Bimekizumab Efficacy and Safety Through 3 Years in Patients with Hidradenitis Suppurativa:
Results from the Phase 3 BE HEARD 1&ll Trials and Their Open-Label Extension BE HEARD EXT
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Plain Language Summary
Objective

Why was this study needed? What did this study show? Why is this important?
To repohr_tdeff;cac:{and safet)tl_of ?:;‘fklz‘:m;b (BKl(lknspatle:t)sfwn:;‘mode;'a;e t; 3 Q Hidradenitis suppurativa (HS) is a long-lasting skin condition. It can cause x) After 1 year of treatment with bimekizumab, patients with HS had several | Treatment with bimekizumab reduces lasting symptoms of HS to improve
;eEV;':ARIDrErITrt“' 'T supgl:;‘a va L :pl ot years (OLE‘;V;E ;E:F;D :X';",‘j ed phase 037 painful lumps and draining tunnels under the skin. These signs of progressive == improvements, including better quality of life and fewer draining tunnels. patients’ daily lives.
rials an € open-label extension " disease cause irreversible damage and reduce quality of life. These improvements were maintained through 3 years of treatment
No new safety concerns were identified
Introduction ! . ) D ) !
Table 1 Baseline characteristics Figurel  HiSCR in BKZ Total Figure2  DLQI 0/1 response rates® in BKZ Total
« HSis a chronic, relapsing, inflammatory skin disease, characterized by painful lesions which
cause disability and diminish patients’ health-related quality of life (HRQoL).*~* - _bli -
Y 2 ) SRELY . BKZ Total* (Efficacy set) Patients with >1 dose BKZ (Safety set) Double-  Double-blind Open-label Double Double-blind Open-label
* Long-term disease control is essential to prevent irreversible damage and disease progression. N=556 N=995 Blind ITP MTP treatment period blind ITP : MTP : treatment period ) )
« BKZ is a humanized IgG1 monoclonal antibody that selectively inhibits interleukin (IL)-17F in Age, years, mean (SD) T 36.3(12.2) 367 (12.2) 100+ i f f ; ! ! | —8— BKZ Total (OC) I
addition to IL-17A, and has demonstrated clinically meaningful improvements in patients with Sex, female, n (%) i 299 (53.8) i 564 (56.7) : ' 3846 90.2; ! : R 2grotalGnRl) !
moderate to severe HS for up to 2 years of treatment 18 Racial group, White, n (%) : 448 (80.6) ' 796 (80.0) ! 179.9, £ ; 80 ! : | Baseline mean DLQI total score :
BMI, kg/m?, mean (SD) J 32.5(7.8) J 33.0(8.1) 80+ ! A A J | } OC: 11.0 (SD: 6.8) f
Methods a::?et;osr::gf;h:‘e[a/s)e years, mean (SD) ! 74(71) ' 8.0(78) : ' 1756 o ~e- HiSCR50 5 | : | ﬁé?l?&?g KS“S AT
N (% 1 1 ' ' H i " ' : 1oc: :
« Data were pooled from BE HEARD 181l (NCT04242446 and NCT04242498) and BE HEARD | 3 303 (54.5) 3 553 (55.6) 60 4 764.0 643! 5 : : : el
EXT (NCT04901195). I : 253 (45.5) : 442 (44.4) ' ' T56.8 - HISCR75 5 40 : : 133.9 ~
« For efficacy outcomes, we report data for patients who were randomized to BKZ from g'to';,mfl score, Tea(:/;SD) : ﬁzo(ésofi; : 119122&293)) ; ; , 5041 = HISCROO ' 274 e TR -k----—a---TTTA
rior biologi n (% ' 1 ; ; A ? 9
baseline in BE HEARD I&1l who entered BE HEARD EXT (BKZ Total group). For safety outcomes, Ba:e“n: 09It Use e T : 5767) : R 407 ' 1423 1436 : 20 ! 1300 !
