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Overview

Old drugs, new ways:
- SCinfliximab-dyyb (*10/2023 for UC & CD)
- SCvedolizumab (*9/2023 for UC, *4/2024 for CD)

New but similar:

- Guselkumab (*9/2024 for UC; submitted for CD approval 6/2024)
- Risankizumab (*6/2022 for CD, *6/2024 for UC)

- Mirikizumab (*10/2023 for UC, *1/2025 for CD)

Future drugs: can we break the therapeutic ceiling?
- Anti TL1A
- Neutrophil Modulator

*FDA approved UTSOUthweStern
Medical Center




SC Infliximab-dyyb

UT Southwestern
Medical Center




SC Infliximab-dyyb

IV INDUCTION SHIFT SC MAINTENANCE
After 4 weeks | ' I
— —
I I I I 1 | 1
0 2 4 6 8 Biweekly dosing
Weeks
IV MAINTENANCE SHIFT SC MAINTENANCE

Duration of time ...equals duration of time
between A and B... between B and C

I I

Biweekly dosing

Duration UTSOUthweStern
Medical Center




SC Infliximab-dyyb

Proof of concept

- LIBERTY (Hanauer et al. Gastro Oct 2024)

In CD:

Patients (%)

100 1

(4]
o
A

Estimated treatment difference: 32.1%
(95% CI 20.9-42.1);
P < 0.0001

623
(144/231)

321
(36/112)

Clinical remission
(CDAI score)

Patients (%)

100 5

(4
o

Estmated treatment difference: 34 6%
(95% CI 24.1-43.5);
P<0.0001

51.1
(1181231)

17.9
(20/1112)

O ]

Endoscopic response

UT Southwestern
Medical Center




SC Infliximab-dyyb

Proof of concept
- LIBERTY (Hanauer et al. Gastro Oct 2024)

In UC:
1009 weT-P13 80 in = 204) B Placsbo (n = 144)

Estimated treatment difference: 21.1%
[85% C| 11.8=20.3)
B < 0.0001

43 2

Fatients (%)
on
=

20.8

Clinical remission

UT Southwestern
Medical Center




SC Infliximab-dyyb

REMSWITCH (Buisson et al. Clin Gastroenterol Hepatol. 2023),‘ REMSWITCH-LT (Buisson et al, Aliment

Pharmacol Ther 2023 )
o 84-89% maintained remission over 6—12 months after switch from IV to

SC in cohort studies
o However, those on 10mg/kg q4W at baseline had a high rate of relapse
when switched to SC 120mg g2W

p<0.001
p<0.001
T p < 0.001
pRasel p=0.002
p=0.0048 92.9%
p < 0.001 86.7%
p = 0.000%
p = 0.005%
66.7%
p = 0.065 p=0.064
pe0.17 p=0.30
37.5%

35.3%

21.2%

= l w o i I ;w l P UT Southwestern

Medical Center

6 months 12 months 18 months

m5mg/kg/8 weeks B 10mg/kg/8 weeks ® 10mg/kg/6 weeks 10mg/kg/4 weeks




SC Infliximab-dyyb

o majority of patients with relapse on SC could re-capture response by
escalation of SC dosing

100%

90%
82.1% i 80.0% :

80% A separate review found

70% 240mg Q2W may achieve

60% greater drug level

50% increments than 120mg

40% Qw

30%  Little RD et al. J Clin Med.

2022;11:6173.

