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L Reporting Mental Health and Associated Disorders from Trials of Bimekizumab In e B o 5 Atxarcion Marten?

Luke Peterson,” Jeffrey L. Stark,® Joseph F. Merola®

Patients with Active Axial Spondyloarthritis and Psoriatic Arthritis

Objective Summa ry Table 2  Overall positive and new-onset positive responses Figure 2  Sankey plots showing PHQ-9 depression severity score changes from baseline to Week 52

To report mental health data, including suicidal ideation and behavior (SIB), in patients to eC-55RS, eC-55RS Ql and PHQ-9 Q9 A) axSpA trials
with axial spondyloarthritis (axSpA) and psoriatic arthritis (PsA) from phase 3 studies of Mental health data, including suicidal ideation and behavior, anxiety and depression,
bimekizumab (BK2Z). are reported in patients with axSpA or PsA from phase 3 studies of bimekizumab. aXSPA DeA PsA BE MOBILE 1 (nr-axSpA) BE MOBILE 2 (r-axSpA)
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addition to IL-1/A. e Depressive disorders PBO :BKzglf\?vmg PBO :BKzglfV?,mg BKzalf\?vmg: 40 mg 100 . / g 100 ‘ o i
e Anxiety and depression are highly prevalent in patients with axSpA and PsA.l** oC-SSRS h=237 n=349 h=415 . n=698 n=431 Qi\ﬁ) £ 9 S B
) 9 : : . N= 2
e All phase 3 BKZ in axSpA and PsA trials coincided at least partially with the COVID-19 e Assesses suicidal ideation and behavior n (%) | | : ° T e
pandemic, with local lockdown measures and health issues having varying impacts on ﬁébm « O questions of increasing severity Positive eC-SSRS response? 0 : 0 3(0.7) &+ 2(0.3 2(0.5 | 214 g T - - .
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populations from phase 2/3 trials. An independent Neuropsychiatric Adjudication _ — St deacljo" : . . . N ook 16 el Week 16 ook 52 Scetine ook 16 Scetine ook 16 ook 52
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Severity Rating Serle (EC-S8RS) anel Paiiamt Heslitn Questonrsiie [EHOI-S saores. depression depression de;er\éi;eon : : : PHQ-9 categories: B No/minimal depression (<5) Mild depression (5—<10) Moderate depression (10—-<15) Moderately severe depression (15—-<20) B Severe depression (>20) Missing
e eC-SSRS and PHQ-9 are patient-reported instruments used to assess mental health in the Across trials of bimekizumab in patients with axSpA and PsA, _eC‘S_SRS and PHQ'.9 Selliss Eﬁv(;:gn;gtrzc:;glr\‘/:e b PHQ-9 depression severity scores (OC)
phase 3 studies of BKZ in patients with axSpA (BE MOBILE 1 & 2) and PsA (BE OPTIMAL and were low and similar to PBO to Week 16. Adjudicated suicidal ideation and behavior, anxiety ’ ’
BE COMPLETE) and depression rates remained low to 1 year on bimekizumab treatment across trials. bThgughtS Jf[-??jt y(glu WO;Jld 104.2) + 8(2.3) 8(19) '+ 4(0.6) /7(16) ' 2(14) nP_'igG BRZ 1?3{23 Q4w nP_Bl% BRZ 1?\‘_’2"2? Q4w
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— All studies were double-blind and placebo (PBO)-controlled through Week 16. hurting yourself” E E E n (%) Baseline Week 16 Baseline Week 16 Week 52 n (%) Baseline Week 16 Baseline Week 16 Week 52
Patients completing Week 16 of BE COMPLETE were eligible to enter the BE VITAL i | : 0-4  89/123 (72.4) 83/118 (70.3) 94/128 (73.4) 103/128 (80.5) 96/108 (88.9) 0-4  83/107 (776) 90/109 (82.6) 177/217 (81.6) 173/213 (81.2) 174/196 (88.8)
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& y phase 2/3 studies - B) PsA trials

Severe depreSSIOﬂ were eXClUded at Screenlng. Pooled data from axSpA phase 3 trials includes BE MOBILE 1 (NCT03928704), BE MOBILE 2 (NCT03928743); pooled data from PsA phase 3 trials includes BE

