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Background

Elena Garralda

• TGFβ signalling in the TME diminishes ICI efficacy1-3

• Inhibits T-cell proliferation and effector function
• Promotes immune-excluded phenotype

• Broad TGFβ pathway inhibitors show limited efficacy 
and/or excess toxicity
• eg, TGFβ/PD-1 trap molecules, and TGFβ 

small-molecule inhibitors
• INCA33890 is a first-in-class anti–TGFβR2×PD-1

bispecific common light-chain antibody4-6

• Designed to target TME immune cells
• Blocks both TGFβR2 and PD-1 signalling pathways in PD-1+ cells 
• No inhibition of TGFβ signalling in PD-1- cells

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

1. Mariathasan S, et al. Nature. 2018;554:544-548. 2. Sow HS, et al. Cells. 2019;8:320. 3. Li MO, et al. Annu Rev Immunol. 2006;24:99-146. 
4. Wang LCS, et al. Presented at: AACR; 2023; Orlando, FL. Abstract 2936. 5. Guan J, et al. Presented at: AACR; 2025; Chicago, IL. 
Abstract 6071/12. 6. Kinder M, et al. Presented at: AACR; 2025; Chicago, IL. Abstract 4861/11.
ICI, immune checkpoint inhibitor; PD-1, programmed death-1; TGFβ, transforming growth factor β; TGFβR2, transforming growth factor β 
type II receptor; TME, tumour microenvironment.
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Study Design

Elena Garralda

*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; ICI, 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; q4w, every 4 weeks; RDE, recommended dose for expansion; 
SCCHN, squamous cell carcinoma of the head and neck; SoC, standard of care.

Patients with select 
advanced/metastatic solid 
tumours: 
• PD/intolerant/ineligible for SoC 

therapies (including ICIs)

Dose levels of 100, 300, 600, 
900, 1200, 1500 mg q2w and 900 mg 
q4w IV in continuous 28-day cycles

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

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

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

Primary
• Safety and tolerability
• DLTs
• MTD and RDEs

Objectives

Secondary
• PK
• Efficacy (ORR, DCR, DOR)

MSS CRC PDAC Gastric/
GEJ

OC NSCLC SCCHN

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

Data cutoff: 25 July 2025
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Baseline Demographics and Characteristics

Elena Garralda *Part 1a only. †1 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; 
SCCHN, squamous cell carcinoma of the head and neck.

Part 1a + 1b Total (N=260)
Age, median (range), years 60.5 (22-85)
Male sex, n (%) 133 (51.2)
Race, n (%)

White 195 (75.0)
Black or African American 5 (1.9)
Asian 8 (3.1)
Other, not reported, missing 52 (20.0)

Ethnicity
Hispanic 14 (5.4) 
Not Hispanic 202 (77.7)
Not reported, unknown, missing 44 (16.9)

ECOG PS, n (%) 
0 148 (56.9) 
1 112 (43.1)

Part 1a + 1b Total (N=260)
Cancer type, n (%)

MSS CRC 114 (43.8)
PDAC 40 (15.4)
Gastric/GEJ 29 (11.2)
SCCHN 29 (11.2)
OC 29 (11.2)
NSCLC 12 (4.6)
Mesothelioma* 3 (1.2)
Other*,† 4 (1.5)

Time since initial diagnosis, median (range), months 35.4 (7.3-195.5)
Time since advanced/metastatic diagnosis, median (range), 
months

25.9 (0.3-126.5)

Lines of prior therapy, median (range) 3 (1-9)
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Elena Garralda
*Grouped term including dermatitis, eczema, lichen planus, pustular psoriasis, rash, rash erythematous, rash maculo-papular, rash 
pustular. 
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.

TRAE, n (%)

300 mg
q2w

(n=99)

600 mg
q2w

(n=30)

900 mg
q2w

(n=110)
Total

(n=239)
TRAE 58 (58.6) 23 (76.7) 58 (52.7) 139 (58.2)
Serious TRAE 10 (10.1) 4 (13.3) 6 (5.5) 20 (8.4)
Grade ≥3 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 (15.5)
TRAE leading to 
treatment discontinuation 8 (8.1) 3 (10.0) 2 (1.8) 13 (5.4)

TRAEs Across RDEs

Most Common Any-Grade TRAEs (in ≥5% Across RDEs)

Preferred term, n (%)

300 mg 
q2w 

(n=99)

600 mg 
q2w

(n=30)

900 mg 
q2w

(n=110)
Total  

(n=239)

By maximum grade G1/2 G3+ G1/2 G3+ G1/2 G3+ Any-grade
Fatigue 14 (14.1) 0 (0) 5 (16.7) 0 (0) 14 (12.7) 0 (0) 33 (13.8)

Skin toxicity* 6 (6.1) 2 (2.0) 6 (20.0) 3 (10.0) 7 (6.4) 2 (1.8) 26 (10.9)

Pruritus 6 (6.1) 0 (0) 3 (10.0) 1 (3.3) 10 (9.1) 1 (0.9) 21 (8.8)

IRR 4 (4.0) 1 (1.0) 5 (16.7) 0 (0) 10 (9.1) 0 (0) 20 (8.4)

Nausea 5 (5.1) 0 (0) 5 (16.7) 0 (0) 7 (6.4) 0 (0) 17 (7.1)

Diarrhoea 5 (5.1) 0 (0) 1 (3.3) 0 (0) 9 (8.2) 0 (0) 15 (6.3)