20%

10%
23/28 8/10

0%

All patlient: ;vith SC 240 mg eow 120 mg ew m sout hweSte rn
et Medical Center




SC Infliximab-dyyb

Pharmacokinetic advantage of low immunogenicity?
- REMSWITCH-LT (Buisson et al, Aliment Pharmacol Ther 2023 )
* Inlong term follow up (median 18 months) only 4 patients developed drug
antibodies; 2 with high titer (< 5%)

High peak level
greater efficacy

*PASSPORT: Evaluate
pharmacokinetics, efficacy and
safety of SC infliximab (CT-P13) as
induction for CD or UC

Recruiting

Equal total exposure (AUC)
bioequivalent

Stable therapeutic
concentration

Infliximab Drug Level

UT Southwestern
Med. 2022;11:6173. Medical Center

Low trough level |
immunogenicity f,*

Little RD et al. J Clin

Time




SC Infliximab-dyyb

No need to time blood draw for a 'trough’

Crohn's disesase patients in remission treated with IVI ed ia ] | FX d ru g Ieve IS
CT-P13 sc 120 mg every 2 weeks for a 8 weeks period
sc injection sc injection sc injection Visits CycleA Cycle B
of CT-P13 of CT-P13 of CT-P13
120 mg 120 mg 120 mg 1 11.1(7.8-14.5) 11.6 (7.9-14.9)
day 1 day 14 day 14 2 12.0 (7.2-16.1) 11.4 (8.1-15.2)
3 11.0(7.5-15.1) 10.9 (7.9-15.6)
p 0.62 between V1 and V2 0.87 between V1 and V2
0.88 between V1 and V3 0.65 between V1 and V3
0.52 between V2 and V3 0.49 between V2 and V3
l ! !
€———— Cycle A > € CycleB —m—m——>
IFX IFX IFX IFX IFX IFX
drug level drug level  drug level drug level drug level  drug level
days 3-6 days 7-9 day 14 days 3-6 days 7-9 day 14

UT Southwestern
Medical Center

Veyrard P, et al. Aliment Pharmacol Ther. July 2022




SC Infliximab-dyyb

An option for patients with high titer drug Ab on IV infliximab?

- retrospective study; 20 CD patients -- 90% had previous treatment with > 3
biologics including IFX IV; all had high titers of anti-infliximab antibodies

- Treatment persistence:
= Baseline ~ 100% ADA — 85% detectable ADA at start of study
o At 6 months: 15/20 - 2 had delayed allergy on week 2 and week 4 (urticaria,
angioedema); 3 (ineffective)
= ADA detected in 33.3%
o At 12 months: 10/20 - 4 (ineffective), 1 (loss to follow up)
= ADA detected in 10%

UT Southwestern
Medical Center

Husman J, et al. Int J Colorectal Dis. 2024 Sep 25;39(1):151.




SC Vedolizumab

UT Southwestern
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SC Vedolizumab

Proof of concept

- VISIBLE 1 (Sandborn et al. Gastro Feb 2020) for UC

o Median serum vedolizumab trough was higher for SC (34.6 ug/mL) vs IV (11.1 ug/ml);
ADA 6% in SC and IV group
o Injection site reaction ~ 10%

Clinical remission at week 52

Anti TNF naive Anti TNF exposed

80+ P<.001 801 P=.023
Efficacy - T 5.
Clinical Remission Endoscopic Improvement Durable Clinical : j‘; | ?—jz
at Week 52 at Week 52 Response at Week 52 G o) @ o)
80 P< 001 P< 001 P< 001 20 1 ﬁ -% 201
1 I N % 10+ & 40-
" 53.7 i 333

n/N:  7/37 36/67 17/32 n/N: 119 13/39 6/22
Placebo SC v Placebo SC v
Vedolizumab Vedolizumab

Patients, % (95% CI)

UT Southwestern

‘Plaoebo sC v Placebo SC v Placebo SC v Medical Center

Vedolizumab Vedolizumab Vedolizumab




SC Vedolizumab

Proof of concept
o VISIBLE 2 (Vermeire etal. JCC Aug 2021) for CD

a0 - B Placeho [ = 134] B Vedolizumab SC [n = 275

_— p = 0008 p=0.167 = 0.002% p=10.591°

! ALAT |38 0 23,7 A7S |30 17.5) AT 1119 o 42,3 A4 3 =116 o 2003
il -

Patients, %o [25% CI]

46/134 INATS G154

Clinical remission Enhanced CS-free remission Clinical remission in
clinical response anti-TNF-naive partients w sout hweste rn

