Bimekizumab Mental Health Outcomes in Patients with HS:
2-Year Data from BE HEARD EXT
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Plain Lang uage Summa ry Figurel Tools used to assess mental health across phase 3 trials Figure2 PHQ-9 total score absolute CfB to Week 96
Objective "
To describe mental health outcomes up to 2 years in patients with moderate Why was this study needed: * Adjudicated suicidal ideation and behavior
to severe hidradenitis suppurativa (HS) treated with bimekizumab (BKZ) in the :; Hidradenitis suppurativa (HS) is a long-term skin condition. Patients O : g:XIfetzsis\ﬁndﬁigrrgsers 00 16 | 48 | 96
BE HEARD I&Il trials and their Open'label extenSion, BE HEARD EXT. Ey with HS have a h|gher risk of mental health Conditionsl such as P : :
anxiety, depression, and suicide. 8 | i
o . |
® eC-SSRS (self-reported version) § _04 : :
BaCkg rou nd ) ] 7 g  Validated for screening and assessing frequency and severity of SIB T': (N=135) : :
« The symptoms and social stigma of HS negatively impact quality of life through a What did this study show: IS : :
range of psychosocial mechanisms.2 Adults with HS are therefore at increased risk of Bimekizumab is a drug used to treat HS. Up to 2 years of patients L 5 5 4 5 6 . 8 5 o : :
psychiatric conditions, including anxiety, depression, and suicide, compared with the taking bimekizumab, there was no worsening of mental health | | | | g 10 — ! !
eneral population.*? iti i
. POP . , , o , , Stemiellions elmele) [PENElE Q1-5 assess suicidal ideation Q6-9 assess suicidal behavior % : :
— In the BE HEARD I[&ll studies, inclusion and exclusion criteria during screening o | |
ensured that the study population was adequately representative of the HS PHQ-9 O ! !
population (Table 1).2° . .. . . . . . 9 . |
Whv is this important? » Validated for screening and assessing depression severity E . .
 BKZ, a humanized IgGl monoclonal antibody, selectively inhibits interleukin (IL)-17F in y P o | |
addition to IL-17A.% Mental health conditions can be a concern for patients with HS. 2 | |
This study shows that bimekizumab does not make mental health o No/minimal ¢ Mild 10 Moderate ;z Moderately , Severe depression - f f
MEthOdS problems worse, which could address these concerns. depression depression depression severe -2.0 = PBO BKZ Total
depression Data are reported for patients with a non-missing assessment at baseline and in the given week, represented by N. Baseline mean is defined as the baseline

(pre-dose) results for those subjects who were also assessed at the specified visit.

e Data were pooled from the phase 3 BE HEARD &Il studies (NCT04242446/
NCT04242498) and their open-label extension, BE HEARD EXT (NCT04901195).3°

