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Impact of baseline disease duration on
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Design of ABTECT induction trials Screening Induction trials

U Moderately to severely active UC ABTECT 1

Patients (pts) stratified based on defined by: -

50 mg (n=318)

ABX464-105

baseline disease duration (BDD) since " MMSS-9 A,
UC diagnosis: ES>2

Randomization

= RB>1

O Prior failure of conventional

« <2 years (BDD<2) and/or biologic/JAKi/S1P ABTECT 2
- 2 to <10 years (BDD2-10) 2 No it on rumber o pior
« >10 years (BDD=10)

50 mg (n=318)

Assessment at Week 8

Randomization

*: 3 patients in ABTECT 1 were randomized but not treated
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Demographic and baseline characteristics

Baseline disease duration:

Pts with BDD<2

Pts with BDD 2-10

Pts with BDD=10

Age (yr), mean (SD)
Baseline MMS, mean (SD)
Endoscopic subscore 3, n (%)

Fecal Calprotectin (mg/g), median
Concomitant Corticosteroids, n (%)
ATIR-No, n (%)

ATIR-Yes, n (%)

Number of prior JAK-IR (% ATIR-

Yes pts), n (%)

Number of prior AT-IRT, n (%) 0
1
2
3

4+

Obe-25
(N=60)
35.4
(12.5)

6.7 (1.0)
25 (41.7)
1836.650
26 (43.3)
44 (73.3)
16 (26.7)
2 (12.5)

44 (73.3)

11 (18.3)
4 (6.7)
1 (1.7)

0

(N1=250)

Obe-50
(N=124)
36.8
(14.6)

6.8 (1.1)
65 (52.4)

1565.570
65 (52.4)
93 (75)
31 (25)
3 (9.7)

93 (75)
27 (21.8)
2 (1.6)
2 (1.6)
0

PBO
(N=66)
37.6
(14.1)

6.7 (1.0)
32 (48.5)
1610.480
23 (34.8)
48 (72.7)
18 (27.3)
5 (27.8)

48 (72.7)

11 (16.7)
3 (4.5)
2 (3)

2 (3)

Obe-25
(N=169)
40.7
(12.7)

7.0 (1.1)
111 (65.7)

1752.780
63 (37.3)
84 (49.7)
85 (50.3)

23 (27.1)

84 (49.7)

25 (14.8)
25 (14.8)
23 (13.6)
12 (7.1)

(N1=662)

Obe-50
(N=330)
41.2
(14.0)

6.9 (1.0)
198 (60)
1718.870
127 (38.5)

161 (48.8)
169 (51.2)

33 (19.5)

161 (48.8)

78 (23.6)
30 (9.1)

38 (11.5)
23 (7)

PBO
(N=163)
41.5
(14.1)

7.0 (1.0)
104 (63.8)
1842.930
68 (41.7)
85 (52.1)
78 (47.9)
19 (24.4)

85 (52.1)
31 (19)
19 (11.7)
18 (11)
10 (6.1)

Obe-25
(N=90)
46.7
(12.5)

6.8 (1.0)
58 (64.4)
1768.630
31 (34.4)
45 (50)
45 (50)
9 (20)

45 (50)
9 (10)
16 (17.8)
9 (10)
11 (12.2)

(N1=360)
Obe-50 PBO
(N=182) (N=88)
47.1 47.5
(11.9) (12.6)

6.9 (1.1) 6.8 (1.0)
115 (63.2) 53 (60.2)
1200.785 2215.080
70 (38.5) 35 (39.8)
74 (40.7) 36 (40.9)
108 (59.3) 52 (59.1)

19 (17.6)

74 (40.7)

45 (24.7)
32 (17.6)
12 (6.6)
19 (10.4)

11 (21.2)

36 (40.9)

20 (22.7)
12 (13.6)
8 (9.1)
12 (13.6)

ATIR: inadequate response to advanced therapies; JAK: janus kinase; MMS: modified Mayo score; SD: standard deviation; %: n/N*100; N1 represents number of pts in
each subgroup; t: ATIRs are counted by unigue medication name (e.qg. infliximab and adalimumab would be counted as 2 ATIRS)
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Efficacy (1)

Clinical Remission
SFS=0 or 1, and RBS=0 and

MES=0 or 1 (MES of 1
modified to exclude friability)

Endoscopic
Improvement

endoscopic subscore <1

Pts with BDD<2 Pts with BDD 2-10 Pts with BDD=10

=)
£ -
e
£ A 20.6%
£ E P=0.0010
Py
ek A 13.6%
= g P00324 |
o <
< S 21.7% 25.8%
PBO 25mg 50 mg
n/IN= 5/66 13/60 32/124
t
£g
2 s A 33.5%
=3 P<0.0001
&5
o E A 25.9%
E © P=0.0004 ,
,g g_ 38.3% 41.9%
o ©
o« @
5 O
o2 10.6%
S w
PBO 25mg 50 mg
n/N= 7/66 23/60 52/124