Primary endpoint Secondary endpoints M ed ical Center




SC Vedolizumab

VISIBLE Open-Label Extension (sandborn et al, C&C 360, Aug 2023 )

o Non-responders at week 6 received a 3rd IV vedo infusion — response by
week 14 — given SC Vedo g2w
o Patients who completed VISIBLE 1 and VISIBLE 2 (placebo or real drug) went
on to open label SC Vedo g2w
o Patients who terminated VISIBLE 1 or 2 early due to worsening
disease/rescue steroids could enroll in VISIBLE OLE for WEEKLY SC Vedo
= |n patients with loss of response on SC Vedo Q2W, escalation to weekly
dosing resulted in >/= 45% of patients regaining response
=  Restarting therapy with SC Vedo after interruptions up to 46 weeks can
still be effective (w/o IV induction)

UT Southwestern
Medical Center




The IL-23 selective antagonists

antagonist UT Southwestern
5 _- Medical Center




T

Dosing

Human IgG1, binds to the p19 subunit of
IL-23.

Binds to CD64, a receptor on myeloid
cells that produce IL-23 (in-vitro)

uc

Induction: IV 200mg [20ml over 1 hr] on
week 0, 4, 8
Possible SC induction [GRAVITI].

Lower maintenance:
e SC100mg on week 12 then g8w
Higher maintenance:
* SC200mg on week 12 then g4w

Humanized IgG1, binds to the p19 subunit
of IL-23.

V]
IV induction 1200mg week 0, 4, 8

Maintenance:
* OBI 180mg or 360mg on week 12 then
q8w

(&)
IV induction 600mg week 0, 4, 8
Possible SC induction [AFFIRM]

Maintenance:
* OBl 180mg or 360mg on week 12 then
q8w

obbvie

Humanized 1gG4, binds to the p19 subunit of IL-23. .

uc

IV induction 300mg (over >/= 30 mins) week 0, 4, 8

Maintenance:
* SC200mg at week 12 then g4W [ 2 injections 100mg +
100mg]

cD

IV induction 900mg (over >/= 90mins) week 0, 4, 8

Maintenance
* SC300mg at week 12 then g4w [ 2 injections 100mg +
200mg]

[ === == + == == )

UT Southwestern
Medical Center



QUASAR : Guselkumab for mod-severe UC
e 49% with prior inadequate response or intolerance to other advanced therapies (excluding ustekinumab)

o Inthose who received IV Gus 200mg g4w x 3 doses:
= 12 week responders --> 1:1:1 randomization (placebo vs SC Gus 200mg q4w vs SC Gus 100mg q8w)
= 12 week NON-responders --> SC Gus 200mg g4w X 3 doses --> 24 week responder in 55% (66/120 patients) -->
joined 200mg g4W group

o Inthose who received placebo induction
= 12 week responders --> joined placebo group in maintenance study
= 12 week NON-responders --> IV Gus 200mg g4w x 3 --> 24 week responder --> 1:1:1 randomization

Guselkumab SC 100 mg g8w —
Guselkumab SC 200 mg gdw

100 =
* Phase 3 maintenance study
o Patients who lost clinical
response underwent blinded
Gus dose adjustment

80 . :

i 58

60 ) —A——h
40 -
on I

5 1; o

a

a L T
0 4 1

I L]
4 2
Week After Dose Adjustment

Proportion (95% Cl} of patients (%)

Symptomatic
response n'l 118 10¢19 1118 1119

fEmE:Drl:larnTN oM ana | 413 518 m sout hweste rn
e Medical Center

- Sympltomatic remission

Rubin DT, et al. Lancet. 2025 Jan 4;405(10472):33-49.