we report data for patients who received >1 dose of BKZ across BE HEARD 1&11/BE HEARD EXT. - | ; f ; — HiSCR100 ' | | gzazlgt[?DHz‘; score at Week 148: |
. Data reponed over time to Year 3: g;i:mﬁ;fgﬁﬂjil”ff’;‘us\iﬁf‘,’lf;{,;j‘u,[:]”s%Tf::‘;,umwﬂ patients randomized to BKZ from baseline in BE HEARD |&11 who entered BE HEARD EXT. 2 : :30 2 | | o | | i - i
1 : | ' B — T T T T T T T T ——
— HS Clinical Response (HiSCR)50/75/90/100 rates; ' 048 16 24 36 48 60 72 84 96 108 124 140 148
— Absolute change from baseline (CfB) in draining tunnel (DT) count; Table 2 Incidence of TEAEs per 100 patient-years | | | | Week
_ i S i i i i i J i i _} ek 48 N 151/51, Week 96 N 151445, Weck 148 N 137560, OC, - denominatrepresnts numberof patets wiha DLl asessment n e
Dermatology Life Quality Index (DLQI) 0/1 response rates. . _ WeeEO 18 16 24 36 48 60 7 84 9% 108 124 140 148 given week, and accordingly. For mNR, to adverse event or lack of efficacy constituted an intercurrent event.
+ Exposure-adjusted incidence rates (EAIR) for any treatment-emergent adverse event (TEAE) Patients v\“thgélsuose BKZ ::(l;c{:rvs‘\“:‘)Z’UC?C;;T:;\:;‘r‘:na;‘;:\:crv'(sA‘V‘vfr;v'\:v{c}r‘v‘s\cfu;:‘:;:;x::;rs;ﬂﬂn responders following the intercurrent event. [al DLGI O/1 response defined s total score
reported up to 3 years of BKZ treatment. = : : ’
P P i . Year1 : Year2 : Year3 ! Upto3Years Double-  Double-blind Open-label
« Data are reported as observed case (OC) and modified non-responder imputation (mNRI) for EAIR/L00 PY (95% 1) (Week 0-48) | (Week>48-96) | (Week >96-144) | (Week 0-144) 100, blind ITP MTP treatment period X . X
HiSCR and DLQI outcomes. T;;a;erm e Tsoéa;l,eﬂoo e: T:;a:;ermo e Igt:l cxposure; ; Figure 3 Mean absolute change from baseline in DT count in BKZ Total
- OE'R’I’“‘E:‘S :’Vhohd‘ion"”tUEd fs’;a”yt'eazon_leﬂ &s :‘"‘Ss'rg'k i imouted Any TEAE 2619 (2445, 2803) 2372 (218.3, 257.2) | 168.3 (152.2. 185.6) 1 226.8 (212.4, 242.0) : 5 Week
-m patients who discontinued due to adverse events or lack of efficacy—imputed as erious TEAEs 8.2 (6.3,10.5) 7.9 (5.7,10.5) 7.9(5.5,10.9) 7.2 (6.0, 8.6) 80-| :
X . X X : 8
non-response. evere TEAEs 10.4(8.2,12.9) 72(52.9.8) 7.0 (4.8,9.9) 77(6:4,9.0) J 2 oodt® 1f i 6 4;8 0 72 84 % 08 124 Mo 148
- - — = ' £ i f
Results EAETsEI:Eclnng_to I 87(6.8,11.1) 438(3.2,7.0) 3.0(17.51) 6.0(5.0,7.3) g i - HISCRS0 3 | —e— BKZ Total (OC) '
y eading to death! 0.1(0.0.07) 03(0.0.1.2) 0.0 0.2(0.0.0.5) % 60 o 8 ! ! | J
y . Most common TEAEs® ' ' ' ' < J —+-HISCR75 510 ! ! | Baseline mean DT count |
o | | | | B « o | | } |
Of the 1,014 patients in BE HEARD 1811, 556 randomized to BKZ at baseline completed Year 1 Hidradenitis | 255(21.9,29.5) | 27.4(23.1,32.2) | 18.2(14.4,22.7) | 207(18.5,23.2) \5; h ) £ | i 10C: 3.8 (SD: 4.3) !
(Week 48) and entered BE HEARD EXT (BKZ Total). Coronavirus infection | 136(111,165) | 237(197,282) | 75(52.105) | 153(134,174) a0l s 4 HISCRS0 ¢ ‘  Mean DT count at Week 96 1
« Baseline demographics and clinical characteristics of patients are presented in Table 1. Oral candidiasis 15.2(12.5,18.2) 12.3(9.5,15.6) 10.3(7.5,13.8) 10.4(8.9,12.1) = :. K Y !+ HiSCR100 3 i 1 OC: 11(SD:2.3)
. -y " . Serious infecti 19(11,32) 17(0.8,3.2) 32(18,53) 2.0(1.4,28) a RV ! ! 8 - : :
Up to 3 years, the EAIR for any TEAE was 226.8 patient-years, showing a decrease with longer Fungali - 34.8 (505 39.6) | 25.0120.9.297) | 225118.0.272) | 2441219, 270 ./ H 130.2 | | 2730 : 2. !
