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Background

TGFB signalling in the TME diminishes ICl efficacy'-?
* Inhibits T-cell proliferation and effector function
* Promotes immune-excluded phenotype

Broad TGFf pathway inhibitors show limited efficacy
and/or excess toxicity

* eg, TGFB/PD-1 trap molecules, and TGF{
small-molecule inhibitors

INCA33890 is a first-in-class anti—-TGFBR2xPD-1
bispecific common light-chain antibody*-

* Designed to target TME immune cells

Weak Binding
No TGF Signalling Inhibition

INCA33890
-/(

TGFBR2
Receptor !

Non-target cell
(PDnesstive)

* Blocks both TGFBR2 and PD-1 signalling pathways in PD-1* cells

 No inhibition of TGFf3 signalling in PD-1- cells

Strong Binding
Potent PD-1 and TGF Signalling Inhibition

INCA33890
N

PD-1 ot BRZ
Receptor eceptor

T Cells
(PDpositive)

INCA 33890-101 evaluated the safety and efficacy of INCA33890 in patients with advanced or

metastatic solid tumours

Elena Garralda
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type Il receptor; TME, tumour microenvironmen t.

ICl, immune checkpoint inhibitor; PD-1, programmed death-1; TGF, transforming growth factor B; TGFBR2, transforming growth factor congress
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Study Design

Part 1a Monotherapy
Dose Escalation* (N=48)

Part 1b Monotherapy
Randomised Dose Expansion (N=212)

Objectives

tumours:

Patients with select
advanced/metastatic solid

 PDlintolerant/ineligible for SoC
therapies (including ICls) >

Dose levels of 100, 300, 600,
900, 1200, 1500 mg g2w and 900 mg oC
qdw IV in continuous 28-day cycles

MSS CRC

RDEs (q2w IV)
(300, 600, 900 mg)

Primary
: « Safety and tolerability
PDAC sard + DLTs
« MTD and RDEs
Secondary
NSCLC SCCHN e PK

Elena Garralda

Vs

Part 2a/b combination (dose escalation & expansion) in MSS CRC.
Combination groups were as follows:

« INCA33890 with FOLFOX + bev

« INCA33890 + FOLFIRI + bev

« INCA33890 + bev

« INCA33890 + cetuximab

(&

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

*Hybrid statistical design for optimal definition of MTD/RDE(s); =3 dose levels, =3 patients/dose level.

bev, bevacizumab; CRC, colorectal cancer; DCR, disease control rate; DLT, dose-limiting toxicity; DOR, duration of response;
FOLFIRI, folinic acid, fluorouracil, and irinotecan; FOLFOX, folinic acid, fluorouracil, and oxaliplatin; GEJ, gastroesophageal junction
cancer; ICl, immune checkpoint inhibitor; IV, intravenous; MSS, microsatellite stable; MTD, maximum tolerated dose;

NSCLC, non-small cell lung cancer; OC, ovarian cancer; ORR, objective response rate; PD, progressive disease; PDAC, pancreatic
adenocarcinoma; PK, pharmacokinetics; q2w, every 2 weeks; g4w, every 4 weeks; RDE, recommended dose for expansion;
SCCHN, squamous cell carcinoma of the head and neck; SoC, standard of care.

. Efficacy (ORR, DCR, DOR)

Data cutoff: 25 July 2025
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Baseline Demographics and Characteristics

Part 1a + 1b Total (N=260) Part 1a + 1b Total (N=260)
Age, median (range), years 60.5 (22-85) Cancer type, n (%)
Male sex, n (%) 133 (51.2) MSS CRC 114 (43.8)
Race, n (%) PDAC 40 (15.4)
White 195 (75.0) Gastric/GEJ 29 (11.2)
Black or African American 5(1.9) SCCHN 29 (11.2)
Asian 8 (3.1) OC 29 (11.2)
Other, not reported, missing 52 (20.0) NSCLC 12 (4.6)
Ethnicity Mesothelioma* 3(1.2)
Hispanic 14 (5.4) Other*1 4 (1.5)
Not Hispanic 202 (77.7) Time since initial diagnosis, median (range), months 35.4 (7.3-195.5)
Not reported, unknown, missing 44 (16.9) Time since advanced/metastatic diagnosis, median (range),  25.9 (0.3-126.5)
ECOG PS, n (%) months
0 148 (56.9) Lines of prior therapy, median (range) 3 (1-9)
1 112 (43.1)

Elena Garralda *Part 1a only. 11 patient each with triple-negative breast cancer, cervical cancer, melanoma, and renal cell carcinoma.
CRC, colorectal cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; GEJ, gastroesophageal junction cancer;
MSS, microsatellite stable; NSCLC, non-small cell lung cancer; OC, ovarian cancer; PDAC, pancreatic adenocarcinoma;
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Safety