ALT increased 4 (4.0) 2 (2.0) 1 (3.3) 0 (0) 4 (3.6) 1 (0.9) 12 (5.0)

Safety
• INCA33890 doses up to 1200 mg q2w were well 

tolerated with no DLTs

• 1500 mg q2w exceeded MTD [1 DLT (myocarditis) + 
additional irSAEs (DKA, encephalomyelitis, adrenal 
insufficiency)]

• RDEs of 300, 600, and 900 mg q2w were selected 
based on safety, PK, PD, and preliminary efficacy

• Safety profiles were similar across RDEs:

• Investigator-identified irAEs occurred in 31.0% of 
patients at RDEs 

• Grade 3 irAEs occurred in 7.5% of patients
• 10 patients discontinued therapy due to irAEs

• Investigator-identified immune reactions occurred in 
9.2% of patients

• 2 patients had grade 4 anaphylaxis IRRs that led 
to discontinuation
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INCA33890 PK, PD, and Immunogenicity

Elena Garralda

• Non-linear PK observed at doses of 100-1500 mg 
q2w, likely due to target-mediated drug disposition
• Clearance rate: 0.022-0.044 L/h
• Volume of distribution: 4.2-5.1 L
• Half-life: 3.5-6.2 days

• 78% of patients developed INCA33890-specific 
treatment-emergent ADAs
• Impact on PK appeared to be dose dependent, 

with no impact at doses ≥900 mg q2w
• ADAs did not appear to impact safety (including 

IRRs) 
or efficacy

• CD8 T cells increased in cycle 2 day 15 on treatment 
vs baseline biopsies (data not shown)
• Extent of increase was greater in responders vs 

non-responders
ADA, anti-drug antibody; IRR, infusion-related reaction; IV, intravenous; PD, pharmacodynamics; PK, pharmacokinetics; q2w, every 2 
weeks; q4w, every 4 weeks.
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Efficacy in MSS CRC

Elena Garralda

• Among 105 patients treated at 
RDEs, 93.3% had >2 prior regimens 
and 71.4% had active liver 
metastases

• 16 patients responded; 14 confirmed 
(ORR 15.2%); median duration of 
therapy: 7.3 months 
• 9 had active liver metastases 

(ORR 12.0%, DCR 20.0%)
• 7 had no liver metastases 

(ORR 23.3%, DCR 50.0%)
• INCA33890 ORR was similar across 

RDEs
• Higher PD-L1 expression may 

enhance INCA33890 efficacy

Impact of PD-L1 Expression Level

n=13
PD-L1 ≥5%

n=56
PD-L1 ≥1%

n=22
PD-L1 <1%

n=78
Overall
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CI, confidence interval; CRC, colorectal cancer; DCR, disease control rate; iPR, immune partial response; MSS, microsatellite stable; ORR, overall 
response rate; PD, progressive disease; PD-L1, programmed death-ligand 1; q2w, every 2 weeks; RDE, recommended dose for expansion.
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Representative images of liver response; courtesy of Dr I Moreno.
bev, bevacizumab; FOLFIRI, folinic acid, fluorouracil, and irinotecan; FOLFOX, folinic acid, fluorouracil, and oxaliplatin; IV, intravenous; 
CRC, colorectal cancer; MSS, microsatellite stable; PR, partial response; q2w, every 2 weeks; STAT3, signal transducer and activator of 
transcription 3; q2w, every 2 weeks. 

Elena Garralda

9

Baseline 40 Weeks

Efficacy in a Case of MSS CRC
• A 67-year-old man with CRC who:

• Had stage IV with multiple liver 
metastases and nodal disease

• Progressed on prior FOLFOX + 
bev, FOLFIRI, trifluridine/tipiracil, 
STAT3 inhibitor (investigational)

• Achieved ongoing PR with 
INCA33890 900 mg q2w, 
currently on treatment (10+ 
months)
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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%

*1 PR in patient originally treated at 1500 mg q2w, de-escalated to 900 mg and responded. †MPM (n=2 each), TNBC, mel, CESC  (n=1 
each). ‡MPM. 
CESC, cervical squamous cell carcinoma and endocervical adenocarcinoma; CR, complete response; GEJ, gastroesophageal junction
cancer; ICI, 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.

Elena Garralda

Tumour Type n CR PR SD PD/NE
SCCHN 27 1 6 7 13 
OC 28 2 3* 11 12
NSCLC 10 0 3 3 4 
PDAC 36 0 2 6 28
Gastric/GEJ 29 0 1 7 21
Other† 5 0 1‡ 1‡ 3

NSCLC
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Conclusions
• The anti–TGFβR2×PD-1 bispecific antibody INCA33890 was generally well tolerated at 

doses up to 1200 mg q2w
• In 239 patients treated at RDEs:

 irAEs occurred in 31.0% of patients
 IRRs occurred in 9.2% of patients

• 900 mg q2w was selected as RP2D
• Similar safety and efficacy were seen at 300, 600, and 900 mg q2w
• 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
• OC
• ICI-refractory SCCHN and NSCLC

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

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; 
PD-1, programmed death-1; q2w, every 2 weeks; RDE, recommended dose for expansion; RP2D, recommend phase 2 dose; 
SCCHN, squamous cell carcinoma of the head and neck; SoC, standard of care; TGFβR2, transforming growth factor β type II receptor.

Elena Garralda
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