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Achievement of Low Disease Activity Over 52 Weeks in Patients with Active Xenofon Baraliakos, ' Sofia Ramiro,? Marina Magrey,*

Martin Rudwaleit,* Nigil Haroon,> Carmen Fleurinck,®

Axial Spondyloarthritis on Bimekizumab Treatment: Results from the Phase 3 Ute Massow” Natasha de Peyrecave.? Thormas Vaus
StUd|eS BE MOBILE 1 and BE MOB'LE 2 Helena Marzo-Ortega, Victoria Navarro-Compan

Objective Summary Figurel  Study design Tablel Baseline characteristics of patients with nr-axSpA (BE MOBILE 1) and r-axSpA (BE MOBILE 2) who did

To report achievement of low disease activity, as assessed by either Treatmeht with b|m§k|zumab resulted in sustained achievement or did not achieve LDA at Week 52 (NRI)
ASDAS <2.1, BASDAI <4, or both, to Week 52 with bimekizumab across the of low disease activity across the full disease spectrum of axSpA Screening  Double-blind period Maintenance beriod
full disease spectrum of axial spondyloarthritis in two phase 3 studies. 9 P P .
Week 52 (M) ASDAS <2.1 BASDAI <4 BE MOBILE 1 (nr-axSpA)* PBO/BKZ 160 mg Q4W ! BKZ 160 mg Q4W
Backg round 61.6% B2 160 e QAW Level of disease activit ASDAS<2.1 ! ASDAS<2.1 ' ASDAS>2.1 ! ASDAS>2.1 ' ASDAS<2.1 ! ASDAS<2.1 ' ASDAS>2.1 ' ASDAS3>2.1
¢ The recommended treatment target for axial SpOndyloarthritis (axSpA) is ) / mo Y BASDAI <4 : BASDAI 24 : BASDAI <4 : BASDAI 24 : BASDAI <4 : BASDAI 24 : BASDAI <4 : BASDAI 24
remission or low disease activity (LDA) based on Ankylosing Spondylitis N=1,2154 152 nr-axSpA (BE MOBILE 1) n=57 ' n=3 ' n=16 ' n=50 : n=63 : n=6 : n=22 : n=37
Disease Activity Score (ASDAS) levels.! : \ ' ' ' ' ' ' '
- - r-axSpA (BE MOBILE 2) n=65 ' n=3 ' n=15 ' n=28 ' n=110 ' n=1 ' n=49 ' n=61
e The Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) remains BE MOBILE 1 Placebo BKZ 160 mg Q4W P . . . : : : :
commonly used in clinical practice, although limited data exist to validate (nr-axSpA) Age, years, mean (SD) nr-axSpA  357(10.0) | 413(47) | 379(11.8) | 440(126) . 371(10.2) | 43.0(136) | 376(10.8) | 44.1(11.4)
cut-offs for BASDAI that would indicate remission or LDA 23 BE MOBILE 2 (r-axSpA)® ' ' r-axSpA 369(11.1) 1 50391 . 377(114) | 443(148) . 388(117) . 460(0 . 394(11.1) | 46.3(12.4)
. Fr:trz;elg;;nag (ElisFZ)I ::d gﬂlggrolct:(l)olrtallggﬁl antibody that selectively inhibits / BKZ 160 mg Q4W Male. n (%) nr-axSpA  38(66.7) . 0 v 5(313 . 22(440) | 42(667) . 2(333) . 13(591) | 16(43.2)
. = 221 ale, nie 1 1 1 1 1 1 1
» BKZ has demonstrated consistent and sustained efficacy to Week 52 in patients 57.1% N2?7>132 111 r-axSpA 48(73.8) 1(33.3) 133 . 20014 . 80(727) 0 ' 38(776) . 42(68.9)
with non-radiographic (nr-)axSpA and radiographic (r-)axSpA (i.e., ankylosing Time since first nr-axs ' ' ' ' | ' |
n-radiograp XSP N\ pA 63(7) + 75(35 . 68(85 | 1270111 | 737 . 152(9.0) . 75(71) i 121(10.1)
spondylitis), indicative of remission or LDA .43 Placebo BKZ 160 mg Q4W symptoms of axSpA,
BE MOBILE 2 PR PR @ reeee et ° years, mean (SD) r-axSpA 108(8.2) . 129(4.2) ., 125(93) , 140(93) , 132(105 , 153(0) , 125(9.8) ., 176(124)
66.4% ' ' ' ' ' i i
Methods (r-axSpA) ° 14-35 days Weeks: 16 52 ASDAS o) nr-axSpA 3507 ' 3202 | 3808 ! 38(06 | 37(08 ! 3401 ! 3708 ! 39(0.7)