« INCA33890 doses up to 1200 mg g2w were well

TRAEs Across RDEs

tolerated with no DLTs 300 mg 600 mg 900 mg
q2w q2w q2w Total
e TRAE, n (%) (n=99) (n=30) (n=110) (n=239)
o 150.0. mg q.2W exceeded MTD [1 DLT (mYOCardltls) * TRAE 58 (58.6) 23 (76.7) 58 (52.7) 139 (58.2)
additional irSAEs (DKA, encephalomyelitis, adrenal Serious TRAE 10 (10.1) 4(13.3) 6 (5.5) 20 (8.4)
insufﬁciency)] Grade 23 TRAE 12 (12.1) 4 (13.3) 8 (7.3) 24 (10.0)
TRAE leading to dose delay 17 (17.2) 6 (20.0) 14 (12.7) 37 (15.9)
«  RDEs of 300, 600, and 900 mg g2w were selected TRAEleadingto 8 (8.1) 3(10.0) 2(18) 13 (5.4)
.. ] treatment discontinuation
based on safety, PK, PD, and preliminary efficacy
. Safety profiles were similar across RDES: Most Common Any-Grade TRAEs (in 25% Across RDESs)
300 mg 600 mg 900 mg
o ' - ifi ' ' 0 q2w q2w q2w Total
Inv_est|gator identified irAEs occurred in 31.0% of prefened term. n (% & = N ol
patients at RDEs |
. _ _ By maximum grade G1/2 G3+ G1/2 G3+ G1/2 G3+ Any-grade
«  Grade 3 irAEs occurred in 7.5% of patients Fatigue 14(141) 0(0) 5(167) 0(0) [14¢127) 0@ | 33(138)
° 10 patients discontinued therapy due to irAES Skin toxicity* 6(6.1) 2(20) 6(20.00 3(10.0) | 7(6.4) 2(1.8) 26 (10.9)
. | o | | Pruritus 6(6.1) 0(0) 3(1000 1(33) |10@.1) 1(0.9) 21 (8.8)
* Investigator-identified immune reactions occurred in RR 440 100 5067 00 |00 o0 | 2064
9.2% of pat|ents Nausea 5(51) 0(0) 5(167) 0() | 7®64) 0(0) 17 (7.1)
« 2 patients had grade 4 anaphylaxis IRRs that led Diarrhoea 561 00 183 000 |9@2 0(0 | 15(63)
to discontinuation ALT increased 4400 220 1333 00 | 436 1(09 12 (5.0)

*Grouped term including dermatitis, eczema, lichen planus, pustular psoriasis, rash, rash erythematous, rash maculo-papular, rash
pustular.
Elena Garralda ALT, alanine aminotransferase; DKA, diabetes-related ketoacidosis; DLT, dose-limiting toxicity; irAE, immune-related adverse event;
IRR, infusion-related reaction; MTD, maximum tolerated dose; PD, pharmacodynamics; q2w, every 2 weeks; PK, pharmacokinetics;
RDE, recommended dose for expansion; TRAE, treatment-related adverse event.
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INCA33890 PK, PD, and Immunogenicity

* Non-linear PK observed at doses of 100-1500 mg

q2W5 “kely due to target'mediated drug diSpOSitiOﬂ Mean Serum Concentration-Time Profiles of INCA33890 Following a

o Clearance rate: 0.022-0.044 L/h Single IV Infusion Across Dose Levels
*  Volume of distribution: 4.2-5.1 L
« Half-life: 3.5-6.2 days

« 78% of patients developed INCA33890-specific
treatment-emergent ADAs

» |mpact on PK appeared to be dose dependent,
with no impact at doses 2900 mg 92w

» ADAs did not appear to impact safety (including
IRRs)
or efficacy N
« (D8 T cells increased in cycle 2 day 15 on treatment 0w wm w
vs baseline biopsies (data not shown) Time, Hours

« Extent of increase was greater in responders vs
non-responders

100

MLR EC90

Mean Concentration of INCA33890, pug/mL
=)

Elena Garralda
ADA, anti-drug antibody; IRR, infusion-related reaction; IV, intravenous; PD, pharmacodynamics; PK, pharmacokinetics; q2w, every 2

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. weeks; q4w, every 4 weeks.

Dosing regimen
—a—100 mg q2w
—o—300 mg q2w
—4-600 mg q2w
—4—900 mg q2w
900 mg g4w
—=—1200 mg q2w
—8-1500 mg q2w
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Efficacy in MSS CRC

Among 105 patients treated at Tumour Shrinkage With INCA33890 in MSS CRC: Impact of Liver Metastases

RDEs, 93.3% had >2 prior regimens 1007
and 71.4% had active liver
metastases

16 patients responded; 14 confirmed
(ORR 15.2%); median duration of
therapy: 7.3 months

 9had active liver metastases
(ORR 12.0%, DCR 20.0%)

