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Background

« S1PR modulators bind S1P receptors on lymphocyte surfaces, leading to receptor internalisation 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) _

Lymph node Fingolimod S1PR1, S1PR3, S1PR4, S1PR5 MS
Ulcerative Siponimod S1PR1 and S1PR5 MS
S1P gradient colitis Ponesimod S1PR1 MS
X m Ozanimod S1PR1 and S1PR5 MS, UC
Multiple
Lymphocytes % S1PR %" . Etrasimod S1PR1, S1PR4, S1PR5 uc
sclerosis
modulator Tamuzimod S1PR1 uc

« Tamuzimod (formerly VTX002) is a novel oral selective S1TPR1 modulator in development for the
treatment of UC

+ The efficacy and safety of tamuzimod as induction therapy was previously demonstrated in a phase 2,
multicentre, randomised, double-blind, placebo-controlled trial (NCT05156125)"

1.Sands BE et al. Gastroenterology 2024;166:S-240.



Study Design

Long-term extension

Tamuzimod 60 mg

i Induction

1:1:1 randomisation Tamuzimod 60 mg

stratified by

- Prior advanced
therapies =N

— Corticosteroid use !

- Modified Mayo Score !
(MMS 5-6 or 7-9) !

T Placebo Placebo

Non-response

Key eligibility criteria:

* Moderately to severely active UC

* Nol/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)

Primary endpoint: clinical remission (MMS stool frequency (SF) subscore < 1, rectal bleeding (RB) = 0, endoscopic subscore (ES) < 1)
at Week 13 in patients with baseline MMS 5-9

Long-term extension: clinical responders (= 2-point and = 30% decrease from baseline in MMS, and = 1-point decrease from baseline
in RB or an absolute RB < 1) at Week 13 were eligible for maintenance therapy with previously assigned treatment for up to 39 weeks



Patient Disposition

[ Randomized and

Treated (N=213)

|

Placebo
(N=70)

Tamuzimod
30 mg
(N=73)

Tamuzimod
60 mg

(N=70)

| | |
Completed
(N=66)

|

| 1 —
Entered OLE  Entered LTE*  Did not enter

(N=39) (N=22) N

Discontinued
(N=4)

Discontinued (N=9)
Primary Reason

Disease worsening (n=4)

— Investigator decision (n=3)
Withdrawal of consent (n=1)

Adverse event (n=1)

Abbreviations: LTE, long-term extension; OLE, open-label extension.

Discontinued
(N=3)

Completed
(N=70)

[
Discontinued

Completed
(N=67)

Entered OLE
(N=33)

|
Entered LTE*
(N=34)

Discontinued (N=8)
Primary Reason

Disease worsening (n=3)

Entered OLE
(N=33)

Investigator decision (n=1)
Withdrawal of consent (n=1)

Adverse event (n=1)

Entered LTE*
(N=29)

Did not enter
OLE/LTE
(N=1)

Discontinued (N=5)
Primary Reason
Disease worsening (n=2)
Withdrawal of consent (n=2)
Adverse event (n=1)

*Excludes 10 patients (placebo n=3; tamuzimod 30 mg n=3; tamuzimod 60 mg n=4) who incorrectly entered LTE and were moved to OLE. These patients were included in the safety analysis population.
Four patients (tamuzimod 30 mg n=2; tamuzimod 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.



Disease Characteristics

Duration of UC, years, mean (SD) 6.1 (5.0) 7.3 (6.8) 6.0 (5.3)
Extent of UC, n (%)
Proctitis 3 (12%) 3 (8%) 2 (6%)
Proctosigmoiditis 10 (40%) 14 (38%) 16 (49%)
Pancolitis 11 (44%) 17 (46%) 15 (46%)
Other 1 (4%) 3 (8%) 0
Modified Mayo score, mean (SD) 6.8 (1.0) 6.5 (1.1) 6.5 (1.0)
Mayo endoscopic subscore, n (%)
2 13 (52%) 22 (60%) 15 (46%)
3 12 (48%) 15 (41%) 18 (55%)
Corticosteroid use at baseline?, n (%) 7 (28%) 11 (30%) 10 (30%)
Prior use of advanced therapies®, n (%) 4 (16%) 8 (22%) 7 (21%)
Prior failure of anti-TNFa 1 (4%) 5 (14%) 2 (6%)
Prior failure of vedolizumab 2 (8%) 2 (5%) 1 (3%)
Prior failure of JAK inhibitor 1 (4%) 1 (3%) 0

Abbreviations: JAK, Janus kinase; SD, standard deviation; TNF, tumor necrosis factor; UC, ulcerative colitis.
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 JAK inhibitor



Proportion of patients (%)

Clinical and Endoscopic Remission’