, Mmean
+ The parallel BE MOBILE 1 (nr-axSpA; NCT03928704) and BE MOBILE 2 Baseline Week 52 analysis r-axSpA 35(0.8 . 33(02 . 4008 . 4006 . 35(09 i 440 . 3909 . 39(07)
(r-axSpA; NCT03928743) studies comprised a 16-week placebo-controlled nr-axSpA 6.5 (1.4) i 6.1(0.4) i 6.0 (1.1) i 71 (1.2) i 6.7 (1.2) ' 76 (0.7) i 6.5 (1.3) ' 74 (1.2)
and 36-week maintenance period (Figure 1) Patients were eligible to receive non-biologic rescue therapy from Week 20 at the discretion of the investigator, while BASDAI, mean (SD) p . : . . , . . : . . , . . , . . : . . ,
continuing to receive BKZ. All patients had active nr-axSpA or r-axSpA at baseline (BASDAI >4 and spinal pain >4). ?Included ! r-axSpA 6.2 (l 4) 1 6.0 (O 7) 1 67 (l 2) 1 71 (1 2) 1 6.2 (1 3) 1 92 (0) 1 6.3 (l 4) 1 70 (1 2)
— Placebo-randomised patients switched to BKZ at Week 16. . PBO/BKZ . BKZ patients had adult-onset nr-axSpA fulfilling ASAS classification criteria and objective signs of inflammation (active sacroiliitis P ! . - ! : i ! . ! . ! i ! . ! .
MRI and/or elevated CRP [>6 mg/L]); bIncluded adult patients had radiographic evid f axSpA fulfilling both Modified 5 5 5 5 5 5 5
« These studies included patients with BASDAI >4, but did not specify an New York criteria and ASAS classifcation crteria. e o PR g R Tedne hs-CRPt (mg/L). nr-axSpA  43(2758) | 20(1465 | 126(964) | 47(2027) | 55(2408) . 21(290.2) | 6.3(246.5 | 3.3(435.0)
a . . a geometric mean
';‘C‘US'O” C”te”oz 265EE O ASD/;\S el ) oAt ok 2 (geometric CV, %) r-axSpA  57(183.8) | 33(2931) | 10.6(2953) | 84(1677) | 52(2340) |  55(0) | 135(2029) | 5.5(357.5)
* Here, we report the proportion of patients achieving LDA to Week 52, as Figure 2  Proportion of patients achieving ASDAS <2.1, BASDAI <4, or both, over 52 weeks (NRI and M| ' . ! . ! ! . !
defined by either ASDAS <2.1, BASDAI <4 or both using multiple imputation (M) 9 P P 9 o ! ! ( ) Prior TNFi exposure, nr-axSpA 6(10.5) [ 0 [ 1(6.3) . 10(200) 5 (7.9) [ 0 [ 4(18.2) [ 1(27)
and non-responder imputation (NRI). BE MOBILE 1 (nr-axSpA) n (%) r-axSpA 6(9.2) ; 0 , 3(2000 . 8(86) . 15(13.6) . 0 » 12(245 .+ 10(16.4)
¢ The proportion and baseline characteristics of patients achieving LDA by
one measure and/or the other at Week 52 are also reported using NRI. Ml —O— — --0-- PBO/BKZ 160 mg Q4W (n=126) —O— BKZ 160 mg Q4W (n=128) M| —O— — --0-- PBO/BKZ 160 mg Q4W (n=111) —O— BKZ 160 mg Q4W (n=221) Safety set. ASDAS <2.1 indicates LDA. Patients randomised to placebo switched to BKZ 160 mg Q4W from Week 16 onwards.
NR' ...... . ------ — seees -. ...... NRI ..........--- — sesee -. ......
Results ASDAS <2.1 ASDAS <2.1 Figure 3  Proportion of patients who achieved ASDAS <2.1 and/or BASDAI <4 at Week 52 (NRI)
100 Double-blind Maintenance period 100 Double-blind Maintenance period
. - —_ eriod
Patients g 80 616 g 80 P 66.4 BE MOBILE 1 (nr-axSpA) BE MOBILE 2 (r-axSpA)
o Of the 254 patients with nr-axSpA and 332 with r-axSpA randomised, 8 60 461 @ e i rmrmm e e e § 8 60 8
B o c o Q____----'Q' ...................................... c 100 ~
most completed the 52-week study period: 2 40 O L e c4s g 40
— nr-axSpA: PBO/BKZ: 85.7%; BKZ: 87.5% € 20 21 1" ' 20 ° e B B Achieved BASDAI <4 Did not achieve BASDAI <4
g : L3 7 .