INCA33890 dose level: WM 300 mgg2w ™% 600 mgq2w 8 900 mg g2w

“
60 — Liver Metastasis . Yes @ No

e

20

30

Best Percentage Change From Baseline in
Sum of Diameters of Target Lesions
T

o
o
]
i
I
—

-80 - iPRin PD by new lesion
e 7 had no liver metastases
(ORR 23.3%, DCR 500%) Impact of PD-L1 Expression Level
NCA33890 ORR was similar across T T A
? er 17.9%
RDEs g DL 1% . ®
Higher PD-L1 expression may S ppliem o
. " 15.4%
enhance INCA33890 efficacy & o7 o
0 20 40 60
ORR % 95% ClI

Elena Garralda

Cl, confidence interval; CRC, colorectal cancer; DCR, disease control rate; iPR, immune partial response; MSS, microsatellite stable; ORR, overall

. o , I o . congress
Content Of thIS presentatlon IS Copyrlght and responSIbIIIty Of the aUthor- PermISS|0n 1S reqU|red fOI' re-use. response rate; PD, progressive disease; PD-L1, programmed death-ligand 1; g2w, every 2 weeks; RDE, recommended dose for expansion.



Efficacy in a Case of MSS CRC

* AG67-year-old man with CRC who:

« Had stage |V with multiple liver
metastases and nodal disease

* Progressed on prior FOLFOX +
bev, FOLFIRI, trifluridineftipiracil,
STAT3 inhibitor (investigational)

* Achieved ongoing PR with
INCA33890 900 mg g2w,
currently on treatment (10+
months)

Baseline 40 Weeks
Elena Garralda Representative images of liver response; courtesy of Dr | Moreno.
bev, bevacizumab; FOLFIRI, folinic acid, fluorouracil, and irinotecan; FOLFOX, folinic acid, fluorouracil, and oxaliplatin; [V, intravenous;

CRC, colorectal cancer; MSS, microsatellite stable; PR, partial response; q2w, every 2 weeks; STAT3, signal transducer and activator of

. . , . . congress
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Preliminary Efficacy in Other Tumour Types at RDEs

* Most patients had limited follow-up (<16 weeks)

* Responses were reported across tumour types and

PD-L1 expression levels, including levels <1%

Tumour Type n CR PR SD PD/NE
SCCHN 27 1 6 7 13
OC 28 2 Sk " 12
NSCLC 10 0 4
PDAC 36 0 28
Gastric/GEJ 29 0 21
Otherf 5 0 1% 13 3
NSCLC
g 0 30+ Prior ICI received?
r 9 20 - 20 I Yes HE No
é’aé 3 10/
E5%9 0
09”2 _q0;
o £ ®
2 -2
= % ° 30
S@5 40
& o 2 50
w 8 607
@ 2 -70;

Elena Garralda
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SCCHN

120 -
100 -

Best Percentage Change From
Baseline in Sum of
Diameters of Target Lesions

20

oC

1001

Best Percentage Change From
Baseline in Sum of
Diameters of Target Lesions

20

*1 PR in patient originally treated at 1500 mg q2w, de-escalated to 900 mg and responded. TMPM (n=2 each), TNBC, mel, CESC (n=1
each). TMPM.

CESC, cervical squamous cell carcinoma and endocervical adenocarcinoma; CR, complete response; GEJ, gastroesophageal junction
cancer; ICl, immune checkpoint inhibitor; Mel, cutaneous malignant melanoma; MPM, malignant pleural mesothelioma; NE, not evaluable;
NSCLC, non-small cell lung cancer; OC, ovarian cancer; PD, progressive disease; PD-L1, programmed death-ligand 1; PDAC, pancreatic
adenocarcinoma; PR, partial response; q2w, every 2 weeks; RDE, recommended dose for expansion; SCCHN, squamous cell carcinoma of
the head and neck; SD, stable disease; TNBC, triple-negative breast cancer.
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Conclusions

* The anti-TGFBR2xPD-1 bispecific antibody INCA33890 was generally well tolerated at
doses up to 1200 mg g2w

* |n 239 patients treated at RDEs:
= jrAEs occurred in 31.0% of patients
= |RRs occurred in 9.2% of patients
* 900 mg g2w was selected as RP2D
» Similar safety and efficacy were seen at 300, 600, and 900 mg g2w
* ADAs impacted drug exposure for some patients at doses below 900 mg
» Responses were observed across multiple tumour types, including:
» MSS CRC with active liver metastases
« 0OC
» |Cl-refractory SCCHN and NSCLC

 Evaluation of INCA33890 in combination with SoC treatments in patients with CRC is
ongoing

Elena Garralda

ADA, anti-drug antibody; CRC, colorectal cancer; ICI, immune checkpoint inhibitor; irAE, immune-related adverse events;
IRR, immune-related reaction; CRC, colorectal cancer; MSS, microsatellite stable; NSCLC, non-small cell lung cancer; OC, ovarian cancer;

. . . . . L ) . PD-1, programmed death-1; q2w, every 2 weeks; RDE, recommended dose for expansion; RP2D, recommen d phase 2 dose; congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. SCCHN, squarous cellcarcinoma of the head and neck; SoC, standard of care; TGFR, transforming growh factr b type l receptor
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