% of Patients Achieving

% of Patients Achieving
Endoscopic Improvement

Clinical Remission

A17.8%
P<0.0001
A13.2%
P<0.0001
0,
16.6% 21.5%
PBO 25mg 50 mg
nN=" g/163 28/169 71/330
A 29.8%
P<0.0001
A 21.3%
P<0.0001
35.8%
26.6%
6.1%
PBO 25mg 50 mg
niN="19/163 45/169 118/330

% of Patients Achieving

% of Patients Achieving

c
o
0 A12.5%
£ P=00032
& A13.0%
= P=0.0044
o
£
o 16.7% 15.9%
PBO 25mg 50 mg
n/N= 3/88 15/90 29/182
-
=
[
E
o
3 A 18.2%
s P=0.0006
E A21.3%
] P=0.0003
&
2 30.0% 26.9%
o
.g 91% -
w
PBO 25mg 50 mg
n/N= 8/88 27/90 49/182

Analyses not powered for statistical significance in subgroups; statistical inferences are exploratory and all P values are nominal and 2-sided. NRI is used for subjects with missing
outcome at week 8 and subjects reporting any IE prior to week 8; % difference is for Obe minus placebo and is based on estimated common risk difference using the Mantel-Haenszel
weights adjusting for the randomization stratification factors: inadequate response to advanced therapies (yes/no), baseline oral corticosteroids usage (yes/no).
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Efficacy (2)

Pts with BDD<2 Pts with BDD 2-10 Pts with BDD=10
A21.0°
A30.7% A37.3% o001 1/°
Clinical Response 2 proo g, o g A172%
> e > s o .
. . (T A 32.0% o2 A 33.3% [T P=0.0175
= £ | o9&lvih Q£
decrease frqm baseline in the 5 P00t | £5 ot | £85
MMS =2 points and =30% 22 6179 6139 <5 , 63.0% <& . 61.0%
from baseline, plus a decrease 2 S el L 59-2% 8y 58.9% -
in RBS =1 or an absolute RBS o5 Lm LT 38.6°
<1 52 31.8% Bz 59 6%
= o £ i o £ 26.4% o S
6 O S0 s o
52 2 ES
PBO 25 mg 50 mg PBO 25 mg 50 mg PBO 25 mg 50 mg
niN= 21/66 37160 761124 niN =" 43/163 100/169 208/330 niN = 34/88 53/90 1111182
25 £5 25
> % >n > 'n
. 2 0 20 L 0
Endoscopic £E A17.2% SE A13.2% £
A . <8 <2 P<0.0001 <P A11.8%
Remission @ . 2% 8% P=0.0063
Eg A 15.5% 3 A10.4% = A9.2%
. L] — Q ]
endoscopic subscore=0 = 9 Froone ‘ K S P=0.0014 58 W‘
o @ o
o 23.3% 22,69 o o
5 'E /o %o s -g 14.8% 17.9% S 'g 14.4% 16.5%
PBO 25mg 50 mg PBO 25mg 50 mg PBO 25mg 50 mg
niN = 4/66 14/60 281124 niN = g/163 251169 59/330 niN= 4/88 13/90 30/182
|
g g 2
3 3 3
= A 24.7% s =
HEMI g _ P=0.0002 < A19.5% & _ A12.7%
: . n = o= P<0.0001 "= P=0.0085
histo-endoscopic mucosal Eu A12.3% < o su A11.5%
improvement is defined as g P=0.0475 g A 14.6% % P=0.0233
MES=0 or 1 and Geboes Index & . 30.6% o P<0.0001 22,4 o
score <3.1 5 21.7% 5 17.2% A% S 18.9% 20.3%
PBO 25 mg 50 mg PBO 25mg 50 mg PBO 25mg 50 mg
n/IN= 5/66 13/60 38/124 n/N=5/163 29/169 74/330 n/N= 7/88 17/90 371182

Pooled analyses were not powered for statistical comparisons between subgroups; Statistical inferences are exploratory and all P values are nominal and 2-sided. NRI is used for subjects with missing outcome at week 8 and subjects reporting any IE prior to week 8; % difference is
for Obe minus PBO and is based on estimated common risk difference using the Mantel-Haenszel weights adjusting for the randomization stratification factors: inadequate response to advanced therapies (yes/no), baseline oral corticosteroids usage (yes/no).
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Conclusions

« In the ABTECT induction trials of obefazimod for moderately
to severely active UC, disease duration did not impact
clinical, endoscopic, or histo-endoscopic improvements.

 Numerically higher remission rates were seen in pts with
early disease.
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