— r-axSpA: PBO/BKZ: 91.9%; BKZ: 88.7% 0 ¥ T T T T T T 1 0 5 2:4 '
] 0 4 8 12 16 24 36 52 Sy | =27
Achievement of LDA Weeks £ 50 - o4 ’ 47 — 05
. . . BASDAI <4 BASDAI <4 R : '
e In patients with nr-axSpA and r-axSpA, a greater proportion of BKZ vs . . . . . . ua '
; . ) 100 Double-blind Maintenance period 100 Double-blind Maintenance period &%) i
placebo-treated patients achieved LDA at Week 16 according to ASDAS <2.1, 80 period 80 beriod < 25 493 '
BASDAI <4, and both (Figure 2), g 617 g %’ 5 ;
e Responses, as measured by achievement of ASDAS <2.1 and/or BASDAI <4, ~3 60 g 60 0 :
were sustained or improved to Week 52 with BKZ treatment and approached g 40 g 40 PBO/BKZ 160 mg Q4W BKZ 160 mg Q4W PBO/BKZ 160 mg Q4W BKZ 160 mg Q4W
those of BKZ-randomised patients among patients switching to BKZ from & 20 & 20 (n=126) (n=128) (n=111) (n=221)
placebo at Week 16. 0 0 100
Comparison of ASDAS and BASDAI as Measures of LDA o 4 8 1216 A ks 36 52 o 4 8 12 16 2 ks 36 52 o B W Achieved ASDAS <2.1 Did not achieve ASDAS <2.1
[ .
+ The proportion of patients achieving BASDAI <4 was generally higher ASDAS <2.1 and BASDAI <4 ASDAS <2.1 and BASDAI <4 g 751 :
compared to achievement of ASDAS <2.1, regardless of treatment arm 100 Double-blind Maintenance period 100 Double-blind Maintenance period 'é i’_ , '
(Figure 3). — 80 period ~ 80 period oV . Y, ]— 109
< N £3 504 v T+ 87 ;
e A larger majority of patients who achieved ASDAS <2.1 also achieved BASDAI - 60 % 60 ) '
<4 than vice versa (Figure 3). = 20 € 20 £ g .
« A higher proportion of patients who achieved both ASDAS <2.1 and BASDAI <4 5 5 %
were younger, male and had experienced their first symptoms of axSpA more e 20 e 20 o :
recently compared to patients who did not achieve either (Table 1). 0 0 0 - '
0 4 8 12 16 24 36 52 0 4 8 12 16 24 36 52 PBO/BKZ 160 mg Q4W BKZ 160 mg Q4W PBO/BKZ 160 mg Q4W BKZ 160 mg Q4W
C on Clu Si ons Weeks Weeks (n=126) (n=128) (n=111) (n=221)
Randomised set. ASDAS <2.1 indicates LDA. Patients randomised to placebo switched to BKZ 160 mg Q4W from Week 16 onwards. Labels, including Week 16 delta values, are given for Ml data. Randomised set. ASDAS <2.1 indicates LDA. Patients randomised to placebo switched to BKZ 160 mg Q4W from Week 16 onwards.
Across the full disease spectrum of axSpA, dual inhibition of IL-17A and IL-17F ASAS: Assessment of Spondyloarthritis International Society; ASAS40: ASAS 40% response; ASDAS: Ankylosing Spondylitis Disease Activity Score; axSpA: axial spondyloarthritis; BASDAI: Bath AS Disease Activity Index; BKZ: bimekizumab; CRP: C-reactive protein; CV: coefficient of variation; hs-CRP: high-sensitivity CRP; IL: interleukin; LDA: low disease activity; MI: multiple imputation; MRI: magnetic resonance imaging; nr-axSpA: non-radiographic axSpA; NRI: non-responder imputation; PBO: placebo;
with bimekizumab resulted in sustained achievement of LDA vs placebo to Q4W: every four weeks; r-axSpA: radiographic axSpA; SD: standard deviation; TNFi: tumour necrosis factor inhibitor.
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