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Background

« Sphingosine-1-phosphate receptors (S1PR) are therapeutic targets in chronic inflammatory diseases

S1PR modulators bind S1PR1 receptors on lymphocyte surfaces, leading to receptor internalization
and sequestration of lymphocytes within lymph nodes

Several S1PR modulators with varying receptor selectivity are approved for the treatment of multiple
sclerosis (MS) and/or ulcerative colitis (UC)

S1PR
Lymph node modulator Receptor selectivity

Fingolimod  S1PR1, S1PR3, S1PR4, S1PR5 MS
S1P gradient ) Ulcerative colitis ;1) imod S1PR1 and S1PR5 MS
X ” Ponesimod S1PR1 MS
Lymphocytes % S1PR @ Multiple sclerosis Ozanimod S1PR1 and S1PR5 MS, UC
modulator Etrasimod S1PR1, S1PR4, S1PR5 uc
VTX002 S1PR1 uc

« VTX002 is a novel oral selective S1PR1 modulator in development for the treatment of UC

« The efficacy and safety of VTX002 in patients with UC was assessed in a phase 2, multicentre,
randomised, double-blind, placebo-controlled study (NCT05156125)
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Study Design

Baseline Primary Endpoint (Week 13)

/1:1:1 randomisation VTXC?O_IZ 60 T693 \
stratified by once daily (n=63)

-Prior advanced therapies
- Corticosteroid use

—-Modified Mayo Score (MMS)
\ Placebo (n=63) /

Key eligibility criteria
« Moderately to severely active UC (MMS 4-9)

* No/insufficient response, loss of response, and/or intolerance to conventional or advanced therapies
(< 2 biologics with different mechanisms of action or 1 biologic + a Janus kinase inhibitor)

« Permitted concomitant medications

« Stable doses of oral 5-aminosalicylic acid
« Stable doses of oral corticosteroids (prednisone < 20 mg/day, budesonide < 9 mg/day, or equivalent)
« Immunosuppressants discontinued > 2 weeks prior to screening

« Primary endpoint: clinical remission (modified Mayo stool frequency < 1, rectal bleeding = 0, and
endoscopic subscore < 1)

« Sample size assumptions: 28% VTX002 60 mg vs 8% placebo; 80% power at 5% significance level

©Speaker: Dr. Bruce E. Sands at ECCO’24 Congress
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Patient Disposition

Randomized and Treated
(N=213)3

VTX002 60mg

N=70
e D r
Discontinued
n=3 (4.3%)
Disease worsening (n=1)
Adverse event (n=2)
\C Y, .
c D C
Completed
n=67 (95.7%)
\ J N

aFour patients (VTX002 30 mg n=2 and VTX002 60 mg n=2) with baseline modified MMS=4 were excluded from the efficacy analysis
population due to a protocol amendment limiting eligibility to patients with a baseline MMS of 5-9. These patients were included in the
safety analysis population.
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Baseline Demographics

Placebo VTX002 30mg VTX002 60mg
(N=70) (N=73) (N=70)

Age, mean (SD), years 40.1 (13.8) 42.3 (15.0) 39.4 (13.8)
Female, n (%) 32 (45.7) 26 (35.6) 39 (55.7)
Race, n (%)
White 63 (90.0) 67 (91.8) 60 (85.7)
Asian 7 (10.0) 4 (5.5) 8 (11.4)
Other 0 2 (2.7) 2 (2.7)
Region, n (%)
North America 10 (14.3) 16 (21.9) 10 (14.3)
Eastern Europe 48 (68.6) 46 (63.0) 47 (67.1)
Western Europe 6 (8.6) 7 (9.6) 6 (8.6)
Asia Pacific 6 (8.6) 4 (5.5) 7 (10.0)
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Baseline Disease Characteristics

Placebo
(N=70)

VTX002 30mg VTX002 60mg
(N=73) CEY)

Duration of UC, mean (SD), years 6.9 (6.6) 6.5 (6.3) 6.8 (6.3)
Extent of UC, n (%)
Proctitis 7 (10.0) 6 (8.2) 5(7.1)
Proctosigmoiditis 26 (37.1) 30 (41.1) 31 (44.3)
Pancolitis 32 (45.7) 32 (43.8) 31 (44.3)
Left-sided colitis 5(7.1) 5 (6.8) 3(4.3)
Mayo endoscopy subscore, n (%)
2 36 (51.4) 36 (49.3) 32 (45.7)
3 34 (48.6) 37 (50.7) 38 (54.3)
Corticosteroid use at baseline?, n (%) 22 (31.4) 22 (30.1) 22 (31.4)
Prior use of advanced therapies®, n (%) 17 (24.3) 18 (24.7) 14 (20.0)
1 10 (14.3) 11 (15.1) 8 (11.4)
2 6 (8.6) 6 (8.2) 6 (8.6)
3¢ 1(1.4) 1(1.4) 0 (0.0)

a At stable doses (prednisone < 20 mg/day, budesonide < 9 mg/day, or equivalent)

b <2 biologics with different mechanisms of action or 1 biologic + a Janus kinase inhibitor

