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Objectives Summary Table2  Summary of treatment exposure, summary of TEAEs, most common TEAEs, and TEAEs of Figurel Cumulative EAIRs for TEAEs over three

: Phase 2 and 3° Phase 3° interest in BKZ-treated patients in the phase 2 and 3 trials years in the phase 2 and 3 trials
To report long-term safety data, pooled to include three years of __
treatment, in patients with moderate to severe plaque psoriasis Popul o Tl 6 e L Toal TEAEs over two years* ; TEAEs over three years BKZ Total 1 M BKZ Total 2 B BKZ Total 3
. . . ti N=1,7 N=1,45 N=1, N=1,495 ver two year: Vi Y otal over ear otat over ears otal over ears
treated with bimekizumab (BKZ) across four phase 2 and four % e ; : Nergee Y (N=1.789) Y (N=1.789) y
phase 3 clinical trials. Exposure 4,245.3 PY 19656 PY 19145PY 3,876.4 PY Phase 2 and 3 f Phase 2 and 3 ! Phase 3
I t d t. BKZ Total® 1 BKZ Total® 1 1 BKZ 320 mg Q8W 1 BKZ Total® A) AL TEAES
nroauction 320 mg Q4W (N=1,789) ! (N=1,789) ! ! (N=1,289) ! (N=1,495)
320 mg Q8W Summar 238.0
. . . . . y of treatment exposure
« BKZ is a monoclonal immunoglobulin G1 antibody which 64 mg Q4W 320 mg . . . . 250- (226.0, 250.5) 202.4 186.1
selectively inhibits interleukin (IL)-17F in addition to IL-17A,12 Dosing (phase 2) 320 mg 320 mg Q4w Total exposure, PY 3,109.7 l 4,2453 l 1,965.6 l 19145 l 3,876.4 I (192.6, 212.6) (177.2. 195.3)
and is used in the treatment of psoriasis_ 160 mg Q4W Q4w Q8w BéOBWg Mean exposure + SD, days 608.5 + 232.6 l 837.0 + 365.7 l 476.2 + 284 .4 l 536.5 + 290.8 l 932.4 + 317.7 E 2001
: . T . (phase 2) ) ) ) ) 1501
« Given the chronic nature of psoriasis, it is important to consider i 673.0 ' 995.0 ' 504.0 ' 448.0 ! 1,058.0 9
pso! P 480 mg Q4W Median exposure (range). days (1-1,037) ' (1-1,326) ! (23-1,093) ' (1-1,214) ' (23-1,326) 2 100-
long-term safety of treatments. (phase 2) . . . . =
o . Summary of TEAEs, EAIR/100 PY (95% CI)
» Data pooled over two years have indicated that BKZ is generally y . . . . w504
double- 2 double- 3 double- 202 4 186.1 2179 1156 1755
well-tolerated. Trials  6double-blinded  blinded  blinded  blinded Any TEAE : ' ' ' ; ' , ' ; 0
&E dministered  trial 42 OLE trial d trial d trial d (192.6, 212.6) ! (177.2, 195.3) ! (205.8, 230.5) ! (108.2,123.3) ! (166.4, 185.0) 1year ' 2 years® 3 yearse
2 2 3 9 aaministere rials an S rials an riats an rials an + + + 1
e Here, the first three-year safety Qatla for BKZ in patients with ol e Lol E T Severe TEAEs 5.4(4.6,6.3) X 49 (4.3, 5.6) X 5.3 (4.3, 6.4) X 42(3.3,5.2) X 45(3.9,5.3) Treatment period
moderate to severe plaque psoriasis are reported, pooled from : : — t t t t ,
o 1 . TEAEs leading to discontinuation 3.8 (3.1, 4.6) 1 3.5(3.0,4.1) 1 3.8(29,47) 1 2.5(1.9,3.3) 1 3.2(2.6,3.8) B) Serious TEAEs
phase 2 and 3 clinical trials. BKZ was well-tolerated over three years of treatment. Safety data were consistent + + + 1
. with those observed over two years of BKZ treatment; no safety signals were Treatment-related TEAEs 35.4 (32.9, 38.0) ! 29.4 (27.4, 31.5) ! 42.3(38.8, 45.9) ! 21.1(18.8, 23.5) ! 28.9 (26.8, 31.1)
Materials and Methods identified. Serious TEAEs 59(5.1,69) | 5.6 (4.9, 6.4) | 6.2(5.1,7.4) | 5.4(4.4,6.5) - 5.5 (4.8, 6.4) 107 66
The majority of patients were receiving BKZ Q8W by Year 3. ?Phase 2 and phase 3 data are pooled from the t t t y 9 4 :
