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Improvements in clinical remission, response, Potentially greater efficacy at higher doses
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The 51.3% reduction in ALC at Week 12 (Figure 6) was less than the 79.3% achieved with the same
dose (0.2 mg QD) in a Phase 1 trial with healthy adults,' suggesting greater room for
improvement at even higher doses than the highest (0.2 mg QD) tested in the current study.
Ozanimod and etrasimod also achieve less ALC reduction at a given dose in UC patients than in
healthy individuals.34

lcanbelimod 0.2 mg versus placebo QD resulted in a non-significant trend towards a reduction
in adapted Mayo score (A = -0.64; p = 0.094), and a significant reduction in complete Mayo
score (A = -0.93; p = 0.044), at Week 12 of induction therapy (Figure 2).
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Improvements in clinical remission and clinical response (Figure 3) were compatible with ALC
(51.3% reduction at Week 12) (Figure 4).

Arthritis discontinuation.!2

In a post hoc subgroup analysis, patients with greater reductions in ALC at Week 12 (57.8%, n=40)
than obtained a priori for the overall population in the icanbelimod 0.2 mg QD arm (51.3%, n=53)
(Figure 6A) tended to experience greater efficacy, including a higher clinical remission rate
(35.0% vs 28.3%) (Figure 6B). When these data were included in a correlation analysis, a positive

s In this Phase 2 trial, we evaluated
icanbelimod as induction and
maintenance therapy for moderate-to-

Figure 2: Change in Mayo score at Week 12

severe UC. relationship was observed between ALC reduction and clinical remission rate (Figure 6C).
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Figure 3: Clinical remission, response, and mucosal healing at Week 12 -100% ALC reduction (%)
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The primary endpoint for icanbelimod 0.2 mg, and a secondary endpoint for icanbelimod 0.1 mg, was

change in adapted Mayo score (range 0-9; 0—3 subscores for stool frequency, rectal bleeding, and 100% 100% A = 20.1% 100% Sdfety OUtCOmes

endoscopy) at Week 12. Change in complete Mayo score (adapted Mayo, plus 0—-3 for physician’s (p = 0.039) i ' h (Tabl ), mainl ' '

global assessment of severity) at Week 12 was a secondary endpoint. _80% A=18.7% _80% : _ 80% A =9.0% Most pa.tlents reported TEAEg In eac trgotment group (Tables 2 o.nd 3), mainly Grade 1in severity.

S (p =0.016) S | ) S (p = 0.295) No cardiac TEAEs were classified as serious or led to study drug withdrawal. Most TEAEs were related
. . o 0% o 00% | 52.8% o 00% 1 to UC and previous medical history; the most common serious TEAE was colitis ulcerative.
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adapted Mayo score reductions of 22 points and 230%, and 21-point decrease in rectal bleeding or 20% - 9.6% 20% 20% . were resolving, with one exception, i.e. respiratory disorder, a TEAE of special interest, which was
absolute rectal bleeding <1 point. 0% 0% 0% Grade 1, not classified as serious, and did not lead to withdrawal from the icanbelimod 0.2 mg

induction therapy group. Other TEAEs of special interest in the icanbelimod 0.2 mg group at Week 12
were sinus bradycardia and macular thickening (each n=1). In the icanbelimod 0.1 mg group, TEAES
of special interest at Week 12 were hepatic function abnormal (n=3), liver injury, sinus bradycardiaq,
and macular edema (each n=1). The sinus bradycardia events of special interest occurred during

complete Mayo score reductions of 23 points and 230%, decrease of 21 point in rectal bleeding or
absolute rectal bleeding <1 point. Clinical remission