¢ One patient treated with placebo had prior treatment with infliximab, tofacitinib, and vedolizumab; one patient treated with VTX002 30 mg
had prior treatment with adalimumab, ustekinumab, and vedolizumab

©Speaker: Dr. Bruce E. Sands at ECCO’24 Congress
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Primary Endpoint: Clinical Remission at Week 13
Baseline MMS 5 to 9 (N=209)

PBO
100 - 100 - VTX002 30mg
m\/TX002 60mg
< _ ) A =122
é 80 1 A‘O_Olfsi é 80 - (p=0.1111) A =32.6
2 (p=0.0184) 8 (p=0.0427)
: .
S 60 S 60 - A =132
© A =125 b (p=0.0874) A =10.8
3 (p=0.0410) 3 (p=0.3004) 35 5
H6 Y
o 40 1 27.9 o 40 1 s (5/13)
o : o .
£ 250y (19168) < (14/53) (14155
5 (17/71) ] (14/55) 16.7
o (8/70) o (7/53) 59
(1117)
0 0
Clinical remission® Advanced therapy naive Advanced therapy experienced

a Clinical remission: modified Mayo stool frequency (SF) subscore < 1, rectal bleeding (RB) subscore = 0, endoscopic subscore (ES) < 1
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Key Secondary Endpoints at Week 13

Baseline MMS 5 to 9 (N=209)

PBO
100 ~ VTX002 30mg
A =169 mV/TX002 60mg
A =211 oo
— _ (p=0.0448) A =12.0
X 80 - (p=0.0070) (p=0.0499)
(2 _ A =15.1
c (A_(;;fé;) (p=0.0417) A =21.0 A_;;g;
S 60 - = (p=0.0011) (p=0.0072)
5 . 408 426 \ A =197
“— . (29/68) (p<0.0001)
o) 40 - 32.4 (25/68) (29/71)
5 (23/71) 28.2
0 25.7 (20/71)
g 15.7 (18/70) 19.1 19.7
: 13/68 14/71
9 20 - (11/70) (13/68) A4r) 0.3
- 7.1 (7/68)
(5/70)
o VI
0
Endoscopic improvement® Symptomatic remission® Histologic remission® Endoscopic improvement-

histologic remission®

2 Endoscopic improvement: modified Mayo ES < 1

b Symptomatic remission: modified Mayo SF subscore < 1 and RB subscore = 0

¢ Histologic remission: Geboes Index score < 2.0

d Endoscopic improvement-histologic remission: modified Mayo ES < 1 and Geboes Index score < 2.0

©Speaker: Dr. Bruce E. Sands at ECCO’24 Congress
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a Clinical response: > 2-point and = 30% decrease from baseline in MMS, and a = 1-point decrease from baseline in RB or an absolute RB < 1

Other Secondary Endpoints at Week 13

Baseline MMS 5 to 9 (N=209)

A =13.0
100 - (p=0.1566)
A =20.5
~ (p=0.0090)
* 80 - A =223
*UE) 62.0 (p=0.0012)
] (44I71) 54 4
S 60 1 (37/68) A =14.0
‘s (29/70)
< 40 1 29.4
£ 014 (20/68)
S (15/71)
9 20 n
o 71
(5/70)
0

Clinical response?

Endoscopic remission®

b Endoscopic remission: modified Mayo ES = 0
¢ Endoscopic and histologic remission: modified Mayo ES = 0 and Geboes Index score < 2.0
d Endoscopic and clinical remission: modified Mayo SF subscore < 1, RB subscore = 0, and ES = 0
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VTX002 30mg
m /TX002 60mg

- A =16.3
(9=0.0267) (p=0.0073)
A =98
(pA_ . 33-177) (p=0.0457)
22.1
g 15.5 (15/68)
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Endpoints with More Conventional and Less Stringent
Histology Criteria

Baseline MMS 5 to 9 (N=209)

PBO
100 - A 2214 VTX002 30mg
(p=0.0187) A =26.9 m VTX002 60mg
. (p=0.0011)
X 80 1 A =19.3 A =224
% (p=0.0124) A =223 (p=0.0026)
S (p=0.0025) A =17.7
S 60 - 479 50.0 _l (p=0.0014) (A_=22-4
= ) p=0.0008)
g (34171) (34/68) 42.6 A —16.9
u“— 38.0 (29/68) (p=0 0066)
° 40 - (27/71) p=v. 324 324
5 28.6 (23/71) (22/68)
t (20/70)
Q 15.7 18.3 1941
£ 20 - (11/70) (13/71)(13/68) 10.0
14 (7/70)
(1/70)
0
Histologic improvement® Histologic remission Endoscopic and histologic Histologic-endoscopic
(post hoc)® remission (post hoc)® mucosal improvement®

2 Histologic improvement (secondary endpoint): Geboes Index score < 3.1

b Histologic remission (post hoc): Geboes Index score < 2.1

¢ Endoscopic and histologic remission (post hoc): modified Mayo ES = 0 and Geboes Index score < 2.1

d Histologic-endoscopic mucosal improvement (secondary endpoint): modified Mayo ES < 1 and Geboes Index score < 3.1