QUASAR : Guselkumab for mod-severe UC

Week 12 clinical remission

100 -
100 - 1 Placebo 100+ .
F O Guselkumab F F
= 80+ £ o0 T
s = 5
2 B A=20 .
5 607 A=15 B 607 p<0-0001 =
o — L
3 p<0-0001 < ' ' v heg
in 40- — & 32 S 4D-
o 2 o 40- T o p=0-0052
15 T & 1 -E
E 20— g - £ 17 t 12
= g 20- S 20-
& |—}| = T o 4 I
0 ! e 1 a
22/280 95/421 0 : 0 o |
16/137 64/202 5136 26/208

Clinical rermission (n/N)

Biologic and JAK inhibitor naive  Prior intolerance/inadequate response to

All patients
biologic and JAK inhibitor

UT Southwestern
Medical Center

Rubin DT, et al. Lancet. 2025 Jan 4;405(10472):33-49.




QUASAR : Guselkumab for mod-severe UC

Week 44 clinical remission

[ Placebo (guselkumab withdrawal) [ Guselkumab 100 mg given subcutaneously B Guselkumab 200 mg given subcutaneously
every 8 weeks every 4 weeks
— -ﬂ'3":' h=2 1[}[] 7
— 100 p<0-0001 pﬂg.g}gm - =32
£ | : 100~ F p<0-0001
] I I o
T B0 =25 — _ N B0- I |
z £=24 )
2 p=<0-0001 2 B0 p=00002 o £=30
E‘ | 1 50 s C 58 "E. p<0-0001
© 60 45 = - BoH 1
g T E, 60 50 = 40 40
o bt
= 19 b l s 4[:] ]
2 L 409 26 =
5 20- 1 = S
g 1 5 | &
e = E_ 204 8
o E_ 20 - J_
0 s £ I
36/190 85/188 95/190 & o 1L
Clinical remission (n/N U r
" ssion (n/N) 28108 53/105 56/96 Of75 31/77  35/58
All patients

Biologic and JAK inhibitor naive Prior intolerance/inadequate response to biologic and

JAK inhibitor
UTSouthwestern
Medical Center

Rubin DT, et al. Lancet. 2025 Jan 4;405(10472):33-49.




GALAXI-1: Guselkumab for mod-severe Crohn's disease

e Treat-through design
* >50% prior inadequate response or intolerance to biologics
» Limited ustekinumab exposure >/= 16 weeks prior study entry was allowed (but not if there was evidence of ustekinumab failure or

intolerance)
Screening _ _
— Primary endpoint
Endoscopy Endoscopy Endoscopy
| T T T T T T T T T T T T 1
Week -5 0 4 2 12 16 20 24 28 32 36 40 44 48
Group 1 *—d AN S
Group 2 9, O H— Dy DN ——N— | &
F
z
Group 3 s iy O O O 'S »| 3
s
o
Randomisation > E
Z,
Group 4 < <& & < <& > _g
Crossowver to ustekinumab if no clinical response @:
o o o S—p|
? S h T e
Group 5 B L
[
Continue on placebo if clinical response
‘* Guselkumab, 1200 mg intravenous A Guselkumab, 200 mg subcutaneous
O Guselkumab, 600 mg intravenous @ Guselkumab, 100 mg subcutaneous

A Guselkumab, 200 mg intravenous ¢» Ustekinumab, 90 mg subcutaneous 'h t
& Ustekinumab, -6 mg/kg intravenous W Placebo i wes ern
~ledical Center

Danese S, et al. Lancet Gastroenterol Hepatol. 2024 Feb;9(2):133-146.




GALAXI: Guselkumab for mod-severe Crohn's disease

Week 48 CDAI clinical remission rates:

O

@)
@)
@)

Gus 200--> 100 mg: 64%
Gus 600-->200 mg: 73%

1200-->200mg: 579
Sus 00 . 598/0 8- 57% —&— Placebo group —— Guselkumab 200—+100 mggroup  —#— Guselkumab
st group: 59% A— Guselkumab 1200—200 mggroup  —#— Ustekinumab group® H00—200 mg group
1000 =
80 I

| Vol (M — I |
60 g —a e __ 1 i
I . e e DY B I

40 ﬁjl| -

204

Patients (%)

UT Southwestern
Medical Center

Danese S, et al. Lancet Gastroenterol Hepatol. 2024 Feb;9(2):133-146.