Clinical remission, based on adapted and complete Mayo score (complete Mayo)
adapted Mayo score rectal bleeding 0, stool frequency <1, endoscopic <1 (excluding friability). 100% 100%
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A=221% dose titration. At Week 12, across the three treatment groups, TEAEs of hepatic function abnormal
complete Mayo score <2, with no individual subscore >1. . . (p = 0.022) . Icanbelimod 0.2 mg QD (n=8), liver injury (n=1), and sinus bradycardia (n=16) occurred that were not classified as TEAEs of
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missing data were considered as non-responders in analyses using the Cochran Mantel Haenszel - 5.8% : N=53 : N=39
test. Both tests were stratified by whether prior treatment with TNFa antagonists had failed. 0% 0%
Any TEAE (none were fatal)? 47 (88.7) 37 (94.9) 40 (76.9)
Serious TEAED 2 (3.8) 6 (15.4) 3 (5.8)
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treatment group. In the overall population, mean (SD) age was 42.0 (11.1) years, BMI 22.5 (3.7) kg/m? £ count decreased, anemia in the 0.2 mg group (each n=1).
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. . . . . : N=53
Recruitment into the |canl?ellmod Q.l mg QD group was tgrmlnqted eorly because of lack c?f effectin _‘c(j o ( ) Table 3: TEAEs across 36 weeks of maintenance or open-label extension therapy
a simultaneous Crohn’s disedse trial. No patients discontinued icanbelimod 0.2 mg induction o U7 Placebo QD _ _
therapy primarily due to inefficacy (Figure 1). = (N=52) Ic(:)a;bellrggd Ic(:)a1nbellrgoDd
> -75% .2 mg 1 mg
Table 1: Baseline disease characteristics = N=53 N=39
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Mean (SD), unless stated otherwise 0.2ng5;3QD 0.1nggQD 0 2 4 6 8 10 12 Serious TEAEb 1(4.8) 0 0 8 (20.0)
= = Week Drug-Related Serious 0 0 0 2 (5.0)
TNFa treatment failed, n (%) 2 (3.8) 1(2.6) 2 (3.8) TEAE Leading to Studv D
Adapt Mayo score 5.91 (1.30) 5.95 (1.48) 5.97 (1.20) . . Wit dra‘:':al'"g © Study Lrug 1(4.8) 0 0 5 (12.5)
Complete Mayo score 8.10 (1.45) 8.11 (1.64) 8.16 (1.31) Efflcacy SUSta l ned C|t Week 48 TEAE of Special Interest 3 (14.3)° 0 1(7.7) 5 (12.5)
Time since UC diagnosis, years 5.63 (5.69) 5.03 (4.34) 5.93 (6.06) : ' ' '
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TS p—r—— 4 (642) 7 (846) 5 (736) Of 26 patients who achieved clinical response (based on adapted Mayo) at week2inthe | e e O 101 €1 neutroph count decreosed, hepari
, icanbelimod 0.2 mg group, 21 patients entere e 36-week maintenance phase (Figure 1). bSerious TEAE dicitis in the 0.2 (n=1) and colitis ulcerative (n=6), chronic gastritis, large intestine polyp, anal abscess, cholera, and
Lolc:::(t)lc(:)t:sair;?ni)i(;?t?; of UC 1 (208 4 (103) 0 (17.0 | B | | cy?gr?r:asgoIovi\rAtIJesr?nfOecht)iz?m i'rfltr'félgpei-mbr;gg?éa:p(egch r?:l).COI is ulcerative (n=6), chronic gastritis, large intestine polyp, anal abscess, cholera, an
Left sided colitis 7 (13'2) 9 (23' 1) 8 (15'1) Of the 21 potlents, clinical regponse (bCISGd on qupted MCIYO.) was sugtcuned at Week 48 with €Only one of these TEAE of special interest represented a new event reported; the other two events were initially reported in the induction therapy phase.
Extensive colitis 7 (13:2) 11 (28'_2) 7 (13:2) icanbelimod 0.2 mg QD maintenance therapy by 61.9% of patients, while 57.1% experienced
Pancolitis 6 (11.3) 5 (12.8) 8 (15.1) clinical remission (based on adapted Mayo) and 57.1% experienced mucosal healing (Figure 5A).
Other 3(5.7) 4 (10.3) 7 (13.2)

In post hoc analyses, with the subsets of the 21 clinical responders who experienced clinical

Conclusions

@) |n this dose-ranging Phase 2 trial, orally administered icanbelimod was well tolerated
and significantly improved key outcomes, including complete Mayo score, clinical
response and clinical remission (a key FDA regulatory endpoint) at Week 12.

remission based on adapted Mayo (n=10) and mucosal healing (n=11) at Week 12, these efficacy
responses were sustained by 80.0% (n=8/10) and 81.8% (n=9/11) of patients at Week 48,

Figure 1: CNOO2 patient disposition
respectively (Figure 5B).
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! Figure 5: Clinical remission, response, and mucosal healing at Week 48

Ao - - - . Most clinical responders at Week 12 demonstrated continued efficacy with 36 weeks of
[ Jl@s2%) dicontinved - placeho Sy i M Clinical response [ Clinical remission Mucosal healing & . thIZro y
T —— (adaptedMaye) - {adapted Mayo) @& o finc i UG would likely d inical benefit with
-1 protocol violation | omer e reale ' T other Our findings suggest that patients with UC would likely derive greater clinical benefit wit
————,* 1 protocol violation 1 L 1 other 1 other .
: v I A. Responders at Week 12 5 Respo_nd_ers at Week 12 who a_lso experienced higher doses than icanbelimod 0.2 mg QD, the maximum administered in this Phase 2
30 Non- remission and mucosal healing at Week 48 : : : : . : : :
ee . 17 Responders ~ / .
At Week 12 P esponders 00 000% dose-ranging trial, which will thus be investigated in the Phase 3 trial program
‘Maintenance of OLE | | [ | 7 T ‘l """" ] i 80.0% 81.8% Presented at: Advances in Inflammatory Bowel Diseases (AIBD2023), December 14th-16th, 2023,
v 3 e 80% 61.9% Q 80% Orlando, FL, USA
13 entered 40 entered OLE ~ 60% o 57.1% 57.1% & 60% Funding: C t Bioph
maintenance £ £ unding: Connect Biopharma
B ettt A Y [p—— .| (28(57.5%)ciscontinued "\ QD 40% QD 40% References: 1. Chen et al. Manuscript in preparation. 2. Lickliter et al. Manuscript in preparation. 3.
4 (19.0%) discontinued ( - . I 4 (30.8%) discontinued I« 7 adverse event -+ -
o Jaderseovent | *-.j%sn';/;i;’;;ﬁsr”;'xﬁed ; o1 consentuithdrawn |1 1lostto folowup & 200, x 200, Tran et al. J Clin Pharmacol. 2017; 57:988-96. 4. Sandborn et al. Gastroenterology. 2020; 158:550-61.
'\:2 other ) vtother . :\- 1 COVID-19 restriction /: | = 1 COVID-19 restriction 0 0 . .. . .
T | | \tSoter J i i Abbreviations: ALC, absolute lymphocyte count; ANCOVA, analysis of covariance; BMI, body mass
At Week 48: [ {7 completed | 10 completed 9 completed 17 completed O M= 1321 1221 4221 O = a0 911 index; LS, least squares; OLE, open-label extension; QD, once daily; SD, standard deviation; SIP],
Primary reasons for discontinuation are shown. All patients in the analyses were treated with icanbelimod 0.2 mg QD induction and maintenance therapy. Sphlngosme—l—phosphate receptor SUbtype ]: TEAE' treatment—emergent deerse event; UC'

ulcerative colitis.



	Slide Number 1