: - b OPTIMAL (NCT03895203), BE COMPLETE (NCT03896581) and the open-label extension BE VITAL (NCT04009499). Patients completing Week 16 of BE COMPLETE o
° The eC_SSRS questlonnalre dSSESSES Sl B. eC_SSRS responses were pooled within phase 3 BKZ Total or Week 52 of BE OPTIMAL were eligible to enter BE VITAL. [a] Positive eC-SSRS response defined as positive response to any question (Q1-9); [b] New-onset BE OPTIMAL (bDMARD-nalve)

axS pA and PsA trials to Week 16 (PBO_Controll_ed pe riod); repo rted to Week 52 for responses were defined as a positive post-baseline result with no positive results during screening or at baseline; [c] One positive response to Q1 ("Wish to be

BE COMPLETE (TNFi-IR)
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in axSpA (N=928) and 3,949.0 PY in PsA (N=1,415), the exposure-adjusted incidence rate Suicide attempt 0.04 (0.00, 0.20)° : 0.03 (0.00. 0.14) 2 200 o 103 e o
(EAIR)/100 PY (95% CI) of adjudicated SIB TEAEs was 0.11 (0.02, 0.31) for axSpA; Preparatory action toward imminent : ER . W 50 2 100 o
0.05 (0.01, 0.18) for PsA. . . 0.04 (0.00, 0.20) : 0 4- 4- Week 16
suicidal behavior
EAIRs were low for anxiety and depressive disorders, and there were no completed suicides : g | | P50 2 A . .
o . . . 1 > : :
. Y P o " P _ Suicidal ideation 0.04 (0.00, 0.20) ; 0.03 (0.00, 0.14) S l Week 52 e anne |
across trials (Table 1). Two events, reported as intentional self-injury and suicidal behavior, = 2 | BE MOBILE 1: 0870
di - Anxiety disorders 0.04 (0.00, 0.20) = 0.03 (0.00, 0.14) 6 ° 20 8-09 > relerence 1o 8705 AN : 15 . 0.4%
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eC-35RS reESponses (to any question 1-9) were low and generally similar to PBO n AXSPA Generalized anxiety disorder 0.04 (0.00, 0.20) : 0 2 \é\/:;kolg"_lz N ' ‘:*7 o——n | | ] PHQ-9 categories: B No/minimal depression (<5) Mild depression (5—<10) Moderate depression (10-<15) Moderately severe depression (15-<20) B severe depression (>20) Missing
and PsA trials (Table 2). Most new onset responses were to eC-SSRS Q1, representing Anxietv Svimbtoms 0.36 (0.7 0.66 i 0.46 (027 073 BEMOBILEL: 1
passive suicidal ideation. y symp | e | ' el . BKZ: 2.3; A-0.6 Week 52 . Week 16 | Week 40 PHQ-9 depression severity scores (OC)
- Anxiety 0.36 (0.17, 0.66) | 0.41 (0.23, 0.66) - e EES%PLETS'B EEZC-?';‘-PkETcE 3 PBO BKZ 160 mg Q4W Reference (ADA 40 mg Q2W) PBO BKZ 160 mg Q4W
e Mean PHQ-9 scores were low at baseline. To Week 16, mean PHQ-9 scores on | e | S e pEMOBILEZ BKZ:18; A-1. o Lo 8 A0 oa > az1 S ao O s =
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St OPTIMAL (Figure 1), D | 0.32 (0.15, 0.61) : 0.41 (0.23, 0.66) 5-9  36/281(12.8) ' 33/266 (12.4) 53/431 (12.3) ' 44/417 (10.6) ' 25/385 (6.5) 14/140 (10.0) ' 14/137(10.2) ' 13/125 (10.4) 5-9 14/132 (10.6) ' 19/125 (15.2) 32/267 (12.0) ' 30/263 (11.4) ' 27/242 (11.2)
: e : : epression ' e M ! ' T~ M PHQ-9 baseline, observed mean (SD) PHQ-9 baseline, observed mean (SD) ' ' ' ' | | , |
 Most patients had no/minimal depression (PHQ-9 score 0—-4) at baseline, Week 16 and o 10-14  9/281(3.2) ' 9/266 (3.4) 13/431(3.0) ' 8/417(19) ' 7/385 (1.8) 3/140 (2.1) ' 1/137(07) ' 1/125(0.8) 10-14  2/132 (1.5 ' 6/125 (4.8) 9/267 (3.4) ' 6/263(2.3) ' 2/242(0.8)