GALAXI: Guselkumab for mod-severe Crohn's disease

Week 48 endoscopic response:

o Gus 200--> 100 mg: 44%
o Gus 600-->200 mg: 46%
o Gus 1200-->200mg: 44%
o Ust group: 30%

Week 48 alternative
definition for endoscopic
response:

o SES-CD score 4 or less
AND at least 2 point
reduction from
baseline, AND no
subscore > 1 on any
variable

o excluded non-
traversable strictures

Danese S, et al. Lancet Gastroenterol Hepatol. 2024 Feb;9(2):133-146.

Patients (%)

Endoscopic remission (alternative definition)

100 —
B0 —
39%
60 (24/61)
30%
26% (19/63)
(16/61)
40
14%
(9/63)
20—
®
0 I I T |
o @ o 8 2 2
dﬂ& C:,t 3 ,L..'}ilj} \3&?{%&\:‘ E‘:}Dﬁ
& & £ & & &
i~ & {pﬁ“ Rl

UT Southwestern

Medical Center



GALAXI 2 & 3: Guselkumab for mod-severe Crohn's disease

* Treat-through design
e 2:2:2:1 randomization:
= GUSIV200mg g4w X 3 --> SC 200mg gq4w
= GUSIV200mg g4w x 3 -->SC 100mg q8w
=  UST 6mg/kg IV induction --> SC 90mg q8w
* Placebo --> 12 week non-responder --> UST IV induction then 90mg q8w

Composite endpoint of Composite endpoint of
Clinical Response W12 + Clinical Remission W48 Clinical Response W12 + Endoscopic Response W48
= 100 A42.8% (95% 0 316 529] 035.0% (55%.0- 235, 465) 100- 432.9% (95%0:235.24) 830.8% (95%0: 213,903
?3. — p<o01 | T p<oO1 | T p<o01 T p<.001
80 A38.1% (05%0. 27149 834.2% (9% 2269 g0 833.7% (95% 0241, 432 0827.9% 195%0 187, 37.0)
: P<.001 P<.001 P<.001 P<.001
£ w- e
Q
g 49T.o !
X a0- T 48.0 = i
a
5 20 20+
8_ 'T ¥ ~ "I"-;.
) 118 125
5'. 0 - 0- o
GALAXI 2 GALAXI 3 GALAXI 2 GALAXI 3
. Placebo GUS 200mg IV q4w —» 100mg SC qBw B GUS 200mg IV q4w —» 200mg SC qdw

N:GAL2, 76;GAL3, T2 N GAL2, 143 GAL 3, 143 N: GAL 2, 146, GAL 3, 150 stern
Medical Center

Panaccione, R et al. Oral presentation (Abstract #1057b) at Digestive
Disease Week (DDW) 2024. May 2024.




GALAXI 2 & 3: Guselkumab for mod-severe Crohn's disease

A 15.6% (95%.01.75,234) B 12.3% (95% (1:49,197) 8 11.3% (95%C142,185) A 13.6% (95%0:59. 213 8 7.3% 195% 0. 02,148

100~ P<.001 : p-.oo1' ' p-.ooz' ' P<.M' ' P=.058'
%:— 8 10.6% (95%0:2.7,185) A 8.5% (95% 11,159 A 7.4% (55% 0103, 146 A 7.8% (95% 0 0.1, 15.6) 8 2.6% (95% 0:-51,102)
E 80~ T P=009 Top=024 © p=040 ' " P=089 ' T P=S12
g m-
1)
o
£ a0
=
£ 20
Q
g
o

o_
Endo Response W48 Endo Remission W48 Deep Remission W48 Clin Remission W48 Clin Remission W48
+ Endo Response W48
GUS 200mg IV g4w —» 100mg SC q8w B GUS 200mg IV qdw —» 200mg SC qdw | UST ~6mg/kg IV —» 90mg SC q8w
N: Pooled, 286 N: Pooled, 296 N: Pooled, 291

UT Southwestern
Medical Center

Panaccione, R et al. Oral presentation (Abstract #1057b) at Digestive
Disease Week (DDW) 2024. May 2024.