exposure to BKZ (Table 2). Any mali i 0.5(0.1, 1.3) 1.0(04,2.2) 0.6(0.1,1.9) 07(04.1.2) 2007,/ r | ! ] S : ! 0
« At Week 48, HiSCR50/75/90/100 responses were 79.9%/64.0%/42.3%/30.2% (OC); responses Any hepatic events 6.0 (4.4,8.0) 5.8(4.0,8.2) 4.6 (2.8,7.0) 4.7(3.8.5.9) L | | | ® | | Mean DT count at Week 148 i
. . T Fpey B " 4 ! ! i i 1 i an oun e i
were maintained to Week 148 at 90.2%/81.2%/64.3%/50.1% (OC) (Figure 1). Adjudicated suicidal ideation 0.8(0.3,17) 0.9(0.3,2.0) 04(01,16) 07(04,1.2) Vg | i i ' %‘-40 ' 1 0C: 0.9 (SD: 2.0) |
. d behaviore ' . . i O# T T } T T T f T T —— 2 ] e :
« Patients had DLQI 0/1 response rates of 38.1% (OC) and 31.9% (mNRI) at Week 148 (Figure 2, an | | i
VAl e ) iRV ERT Flaue2) Definite or probable adjudicated 1BD* | 09 (0.4, 1.8) 05(01,15) 02(00,12) 05(0.3,1.0) Week0 48 16 24 36 48 60 72 84 96 108 124 140 148 H | I |
« At Week 96, mean absolute CfB in DT count was —2.9, which was maintained through 850 ! i | |
Week 148 (OC) (Figure 3) Data presented relates to the initial reatment and maintenance periods of BE HEARD I611, and the open-label extension BE HEARD EXT (total of 3 years) OC, n/N: denominator represents number of patients with a lesion assessment in the given week, and percentages are calculated accordingly. Week 48 = Double- Double-blind Open-label
g TEAES were coded using MedDRA v19.0 and reported for up o 3 years of BKZ treatment using EAIRs per 100 patient-years. [a] Up to 3 years, three patients died; n/N: HISCRS0, 444/556; HISCR7S, 356/556; HISCRI0, 235/556; HISCRI00, 168/556; Week 96 n/N: HISCRS0, 378/447, HISCRS, 338/447. HISCRO0, 254/447; blind ITP MTP treatment period
e patentihsgfcan cardoasculr islory e e o congestenear e, o patent i du o osalnecenralrrvous ysten fection HISCRI00, 195/447; Week 148 n/N: HISCRSO, 331/367; HISCR75, 298/367; HISCROD, 236/367; HISCRI00, 184/367. Of the 146 patients who were randomized
the context of deteriorating H: with history of cancer died of [b] The three most common TEAES are ovqamzed to placebo at baseline in BE HEARD I&1l, the proportions achieving Week 16 HiSCR thresholds were: HISCR50: 48/135; HISCR75: 25/135; HISCR90: 13/35;
in descending order based on xm Up AoSVeavs data. [c] There were no events of completed suicide. [d] Among the eight patients with a history of IBD, twc HISCR100: 8/135. For mNRI, discontinuation due to adverse event or lack of efficacy constituted an intercurrent event. Patients who experienced an Week 48 n: 556, Week 96 n: 447, Week 148 n: 367. OC, n: represents number of patients with a non-missing lesion count assessment in the given week and a
patients experienced flares up to 3 yea intercurrent event were treated as non-responders following the intercurrent event non-zero baseline lesion count assessment. Baseline mean total abscess and inflammatory nodule count (SDJ: 16.9 (18.5)
Conclusions K0t O oy i G e DLty L oty DT A, 55551 7 s ISR 430165 CRSOTSBOAO0: 250575190100 5 11 55 51 15 5 s g e
Clinical improvements observed at Year 1 in the bimeki . - . count; HRQL_: health-related quality of ife; HS: hidradenitis suppurativa; IBD: inflammatory bowel disease; IL: interleutin; ITP: nital treatment period; MedDRA: Medical Dictionary for Regulatory Activities; mNRI: modified non-responder imputation; MTP: maintenance treatment period; OC: observed case; OLE: open-label extension; PY: patient-years; SD: standard deviation; SE: standar error,
nitis supp TEAES: treatment-emergent adverse events
phase 3 trials were maintained or further improved through 3 years of treatment.
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