. BE MOBILE 1 (nr-axSpA) 3.1(3.1) 2.9 (3.0) BE OPTIMAL (bDMARD-naive) 2.2 (3.1) 2.1(2.7) 19 (2.4 _ ' ' ' ' ' _ ) ' )
Week 52 (Flgure 2) Events reported by preferred term, unless elsewhere specified. Data pooled from phase 2/3 trials for axSpA (BE AGILE 1 & 2, BE MOBILE 1 & 2, BE MOVING, AS0013) BE MOBILE 2 (r-axSpA) 2.6 (2.7) 2.8 (3.2) BE COMPLETE (TNFi-IR) 1.7 (2.4) 2.0 (2.6) 15-19 2/281(0.7) I 2/266 (0.8) 0 I 2/417 (0.5) I O 0 ' 0 ' 1/125(0.8) 15-19 0 ' 0 0 ' 0 ' 0
_ _ , , o and PsA (BE ACTIVE 1 & 2, BE OPTIMAL, BE COMPLETE, BE VITAL). Data cut-off: 06 November 2023; some patients may have exposure beyond 1 year at the >20 0 '+ 1/266 (0.4) o) ! 0 ! 0 0 ! o) ! 0 >20 0 ! o) o) ! 0 ! 0
e [rends were generally consistent across patlents with aXSpA and PsA; however, In this Integ rated time of the data cut-off. [a] Reported by adjudication category event type; [b] One intentional self-injury TEAE in a patient with axSpA was adjudicated as suicidal PHQ-9 is scored 0 to 27, with higher scores indicating worse depression. Labels report PHQ-9 absolute scores and change from baseline (A). At Week 16, PBO
: : : : : : attempt; patient had a history of anxiety, depression and alcohol use, and a family history of suicidal attempt; [c] One suicidal behavior TEAE in a patient with PsA patients switched to receive BKZ 160 mg Q4W; data not shown following PBO/BKZ switch. Patients completing Week 16 of BE COMPLETE or Week 52 of Sankey plots show the movement of patients through PHQ-9 depression severity score categories at baseline, Week 16 and Week 52. Sankey plots include patients with missing data; tables report data as observed. At Week 16, PBO patients switched to receive BKZ 160 mg Q4W; data not shown following PBO/BKZ switch. Patients
analySIS' dll’eCt Comparlson between patlent populatlons and treatment arms was Challenglng. was adjudicated as suicidal attempt; patient had a prior history of anxiety and depression, and was reported as being non-compliant with medication for BE OPTIMAL were eligible to enter BE VITAL; patient populations are referred to by the name of their starting study. BE OPTIMAL included a reference arm (ADA); completing Week 16 of BE COMPLETE or Week 52 of BE OPTIMAL were eligible to enter BE VITAL; patient populations are referred to by the name of their starting study. BE OPTIMAL included a reference arm (ADA); not powered for comparison with BKZ or PBO. [a] PHQ-9 was not collected at Week 52 in BE COMPLETE; collected
these conditions. not powered for comparison with BKZ or PBO. only to Week 40. PHQ-9 is scored 0O to 27, with higher scores indicating worse depression; scores >10 represent clinical depression.
- ADA: adalimumab; axSpA: axial spondyloarthritis; bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; Cl: confidence interval; eC-SSRS: electronic Columbia-Suicide Severity Rating Scale questionnaire; EAIR: exposure-adjusted incidence rate; MI: multiple imputation; nr-axSpA: non-radiographic axSpA; OC: observed case; PBO: placebo; PHQ-9: Patient Health Questionnaire-9; PsA: psoriatic arthritis; PY: patient years; Q: question; Q2W: every 2 weeks; Q4W: every 4 weeks; r-axSpA: radiographic axSpA; SD: standard deviation; SE: standard error; SIB: suicidal ideation and behavior; TEAE: To receive a copy of
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