ot o - EARD TGl patients were randomised 6:4 fo recelve 320 mg B2 Table1  Baseline characteristics Table 2  Overall positive and new-onset positive responses to Table 3  Mental health TEAEs
« The Patient Health Questionnaire-9 (PHQ-9; higher scores indicate more severe Placebo | 51 BKZ dose eC__SSRS’ eC-55RS .Ql anq PHQ-9 Q9 at least once
depression) and the electronic Columbia-Suicide Severity Rating Scale (eC-SSRS) are : L during the respective period Week 0—16 ' Upto 2 Y
- - - N=146 . N=995 eek 0- . UptozyYears
patient-reported instruments used to assess mental health (Figure 1). ! ! . . !
e As part of rigorous neuropsychiatric events monitoring, the PHQ-9 and eC-SSRS were Age, years, mean (SD) 37.3(128) .+ 365(121) . 36.7(12.2) Week 0—16 EWeek 0—48 Week 0—-96 ; ;
assessed at screening/baseline, and then every 2 weeks (Q2W) for Weeks 0-4, Q4W Sex, female, n (%) ! 75 (51.4) ' 496 (576) | 564 (56.7) : ; 5RO -1 BKZ d
through Week 96, and Q16W thereafter. : , . | | | i - - | | = ose
Racial group, white, n (%) . 119 (81.5) . 684(794) . 796(80.0) | PBO | | >1 BKZ dose Incidence (95% Cl) . 100 PY=0.5 . 100 PY=13.7
. Daéag aﬁ%%olr;e”d th;ofugh Wee; 16 for fpatients randorgized © plaEeszo atbbaselune BMI, kg/m?, mean (SD) 33183 330681 | 33061 n (%) ' Ne146 | ; N=9O5 . N=146 . N=995
in , and for up to 2 years for patients randomized to at baseline Anxiet ¢ o . 16 (11.0 i 86 (10.0 " 100 (101 ! ! 5 |
(BKZ Total), and patients who received >1 BKZ dose in BE HEARD. nxiety symptoms, n (%) ' uLoy . oo . 10.1) : : : : : : .
The following outcomes are reported: Depressive disorders, n (%) . 23(158 . 121(141) . 146 (14.7) Positive eC-SSRS response? 1(07) 1 16(19) . 222 | 31(3.1) : : |
) ] ' | | Positive eC-SSRS response at screening®®, n (%) 18 (12.3) 113 (13.1) 127 (12.8) Anxiety symptoms? ' 2.3(0.1,126) ' 38(18,71) ' 25(173.5)
PHQ-9 total score absolute mean change from baseline (CfB) and proportions of PHQ-9 >5¢ n (%) 50 (34.2) | 224(260) | 271(27.2) ! ! ! ! | | |
patients in each PHQ-9 severity category. —— : : . ' . ' New-onset positive eC-SSRS response® I 0 . 8(09 | 20(20) . 30(3.0 ! ! !
N o - _ Duration of HS, years, mean (SD) . 9.8 (9.4) . 7.7 (7.4) . 8.0 (7.8) ! ! ! ! : :
— Overall positive and new-onset positive responses (a positive post-baseline response S : , , : : : : :
. . : . ) . . Hurley stage, n (%) . . . - : : : : : : :
In a patient with no positive results during screening or at baseline) to eC-SSRS (to any | | | New-onset positive eC-SSRS Q1 response® | 0 708 | 1919 | 29(29) _ _ X . . .
bot_h eC-SSRS Q1 and PHQ-9 Q9 are also shown to evaluate the agreement between Il . 67(45.9) . 380(44.1) . 442(44.4) New-onset positive PHQ-9 Q9 response® : :
patient responses. DLQI total score, mean (SD) . 122(71) 1 112(68) 1 11.2(6.9) "Thoughts that you would be better off dead | 2(14) | 16(19) | 32(32) | 48(48) | | |
— Mental health treatment-emergent adverse events (TEAEs), including those HiSQOL total score, mean (SD) . 264(141) 1 249(132) . 250 (13.3) or of hurting yourself* | ! ! | o
adjudicated as suicidal by the external independent committee. Prior biologic use®, n (%) ; 29 (19.9) . 164(190) | 192 (19.3) New-onset positive response to both | . | 405 | 5 0.5 | ) Adjudicated SIB¢ 0 0.8 (0.1, 2.8) 0.8 (0.4, 1.4)
« Data are reported as observed case (OC). Baseline antibiotic use, n (%) . 11(75) | 7385 |  83(83) eC-SSRS Q1 and PHQ-9 Q9" : : B B | 5 5 5
[a]l The eC-SSRS questionnaire used at baseline was ‘since [screening] visit', therefore eC-SSRS at screening is used to present pre-trial values. [a] Positive eC-SSRS response defined as positive response to any question (Q1-9), reported at least once during the respective period, assessed at every Incidence = incidence of new cases per 100 subject-years at risk. [a] Anxiety symptoms included the following preferred terms: anxiety, nervousness,
Res u lts [b] Patients with positive responses to eC-SSRS Question 1, 2 and/or 3 were not excluded from study participation. [c] Patients with PHQ-9 total scores indicating 2 weeks (Q2W) for Weeks 0—-4, Q4W through Week 96, and Q16W thereafter. [b] New-onset responses were defined as a positive post-baseline result with stress and tension. [b] All events under the higher-level term 'depressive disorders’ were coded as the preferred term 'depression’. [c] An independent