VIVID-1 : Mirikizumab for mod-severe Crohn's disease

* Prior biologic failure 48.5%

e Randomization 6:3:2
o Mirikizumab

o Ustekinumab 6mg/kg IV induction x 1, then 90mg SC every 8 weeks

o Placebo

= At week 12, placebo "non-responders" [n=80; 40%] switched directly to Mirikizumab SC 300mg g4w

* Treat-through design; no rescue medication allowed other than placebo non-responders

Primary endpoints:

Week 52 CDAI clinical remission-composite (week 12
clinical response + week 52 clinical remission)

All population Subgroups
[ Placebo 3 Miirikizumab
100 5 =
2C.8 208 310
99-5% CI 15-9-35-0); (95% CI 10-6-31-1); (95% C122-3-39-8);

- 804 p=<0-0001 1 p<0-01 p<0-0001
i;; 1 1 1
in 263 (454%) 141 (47:3%) 122 (434%
%? ] of 579 ] of 258 95281 ]
IS T 27 (26:5%) I 1
3 40+ 39(19-6%) Il - of 102 T
2 of 199 I 12 (12-4%)
L f
= L0 T | l of 97

1 T

1
0

All participants

Without failure to
biological therapies

Ferrante M, et al. Lancet. 2024 Dec 14;404(10470):2423-2436

With failure to
hiological therapies

Response rate (99-5% CI)

100 5

204

60

40

20+

287
{99-5% C120-6-36-8);
p=0-0001
1
220 (38-0%)
of 579

]
1

18 (9.0%)
of 199

1

275
(95% C119-1-35-9);
p=0-0001
- 1
117 (39-3%)
of 298
T
1

12 (11-8%)
of 102

|
1

Week 52 endoscopic response-composite (week 12 clinical response +
week 52 endoscopic response)

305
(95% C123-1-37-9);
p=0-0001
1

103 (36:7%)

of 281
T

1
6 (62%)
of §7

1

All participants

T
Without failure to

biolegical therapies

With failure to
biclogical therapies

IVICUIWVA \JUTI ILUI]




VIVID-1 Secondary endpoints:

Week 52 CDAI clinical
remission; Mirikizumab non-
inferior to ustekinumab

Week 52 endoscopic response;
Mirikizumab not superior to
ustekinumab

Remission rate (99-5% Cl)

Response rate (99-5% CI)

O Placebo I Mirikizumab [ Ustekinumab

20
] (95% I
302 -7-8to11-8);
(95%Cl not significant
20.0to 405); "0+ >
p<0-0001
 —
169 81

{56:7%) (54-7%)
of 298 of 148

2 I

(26:5%) 1
of 102

:
1

346 57
{95% C| {95% ClI
100+ 7 7to414), T4t 12.8)
psopoor "~ !
1
80~ 313
139
{2?;;} (48-4%)
60 ~ o287
39 I
40 (19.6%)
of 199
20 I
]
All participants
23
{95% CI
-y -47t093);
(95% Cl o
07 33-4 10 44-8); p=
p=0-0001
B0 = —
280 133
(48-4%) (46-3%)
7 of 579 of 287
40 - 1
18
(9-0%:)
204 of 199
0

95
_ (95%C
[9353%90 -0-5 10 19-6);
not significant
301to 477);
P<0-0001
1
144
(51-2%) 58
of 261 (41-7%)
of 139
12 l
(12-4%)
of 97
1
1

Without failure to biological therapies

=10
{95% Cl
-10.9 to 8:8);
not significant

355
(95%Cl
315 to 48-4);
p=0-0001

1
78
154
(s17%) 5279
of 208 of 148

1

12
(11-8%)
of 102

ke

Al participants

Ferrante M, et al. Lancet. 2024 Dec 14;404(10470):2423-2436

With failure to biclogical therapies

53
{95% Cl
=47 10 153);
not significant

387
(95% C
31-1to46-2);
00001
1
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{44-8%)
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:
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3
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—
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Future drugs: can we break the therapeutic ceiling?