. initial and maintenance treatment periods of the BE SURE, BE VIVID, and BE READY phase 3 trials, their open- TEAESs leading to death 0.4 (0.2, 0.6) 1 0.4(0.3,0.7) 1 0.4(0.2,0.8) 1 0.4(0.2,0.8) 1 0.4(0.2,0.7) (5.5,7.9) 5.9
* Long-term safety data were evaluated for all patients who label extension BE BRIGHT, and four phase 2 trials (BE ABLE 1, BE ABLE 2, PS0016, PS0018); *Phase 3 data are . . . . 81 (5.1, 6.9) 5.6
received >1 dose of BKZ in four phase 3 trials (BE SURE, BE VIVID, e o spar ol o BE BAG45o (e BE SURE BE UMD and B READYshase Three most common TEAES, EAIR/100 PY (95% C1) . . . . x 7] o od
BE READY, and their ongoing open-label extension BE BRIGHT Nasopharyngitis 19.1(17.4,20.9) ! 15.3(13.9,16.7) ! 21.1(18.9,23.5) ! 10.0 (8.5, 11.6) ! 15.0 (13.6,16.5) o 7
X . I I ' } o i
[data CUt'ZOﬁ-Ség %Ct 202151)056”2 fgur phase 2 trials (BE ABLE 1, Oral candidiasis 12.6 (1.3, 14.0) ] 10.2 (9.1, 11.3) - 15.9 (14.1, 17.9) ] 71(5.9,8.5) - 10.1(9.1,11.3) g i
BE ABLE 2, P 16, and P 18). ) . . : ! " x ]
S l l . ) 10f Table 1 Baseline characteristics Upper respiratory tract infection 8.9 (7.8,10.1) ! 71(6.2,8.0) | 8.9 (7.6,10.4) ! 49(3.9,6.1) ! 6.5(5.7,7.4) = 34
» Safety data were also evaluated separately for patients receivin . : : ;
Y P y P g TEAEs of interest, EAIR/100 PY (95% Cl) 2 -
BKZ dosed 320 mg every 4 weeks (Q4W) or every 8 weeks (Q8W); Phase2and3 Phase 3 _ _ - -
Q8W dosing was only used in maintenance treatment in phase 3 —|ase an . ase . Serious infections 1.0(0.7,1.4) 1 1.2(09,15) 1 1.4 (0.9, 2.0) 1 1.1(0.7,1.7) 1 1.2(0.9,1.6) 11
. . e BKZ 320 m ) ; t t ' ' i
trials, however, most patients were receiving BKZ Q8W by Year 3. BKZ Total | : osw 1 BKZTotat Active tuberculosis 0.0 ! 0.0 ! 0.0 ' 0.0 ! 0.0 0 1year 2 years® 3 yearse
(N=1,789) X . (N=1,495) ¢ ¢ ¢ '
» Treatment-emergent adverse events (TEAES) were coded : , (N=1,289) ; Fungal infections 20.1(18.4, 22.0) 1 16.6 (15.3, 18.1) 1 25.0 (22.6, 27.6) 1 12.6 (10.9, 14.4) 1 16.7 (15.3,18.3) Treatment period
using MedDRA v19.0. Data are presented cumulatively as Age (yiasr'g' 4524135 | 4544135 | 4551133 | 45441134 Oral candidiasis 126 (11.3,14.0) - 102 (9.1,11.3) - 159 (14.1, 17.9) [ 71(5.9,8.5) ! 10.1(9.1,11.3) .
(ol aelUiee elel s s (BAIRS), CEise el s i 9 f f f Inflammatory bowel disease 0.1(0.0, 0.3) ' 0.1(0.0, 0.3) ' 0.2 (0.0, 0.4) ' 0.1(0.0,0.4) ' 0.1(0.0,0.3) C) Oral candidiasis TEAEs
II’]CIdence Of I’]eW CaseS per 100 patlent_years (PY) Male, ﬂ- (A) - 1,252 (700) : 1,042 (716) : 934 (725) : 1,067 (714) 3 T + ° T + B T + ° T ' ° T
Caucasian, n (%) 1,468 (82.1) : 1,173 (80.6) ' 1,057 (82.0) } 1,208 (80.8) Adjudicated MACE 0.5(0.3,0.8) ! 0.6 (0.4, 0.8) ! 0.7(0.4,1.1) ! 0.5(0.2,0.9) 1 0.6 (0.4, 0.9) 35 -
Region, n (%) t t t 1
l l l i i
Resu ltS North America 635655 | 5340367 | 43235 | 5420363 Malignancies 0.8(0.5,1.2) ! 0.9(0.6,1.2) ! 0.6 (0.3, 1.1) ! 1.2(0.7,1.8) ! 0.9(0.6,1.2) 20
. . L Central/Eastern NMSC 0.3(0.2,0.6) ! 0.3(0.2,0.6) ! 0.3(0.1,0.7) ! 0.3(0.1,0.7) ! 0.3(0.2,0.5)
* Baseline demographics were similar between BKZ dose groups Europe 728(407) 1 535(367) 1 528(41.0) 1 558(37.3) ' ' . ' 25 -
| I I judi 16.4
(Table 1). Western Europe 16804 | 1e40ly | a2 | 16812 Adjudicated SIB 0.0(0.0,0.2) ! 0.1(0.0,0.2) ! 0.1(0.0, 0.4) ! 0.1(0.0, 0.3) ! 0.1(0.0,0.2) > wae s
» Safety data observed over three years of BKZ treatment were Asia/Australia 258 (144) = 223(153) 185(144) = 227(15.2) Neutropenia events 0.8(0.6,1.2) 1 0.6(0.4,0.9) 1 0.8(0.4,1.3) 1 0.2(0.0,0.5) 1 0.4(0.3,0.7) g 207 i 12.6