©Speaker: Dr. Bruce E. Sands at ECCO’24 Congress
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Percent Change in Absolute Lymphocyte Count

20 A

Mean change from baseline (%)

-80 -

-100

-20 -

40 -

-60 -

PBO
VTX002 30mg
—e—\/TX002 60mg

13.5

92 12.1 121
0

_55.5 -55.4 -53.9

-63.6

< P —0
-67.1 -67.4 -67.7 -68.2
Baseline Week 1 Week 4 Week 8 Week 13
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Safety through Week 13

Placebo VTX002 30mg VTX002 60mg
(N=70) (N=73) (N=70)

Any adverse event (AE), n (%) 24 (34.3) 34 (46.6) 33 (47.1)
Serious AE, n (%) 0 2(2.7) 3(4.3)
AE Grade 3 or higher, n (%) 3(4.3) 7 (9.6) 6 (8.6)
AE leading to study drug discontinuation?, n (%) 1(1.4) 1(1.4) 3(4.3)
Death, n (%) 0 0 0
Cardiovascular events, n (%)

Hypertension 3(4.3) 0 1(1.4)
Infections and infestations?, n (%) 8 (11.4) 10 (13.7) 12 (17.1)
Herpes zoster 0 1(1.4) 0

Liver injury, n (%)
Hepatic enzyme increased 0 0 2 (2.9)¢
Alanine aminotransferase increased 1(1.4) 0 0

@ Oral candidiasis (placebo, Grade 2, related), decreased appetite and fatigue (VTX002 30 mg, Grade 2, unrelated), headache (VTX002 60 mg,
Grade 2, related), exacerbation of UC (VTX002 60 mg, Grade 3, unrelated), restrictive pulmonary syndrome (VTX002 60 mg, Grade 1, related)

b All Grade 1 or Grade 2 in severity. No serious or opportunistic infections

¢ Grade 2 ALT elevation (4x ULN) resolved with study drug interruption/rechallenge and grade 1 ALT elevation remained < 3x ULN on study drug

©Speaker: Dr. Bruce E. Sands at ECCO’24 Congress 13
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Conclusion

« VTX002 was superior to placebo for induction of clinical, endoscopic,
histologic, and symptomatic remission/response at week 13

» Efficacy was consistent across subgroups regardless of prior history of treatment with advanced
therapies

« VTX002 was well-tolerated through week 13

« Most events were mild to moderate

* No adverse events of bradycardia, atrioventricular block, serious infection, macular oedema, or death

©Speaker: Dr. Bruce E. Sands at ECCO’24 Congress
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Reductions in Absolute Lymphocyte Count in
Randomised Controlled Trials of S1PR Antagonists

Timepoint for Percent reduction
ELEWAE from baseline

0.5 mg Week 8 32%
Ozanimod?

1 mg Week 8 49%
Etrasimod? 1 mg Week 12 20%

2 mg Week 12 40%

30 mg Week 8 54%

60 mg Week 8 68%
VTX002

30 mg Week 13 64%

60 mg Week 13 68%

1 Sandborn et al. N Engl J Med 2016;374:1754-1762.
2Sandborn et al. Gastroenterology 2020;158:550-561.

©Speaker: Dr. Bruce E. Sands at ECCO’24 Congress

16



%k ok ok k ok

Clinical and Endoscopic Remission Versus
Ozanimod and Etrasimod

Placebo-adjusted Clinical Remission Placebo-adjusted Endoscopic Remission (ES=0)
Phase 2 and Phase 3 Trials — Induction Period Phase 2 and Phase 3 Trials — Induction Period
22%
20%
17%
12%
10% 9% 10%
3%
Ozanimod Etrasimod Ph3 Etrasimod Ph3 VTX002 60 mg Ozanimod Etrasimod Ph3 Etrasimod Ph3 VTX002 60 mg

Phase 3 ELEVATE 12 ELEVATE 52 Phase 2 Phase 3 ELEVATE 12 ELEVATE 52 Phase 2

Note: Charts represent cross-trial comparisons and not results of head-to-head studies. Caution should be exercised when
comparing across trials due to differences in trial design and patient characteristics.
Source: Sandborn et al. N Engl J Med 2021;385:1280-91. Sandborn et al. Lancet 2023;401:1159-71. Ventyx data on file

©Speaker: Dr. Bruce E. Sands at ECCO’24 Congress 17



	Efficacy and safety of the oral selective sphingosine-1-phosphate-1 receptor modulator VTX002 in moderately to severely active ulcerative colitis: results from a randomised, double-blind, placebo-controlled, phase 2 trial (OP03)
	Potential Conflicts of Interest
	Background
	Slide Number 4
	Slide Number 5
	Slide Number 6
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Reductions in Absolute Lymphocyte Count in Randomised Controlled Trials of S1PR Antagonists
	Slide Number 17

