 0.1)

e Mean PHQ-9 scores are reported through:

A) At end of PBO/comparator-controlled period B) Over time B) Adjudicated SIB TEAEs
— Week 0-16 of BE VIVID and BE READY pooled together (BKZ 320 mg every 4 weeks [Q4W] ) / P P ) )
vs placebo [PBO]). 10 ~ 5+ Baseline BKZ Total (N=2,480)
~ Comparator-controlled periods of BE VIVID (BKZ vs ustekinumab [USTI), BE SURE S sl End of PBO/comparator-controlled period g ] Vs Total exposure, PY ! 7.166
(BKZ vs adalimumab [ADA]), and BE RADIANT (BKZ vs secukinumab [SEC]). ] 2 2.6vs 2.6 TEAEs, EAIR/100 PY (95% ClI)
— 3 years of the BE BRIGHT OLE following the feeder studies. g 6 g 3 '\2-5 vs 2.7 Adjudicated SIB® ! 0.126 (0.058, 0.239)

» Depression categories defined according to PHQ-9 scores are also reported from Week 0-16 of T 4 A-1.3  A-0.3 A-15  A-15 A-1.5 A-1.5 A-1.4 A-14 T 2] \\ n_ 24 15 1.1 Adjudicated suicidal ideation®< : 0.084 (0.031, 0.182)

BE VIVID/BE READY. c 2.4 5 < F— — ———= g P 1.0 1.2 Adjudicated suicidal behavior® | 0.056¢
. . . o 21 1.3 . o 11 11 . |
Anxiety, Depression, and Adjudicated SIB TEAEs s 12 11 1.0 = 12 = 1.2 Suicide attempt : 0.042(0.009, 0.122)
. . S . . — T . T T . . . . . . . . ) Completed suicide i 0.014 (0.000, 0.078)

e Anindependent Nguropsychlatrlc Adjudication Committee evalgated potgntlal.n.europsyc.h|atr|c. 0 BKZ Q4W PBO BKZ Total ADA BKZ Total SEC BKZ Q4W UST 0 0 4 3 12 16 20 24 8 32 36 40 44 48 52 P
events and determined whether abnormal PHQ-9 and electronic Columbia-Suicide Severlty Ratmg (N=670) (N=169) (N=319) (N=159) (N=373) (N=370) (N=321) (N=163) Week BKZ Total includes data pooled from all nine phase 2/3 BKZ in psoriasis trials, including up to 5 years of BKZ exposure. ?Includes all TEAEs which code to the equivalent
Scale scores, and treatment-emergent adverse events (TEAES) met criteria fOF SlB POOled BE V|V|D/BE READY BE SU RE MedDRA high—levelterms; bAdjudicated via an independe_nt _Neuropsychiatr\c Adjud\catio!n Committee; Includes events ;d_judicated as ‘suicidal ideation’, rather than events

’ ’ Pooled BE V|V|D/ BE SU RE BE RAD'ANT BE V|V|D BKZ Q4W (N =670) PBO (N =169) BKZ Total (N =319) = ADA (N =159) coded to this preferred term; “The EAIR of suicidal behavior is the sum of the EAIRs for suicide attempt and completed suicide; the Cl has not been calculated

» Incidence rates/100 patient-years (PY) of anxiety disorders and symptoms, depressive disorders, and BE READY (Week 24) (Week 48) (Week 52) BE RADIANT BE VIVID
adjudicated SIB TEAEs were reported using data pooled from all nine phase 2/3 trials (BKZ Total), (Week 16) BKZ Total (N=373) SEC (N=370) BKZ Q4W (N=321) UST (N=163) Table 2 Comparison of SIB TEAEs across anti-1L.-17 and anti-11.-23
InCIUdlng Up © 5 years Of BKZ exposure (4 years Of BE BR'GHT) All baseline, Week 16, and ch fi baseli l dedtold L pl. Delt: [{ dicate ch f baseline i PHQ-9 t th d of PBO- and tor- trolled iods. BKZ Total includes data f id f BKZ led t ther. The PBO- trolled d in BE VIVID and BE READY lasted for 16 ks. Th ti H 1 H H H

PH Q _ 9 comparato'r—controtl'ed periodgtasted for 24 weeks (BKZ vs ADA; BE SURE), 48 vf/)eeks> (BKZ vs SEC; BE RADIANT)g,;and 52 wee}ls (BKZ vs UST; BE VIVID). Using multiple imputation mzthodotogy, intermﬁttent rﬁissing data were imputed based on the Marko@ Chain Mgonte Carlo method, and mopnotone missing data were imputed using monotoné regression. C I.I n I Ca l d eVe I.O p m e nt p rOg ra m S I n pSO rla S I S

« At baseline and through PBO- and comparator-controlled periods, mean PHQ-9 scores with BKZ . _ ) _ _ B Anti-IL-17A/F B Anti-IL-17A B Anti-IL-17A receptor [ Anti-1L-23
were low, numerically lower than PBO, and similar to active comparators (Figure 1). Figure 2 Incidence of PHQ-9 scores by depression category at baseline and Week 16 in BE VIVID/BE READY pooled (OC) R — s s

ota
— Low mean PHQ-9 scores were maintained with BKZ over 3 years of the BE BRIGHT OLE (N=2,480) (N=5,181) (N=4,209) (N=4,464) (N=3,072) (N=2,891) (N=1,994)
(mean PHQ-9 after 144 weeks of BE BRIGHT: 1.2). Baseline Week 16 . : . . . . .