: . ) - T T T + + + + ]
consistent with those observed over two years;* EAIRs did not Weight (kg), 89.04220 | 891+223 1 8904217 | 8914223 Hepatic events 43(36,5.2) - 40(3.4,47) - 3.7(2.9,47) - 3225 4.0) - 32(27,38) & 151 I (11.3,14.0 e
. . : mean + SD . ) ) | ' - ' = (9.1,11.3)
increase with longer BKZ exposure, and were generally lower in Disease duration y y y AST or ALT elevations® I I I I L
Q8W- vs Q4W-treated patients (Figure 1, Table 2) (years), mean 4+ 5D /7/¥123 1 1784123 1 183+124 I 1/9+123 ' i - . 101
! : Prior b’iologic_ + t t >3x ULN 2.4 (1.9, 3.0) ! 2.21.7.27) ! 2.8(2.1, 3.6) ! 19(1.3,2.6) ! 2.1(1.7,2.6)
e The three most common TEAEs in the phase 2/3 trials with BKZ . 636(356) | 559(38.4) | 508(39.4) | 576(38.5) ! ! ! ! 51
h o l S P . thera;.)y, n (%) I I | >5x ULNe© 0.8(0.5,1.2) ! 0.6 (0.4, 0.9) ! 0.7(0.4,1.2) ! 0.5(0.2,0.9) ! 0.6 (0.4, 0.9)
were nasopharyngitis, oral candidiasis, and upper respiratory tract Anti-TNF 240 (13.4) 200 (13.7) 180 (14.0) 207 (13.8) - - - - 0
infection, consistent with previous reports (Table 2).4 Anti-IL-17 343 (19.2) : 331 (22.7) : 312 (24.2) : 343 (22.9) Serious hypersensitivity reactions? 0.2(0.1,0.4) ' 0.1(0.0,0.3) ' 0.2 (0.0, 0.4) ' 0.1(0.0, 0.3) ' 0.1(0.0,0.3) 1year T 2 years® 3 yearse
« Eighteen deaths occurred:; all were deemed unrelated to BKZ except f;::;;i’ff?}')c 1,360 (76.0) 1 1,135(78.0) 1 1,019(791) 1 1,166 (78.0) Injection site reactions 2.3(1.8,29) ! 19(1523) ! 2.7(2.0,3.5) ! 1.2(0.8,1.8) ! 1.8(1.4,2.3) Treatment period
one (relatlonShlp un knOWn) at the time of the data cut-off. : ! ! ! Data are shown as of the data cut-off (two years: 9 Nov 2020; three years: 23 Oct 2021). *Patients are included in the relevant BKZ dose group based on the dose most recently received prior to the date of the adverse event or assessment. Patients who received both BKZ Error b £ 95% Cls. Dat led f . hase 2 and f hase 3 trials. Phase 2 dat  collected
. . . . . 2Patients who received both BKZ 320 mg Q4W and Q8W are included in the population count of both treatment groups, but 320 mg Q4W and Q8W are included in the population count of both treatment groups, but only once in each BKZ Total group; °Not all hepatic laboratory parameter elevations were reported as adverse events; ©>3x and >5x elevations are evaluated independently, hence brror ;r; repressnt e 1S ta 2 are ’?3? € L romt (’;utr P atse ﬁalnal Nourgofsébg '\Ta 5'202?;323 Oa i\évgzrf notcotiecte
e The rates of inflammato ry bowel disease, adJUdlcated major only once in each BKZ Total group. patients with >5x elevations are also included in the >3x data; “No anaphylactic reactions associated with BKZ were reported. eyond < years. Data are reported as of the retevant data cut-offs: “1 Nov ' ov ' c :
adverse cardiac events, ma“gnanCieS, adjudicated suicidal ideation ALT: alanine aminotransferase; AST: aspartate aminotransferase; BKZ: bimekizumab; Cl: confidence interval; EAIR: exposure-adjusted incidence rate; IL-17: interleukin-17; MACE: major adverse cardiac event; NMSC: non-melanoma skin cancer; OLE: open-label extension; PY: patient-years; Q4W: every 4 weeks; Q8W: every 8 weeks; SD: standard deviation; SIB: suicidal ideation and behavior; TEAE: treatment-emergent adverse event; TNF: tumour necrosis factor; ULN: upper limit of normal.
and behavior, and neutropenia remained low, and were comparable
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