UT Southwestern
Medical Center




Anti-TL1A

MOA: selectively binds to membrane bound and soluble TL1A — blocks interaction of
TL1A and DR3 --> suppresses downstream inflammatory responses by helper T cells

o ?anti fibrotic downstream effect — mice studies — reversed colonic fibrosis, reduced

numbers of fibroblasts and myelofibroblasts
o ?Good choice for EIM — broad involvement of TL1A in skin, eye & joints

TL1A and its receptor DR3 are upregulated in intestinal inflammation
o Gene encoding TL1A (TNFSF15) and DR3 (TNFRSF25) are a/w increased
susceptibility for IBD

Phase 2 studies
 TUSCANY (PF-06480605; IV; open label single arm) published 2021
* ARTEMIS-UC trial for UC (Tulisokibart in IV form) - NEJM 2024
 RELIEVE UCCD for UC & CD (TEV-48574 in SC form) - abstract form

Phase 3 studies
e ATLAS-UC in process (Tulisokibart in IV or SC)

Adaptive
immunity

@

Thi, Th2,

M7, Treg P

ILC1, ILC2,
nca

@

Innate
immunity

TL1A-
inhibiting
drugs

O 2,
i [ T,

1 | 3
}!,“].‘1|\\‘

Epithelial-mesenchymal
transition and fibrosis

Epithelial barrier
function and dysbiosis
wim H‘I“‘H'hl LR LA INE LR

Ay| 'l = | | =
Jlgi8 101

Sl Wil Sl e il Sl

* Tulisokibart for mod-severe CD (in process; clinical trails.gov ID NCT06430801)
 AMETRINE study for UC (RO7790121)

UT Southwestern
Medical Center

Virginia Solitano, et al, Med, Volume 5, Issue 5, 2024, Pages
386-400




ARTEMIS-UC trial (phase 2)
* mod to severe UC patients who are steroid dep or failed conventional or advanced therapy
* 1:1 randomisation
e Tulisokibart
|V 1000mg on week 0, then 500mg on week 2, week 6, week 10

12 week clinical remission in patients deemed 'higher
likelihood of response’ i.e positive for

12 week clinical remission in all patients TNFSF15/TNFRSF25 genes
100- 100+ 100~ 100
90- 90+ 90 90-
30 u 807  am | %04
£ & 704 (95% 2 80 A2l E 0 (9;1%30
g 70- 5 17-43) & 70- & N K.
g 825 & 897 pooo0 5 (959 Cl, & g0 220
S I S I IR
g 07 P<0. ﬂﬂ}l 8 40 d ;., 50- — E" 40 37
£ 404 l 8 304 8 404 I g
£ 0 26 5 = 32 w304
g 301 8 20- U 304 & 4] 19
& 20 104 6 a 20 104
104 0- 10 H 0
1 : } -
0 R pﬂ}“’& 0 K&
Placebo Tulisokibart .(bd‘,._n Placebo Tulisokibart (bpb" ‘d;ai(‘
(N=67) (N=68) ‘& (N=37) (N=38) < &
R

N EnglJ Med. 2024 Sep 26;391(12):1119-1129
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Neutrophil Modulator

 ADSO051 — an oral small molecule that targets neutrophil migration and activation in the
colon
* Phase 1b multidose trial in UC (Allegretti, Jessica R. et al. The American J of Gastro; Dec 31, 2024)

Efficacy assessments at Day 28

Clinical remission Endoscopic response Endoscopic improvement

Adapted MCS = 2, MES

100% . = 1 point, SFS £ 1 paint, Decraage in baselne
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* ADSO051 found to be safe & well tolerated up to 3200mg once a day
* Gut concentrated — with high stool concentrations and minimal systemic exposure

UT Southwestern
Phase 2 study in progress Medical Center
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