« At Week 16 of BE VIVID/BE READY, 92.9% of BKZ patients scored 0—4 in PHQ-9 (no/minimal depression) 100 + ' 92.9% Total exposure, PY ;7166 | 10417 7 6480 NS00 SSCTN NSO R NS0
vs 81.1% of PBO patients (Figure 2); 1.2% vs 6.3% scored >10 (moderate—severe depression). gol BL6% 79.5% BKZ Q4W (N=667) ! 81.1% BKZ Q4W (N=650) TEAEs, EAIR/100 PY (n)

— 0.7% of BKZ-treated patients scored >15 in PHQ-9 (moderately severe—severe depression) at any 9 FESTINSREE) | PBO (N=159) SIB? ¢ 013 . 008 : 014 : 038 : 009 : 010 : 019
post-baseline visit during Weeks 0-16, vs 4.1% in the PBO group. °;; 60 - ! ) (8) ) b (35 (7) (9) (8)
. . . c . . . 006 + 005 014 ' 021 »0.02> 1 0.07°
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e Over 7,166 PY of BKZ exposure, the rates of anxiety disorders (0.1/100 PY) and symptoms (0.5/100 PY), a . | - 0.04 0.04° 0.14 0.16 0.01° 0.02
depressive disorders (0.5/100 PY), and adjudicated SIB (0.1/100 PY) TEAEs were low (Table 1). 20 1 13.3% 16.9% | 12 6% Suicide attempt Co® @ @ s o MR TGy T

° o o 5.8% : % 1 1 : i i . .

« The rates of adjudicated SIB (0.13/100 PY), suicidal behavior (0.06/100 PY), and completed suicides 0 3.9%  3.0% 1.2%  0.6% 0% 0% 0.9% moimr 0.2% 0.6% 0.2% 0% Completedsuicide | 001§ 00 1004 i i 00 | 005
(0.01/100 PY) with BKZ were comparable to rates with anti-interleukin (IL)-17A and anti-1L-23 0-4 5-9 10-14 15-19 >20 ! 0-4 5-9 10-14 15-19 >20 b (1) ! (1) : : (4) : : (1) : (2)
therapies in psoriasis (Table 2);12_16 iﬂClUSion and exclusion criteria, and deﬁnitions and monitoring Of nO/minimal mlld depreSSion mOderate mOderately severe ! no/minimal mlld depreSSion mOderate moderately severe 2SIB events were adjudicated in the BKZ in psoriasis clinical development program via an independent Neuropsychiatric Adjudication Committee; in the psoriasis
suicidal ideation, differed between studies, with extensive monitoring in the BKZ studies; therefore, depression depression severe depression depression : depression depression severe depression depressiona development programs for the other treatments shown, SIB events were defined using Standardized MedDRA Query. Inclusion and exclusion criteria, and definitions and

0 q q 9 monitoring of suicidal ideation, differed between studies, with extensive monitoring in the BKZ studies; therefore, caution should be taken when making comparisons across
caution should be taken when maklﬂg comparisons across studies. studies; °EAIRs were not reported in the original reference; rates were estimated based on the PY of exposure and number of cases reported in the reference.

Data are presented for patients with available data only (observed case). *One patient receiving BKZ 320 mg Q4W was categorized as having severe depression at Week 16; this patient had a medical history of bipolar disorder, anxiety, and depression.

_ i i i 15
The adJUdlcated Sl B rate with BKZ was lower than reported for brodalumab (038) ADA: adalimumab; BKZ: bimekizumab; BRO: brodalumab; Cl: confidence interval; DLQI: Dermatology Life Quality Index; EAIR: exposure-adjusted incidence rate; GUS: guselkumab; HRQoL: health-related quality of life; IL: interleukin; IXE: ixekizumab; MedDRA: Medical Dictionary for Regulatory Activities; MI: multiple imputation; N/R: not reported; OLE: open-label extension; PASI: Psoriasis Area and Severity Index; PBO: placebo; PHQ-9: Patient Health Questionnaire-9; PY: patient-years;

— The adjudicated SIB rate was also similar to rates seen in the general psoriasis population Q4W: every 4 weeks; RZB: risankizumab; SEC: secukinumab; SIB: suicidal ideation and behavior; TEAE: treatment-emergent adverse event; TIL: tildrakizumab; UST: ustekinumab.
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