® Tamuzimod 60 mg

A=28.2
p=0.0757

A=25.6
p=0.0315

43.8 46.4

18.2

Placebo mTamuzimod 30 mg = Tamuzimod 60 mg Placebo mTamuzimod 30 mg
100 - 100 -
| |
1 1
1 1
1 A=31.38 1
80 - ' p=0.0206 80 !
| — |
1 X 1
1 ~ 1
: 2 A=223 :
60 A=165 i 3 60 ~0.0012 !
p00is 50.0  50.0 5 - !
A=125 ! G |
0=0.0410 ' S pA'(=) :):'3?5 :
40 A _l ! £ 40 - 0. !
yag 270 ! g | 204 !
. 1 — 1
! 18.2 o 211 !
20 A ! 20 A 1
11.4 ! !
1 71 I
1 1
1 1
1 1
0 o !
(N=70) (N=71) (N=68) (N=22) (N=32) (N=28) (N=70) (N=71) (N=68)
Induction Week 52 - LTE Induction

1All efficacy outcomes based on non-responder imputation
a2 Modified Mayo stool frequency (SF) subscore < 1, rectal bleeding (RB) subscore = 0, and endoscopic subscore (ES) < 1 (excluding friability)
b Modified Mayo ES = 0

(N=22) (N=32) (N=28)
Week 52 - LTE



Proportion of patients (%)

Additional Clinical Outcomes at Week 52

Placebo mTamuzimod 30 mg = Tamuzimod 60 mg

100 -
80 -
A=185
p=0.2751
60 A
A=17.6
p=0.1236

40 l

20 4 13.6

(N=22) (N=32) (N=28)

a Clinical remission at week 13 and 52
® Modified Mayo SF subscore < 1 and RB subscore = 0

Proportion of patients (%)

100 -

80 -

60 -

40

20 A

Placebo mTamuzimod 30 mg ®mTamuzimod 60 mg

A=34.1
p=0.0102

A=278
p=0.0137

(N=22)

75.0

(N=32) (N=28)



Proportion of patients (%)

Combined Endoscopic and Clinical or Histologic Remission at Week 52

Placebo ®Tamuzimod 30 mg

® Tamuzimod 60 mg

100 +
A=256
80 1 p=0.0872
A=30.1
p=0.0117
60 A |
43.8

40

20 4 13.6

(N=22) (N=32)

2 Modified Mayo SF subscore < 1, RB subscore =0, and ES =0
b Modified Mayo ES = 0 and Geboes Index score < 2.0

(N=28)

Proportion of patients (%)

100 -

80 -

60 -

40

20 A

Placebo ®Tamuzimod 30 mg ®Tamuzimod 60 mg

A=159
p=0.1759

A=28.4
p=0.0193

(N=22)

(N=32) (N=28)



Proportion of patients (%)

Endoscopic Improvement and Endoscopic Improvement-Histologic

Remission at Week 52

Placebo mTamuzimod 30 mg = Tamuzimod 60 mg

100 ~
A=33.4
p=0.0237
80 -
A=227
p=0.0508
60 -
40 -
27.3
20 -
0
(N=22) (N=32) (N=28)

a Modified Mayo ES < 1 (excluding friability)
b Modified Mayo ES < 1 (excluding friability) and Geboes Index score < 2.0
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80 -

60 -

40

20 A

Placebo mTamuzimod 30 mg ®mTamuzimod 60 mg

A=14.9
p=0.2128

A=239
p=0.0462

(N=22)

]

37.5

(N=32) (N=28)



Safety through Week 52

Any adverse event (AE), n (%) 13 (52) 25 (68) 22 (67)
AE related to study drug, n (%) 2 (8) 4 (11) 5(15)
AE leading to study drug discontinuation?, n (%) 1(4) 1) 1(3)
Any serious adverse event (SAE), n (%) 2 (8) 3(8) 0
Gastrointestinal disorders, n (%) 2 (8) 2 (5) 0
Haemorrhagic diarrhoea, n (%) 0 1(3) 0
Rectal haemorrhage, n (%) 0 1(3) 0
Anal fistula, n (%) 1(4) 0 0
Colitis ulcerative, n (%) 1(4) 0 0
Hepatobiliary disorders, n (%) 0 1(3) 0
Cholecystitis acute, n (%) 0 1(3) 0
Infections and infestations, n (%) 0 1(3) 0
Peritonitis, n (%) 0 1(3) 0
SAE related to study drug, n (%) 0 0 0
Death, n (%) 0 0 0

aQral thrush (Grade 2, placebo, related to study drug); joint pain (Grade 2, 30 mg, related to study drug); alanine aminotransferase increased (Grade 2, 60 mg, related to study drug).



Conclusion

« Maintenance treatment with both 30 mg and 60 mg tamuzimod was efficacious and
well-tolerated for up to 52 weeks

 High rates of both clinical and endoscopic remission observed during tamuzimod
induction and maintenance therapy potentially a result of rapid and sustained absolute
lymphocyte count (ALC) reductions

* 58.9% (tamuzimod 30 mg) and 71.5% (tamuzimod 60 mg) ALC decrease from baseline at Week 52

« Efficacy and safety data from this LTE treatment period support the continued clinical
development in UC and the use of tamuzimod 60 mg in phase 3
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