mild to moderate depression at screening were not excluded from study participation. [d] Patients received prior biologic therapy for any indication. no positive results during screening or at baseline. Neuropsychiatric Adjudication Committee evaluated potential neuropsychiatric events and determined which events met criteria for SIB.
 In BE HEARD I&ll, 1,007 patients were randomized and treated; 146 to placebo and 861
to BKZ Total. Patients were eligible to switch from placebo to BKZ at Week 16; N=995 . : :
sttt ieceled 21 B dose Uo o 2 vesrs (e ) Figure 3 Incidence of PHQ-9 by depression category to Week 96
» At baseline, patients in the placebo and BKZ thal groups repor’Fed low PHQ-9 mean total Baseline? Week 16 Week 48 Week 96
scores of 3.7 (N=146) and 3.2 (N=861), respectively. From baseline to Week 16, patients 100 — . . |
in the BKZ Total group experienced numerically larger decreases from baseline in PHQ-9 | . | !
compared with patients who received placebo (Figure 2). Patients in the BKZ Total group ! 73_'3/" ! |
. . . I (n—99) I I
maintained these decreases from baseline to Week 48 and Week 96. 65.8% . | :
80 — P ! ! !
o At Week 16, the majority of patients with PHQ-9 assessments in the BKZ Total and (n=96) ! ! |
placebo groups reported total scores that corresponded to no/minimal or mild ‘ ! ! !
depression; this majority was maintained at Week 48 and Week 96 for patients in the @) ! ! |
BKZ Total group (Figure 3). Q 60 — | | :
o\o | | |
 To Week 16, the proportions of patients in both the placebo and BKZ Total groups ) | | !
with overall and new-onset positive eC-SSRS responses were low, with a numerically s . ! ! !
higher number in the BKZ Total group than placebo, likely due to the 6:1 randomization. = 40 — (2n4—§g°) . | !
In patients with >1 BKZ dose, the proportion remained low to Week 96, although there o - : 19.3% : :
was a numerical increase from Week 16. Due to the duration of the BKZ exposure arm, ‘ 8 29 : (n=26) : |
a cumulative numerical increase was expected (Table 2). 50 — ‘ (n'=1§) | ‘ (6-7‘;/3 | |
° | n= ° I I
— Most new-onset responses were to eC-SSRS Q1, representing passive suicidal ideation. (1nig°) , \ &Zﬁ , | , |
— These eC-SSRS results were not unexpected considering the observed eC-SSRS 0% | | 0% | | :
positive responses at screening (Table 1). 0 | (n=0) | | (n=0) f | |
. Mental health TEAE low to Week 16 i tients f both the placeb g 0-4 5-9 10-14 15-19 220 0-4 5-9 10-14 15-19 220 0-4 5-9 10-14 15-19 220 0-4 5-9 10-14 15-19 220
SELIISE DS ESM ARSI N p_a 'eh S AN O S ace. 9 el No Mild Moderate Moderately Severe No Mild Moderate Moderately Severe No Mild Moderate Moderately Severe No Mild Moderate Moderately Severe
BKZ Total groups (Table 3). Low rates were maintained to Week 96 for patients who depression  depression  depression severe depression depression  depression  depression severe depression depression  depression  depression severe depression depression  depression  depression severe depression
received 21 BKZ dose. depression depression depression depression
— There were no completed suicides to Week 96. PBO (N=146) BKZ Total (N=861)

Incidences are based on observed data, including only participants with non-missing assessments at the respective study visit. When all randomized and treated patients are included in the denominator, 24.7% of patients in the placebo group versus 13.6% of patients in the BKZ Total group reported PHQ-9 total scores of 25 at Week 16. Missing data are not presented; participants were considered missing if they did not have an assessment at the applicable study visit (@ majority due to
study discontinuation). [al PHQ-9 score at screening determined eligibility criteria in study. [b] Patient enrolled with a score of 6 at screening, presented a score of 20 at baseline visit and was discontinued from study in line with study protocol.

|
Co n C l u s I o n s BKZ: bimekizumab; BMI: body mass index; CfB: change from baseline; Cl: confidence interval; DLQI: Dermatology Life Quality Index; eC-SSRS: electronic Columbia-Suicide Severity Rating Scale; HiSQOL: Hidradenitis Suppurativa Quality of Life; HS: hidradenitis suppurativa; IL: interleukin; OC: observed case; PBO: placebo; PHQ-9: Patient Health Questionnaire-9; PY: patient years; Q2W: every 2 weeks; Q4W: every 4 weeks;
SIB: suicidal ideation and behavior; TEAE: treatment-emergent adverse event. -
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