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Key Takeaway Points

» INCB161734 monotherapy demonstrates a favorable safety and efficacy profile at the
RP2D of 1200 mg qd

» INCB161734 at 1200 mg qd demonstrates tolerability with SoC chemotherapy
(GEMNabP or mFOLFIRINOX) in patients with metastatic PDAC, without
compromising chemotherapy dose intensity or schedule

modified leucovorin calcium, fluorouracil, irinotecan hydrochloride, oxaliplatin; PDAC, pancreatic ductal adenocarcinoma; qd, daily; RP2D, recommended phase 2 dose; SoC, standard of care
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Introduction

» KRASG12D mutations are among the most common » INCB161734 is a novel, selective ON/OFF oral KRASG12D
oncogenic drivers for PDAC, CRC, and nsNSCLC' inhibitor:

— Exhibited >80-fold selectivity over KRASWT

R — Demonstrated robust monotherapy antitumor activity
LA . ap_sgs &

“\\K\M \r\§\ Ou e i KRAS G12D mutations are among and enhanced tumor growth inhibition when combined

AN @178 the most common oncogenic drivers with chemotherapy in murine models with KRASG12D

for PDAC, CRC, and nsNSCLC. s
INCB161734 _ xenograft and syngeneic tumors

2y 39.5%
W ¢ Initial phase 1 results demonstrated a manageable safety
profile in patients with KRAS®'2P advanced or metastatic
solid tumors?

binds GTP-bound

(Active)

““nsNSCLC

1. Lee JK et al. NPJ Precis Onc. 2022;6:91. 2. Desai J, et al. Presented at: ESMO 2025; Berlin, Germany; oral 9160
CRC, colorectal cancer; ERK, extracellular signal-regulated kinase; GDP, guanosine diphosphate; GTP, guanosine triphosphate; INC, INCB161734; MEK mitogen-activated protein kinase kinase; nsNSCLC, non-squamous non-small cell lung cancer
PDAC, pancreatic ductal adenocarcinoma; RAF, rapidly accelerated fibrosarcoma; WT, wild type
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INCB161734-101 (NCT06179160): Study Design

Key Eligibility Criteria
(All Groups)
* Locally advanced or metastatic
solid tumor with KRASG120
mutation

« ECOGPSOor1

+ No prior treatment with a
KRASG'D selective inhibitor
Key Eligibility Criteria
(Chemotherapy Combinations
in PDAC)

* Dose escalation: <1 prior
systemic regimen in the
metastatic settingt

+ Dose expansion: no prior
regimen in the metastatic
setting®

.

INCB161734 Monotherapy*

Dose Expansion ( )

Primary Endpoint:
600 mg/1200 mg qd Safety and tolerability
PDACS

Dose Escalation?

200 mg — 1600 mg qd (1=26) _
Endpoints/Objectives:

Randomized Optimization ORR, DCR, DOR, PK
of Selected RDEs > 4

INCB161734 + SoC Chemotherapy in PDAC*

Dose Expansion
Selected RDE |

Secondary

600 mg qd (n=25)
1200 mg qd (n=61)

Dose Escalation
INCB161734 600/1200 mg qd

+ GEMNabP (n=17)
+ mFOLFIRINOX (n=16)

J

INCB161734 1200 mg qd
Chemotherapy Regimens

+ GEMNabP (target n~20)
+ mFOLFIRINOX (target n~20)
GEMNabP: D1, D8, D15 of 28D cycle. Gemcitabine 1000 mg/m?2, nab-paclitaxel 125 mg/m?
mFOLFIRINOX: D1, D15 of 28D cycle. Oxaliplatin 85 mg/m?, leucovorin 400 mg/m?, irinotecan 150-180 mg/m?, fluorouracil 2400 mg/m?

*As of November 11, 2025. TNeoadjuvant or adjuvant therapy may be counted as 1 line of therapy if recurrence/development of metastatic disease occurred within 6 months of last dose of therapy; patients who received no standard systemic therapy for
PDAC may have received =1 cycle of GEMNabP or mFOLFIRINOX before enrolling, with last dose 27 days before cycle 1, day 1. #Iincluded doses of 200-1600 mg qd and 600 mg bid. Additional cohorts of patients included the pharmacodynamic evaluation
cohort (n=9) and the food-effect cohort (n=17). Sincluded patients in the pharmacodynamic evaluation and food-effect cohorts

bid, twice daily; CRC, colorectal cancer; D, day; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; GEMNabP, nab-paclitaxel + gemcitabine; mFOLFHRINOX, modified leucovorin
calcium, fluorouracil, irinotecan hydrochloride, oxaliplatin; ORR, objective response rate; PDAC, pancreatic ductal adenocarcinoma; PK, pharmacokinetics; qd, daily; RDE, recommended dose for expansion; SoC, standard of care.
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PDAC Patient Disposition and Baseline Characteristics

o As of November 11, 2025, 61 patients with INCB161734
PDAC received single agent INCB161734 1200 mg qd INCE161734'600/1200 g 4d
1200 mg qd Monotherapy GEMNabP mFOLFIRINOX
(n=61) (n=28) (n=16)

— Treatment ongoing in 42 (69%)

Primarv reason for discontinuation was Age, median (range), years 63 (38, 85) 65 (40, 79) 61(34,72)
diseasrg rogression (n=14; 23%) PORYEAS, () 2l 14 (50.0) 7(438)
prog ’ * Liver metastases, n (%) 43 (70.5) 24 (85.7) 12 (75.0)
e 28 patients reqelved INCB161734 in Total prior lines of therapy, median 2(1,6) 1(0,2) 1(0,2)
combination with GEMNabP gﬂln, maX)d_ —
. . for nedcadjuvantvaajuvan
— Treatment ongoing in 24 (86%) iy 27 (443) 12(429) 3(189)
— Primary reason for discontinuation was Prior systemic therapies in the
withdrawal by patient (n=2; 7%) metastatic setting, n (%)
» 16 patients received INCB161734 in dnorines 0(0) 15(53.6) 11(68.8)
combination with mFOLFIRINOX 1 prior line 20 (32.8) 13 (46.4) 5(31.3)
— Treatment ongoing in 12 (75%) 2 prior lines 26 (42.6) 0(0) 0(0)
— Primary reason for discontinuation was Kzzggfzg""ef o 15(2‘;2)8 T 20)(?\268 T 3;’ (0)
disease progression (n=3; 19% IMocliariestior Aled U e el s (B0
prog ( °) enroliment (%) PCR-tissue (4.3), PCR-blood (4.3)
GEMNabP, nab-paclitaxel + gemcitabine; max, maximum; mFOLFIRINOX, modified leucovorin calcium, fluorouracil, irinotecan hydrochloride, oxaliplatin; min, minimum; NGS, next-generation sequencing; PCR, polymerase chain reaction
PDAC, pancreatic ductal adenocarcinoma; qd, daily
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INCB161734 Was Well Tolerated as 1200 mg qd
Monotherapy in Patients With KRAS®12P-Mutated PDAC

» 2 patients (3%) discontinued treatment due to

TRAEs*
TRAEs 1200 mg qd (n=61)
» 6 patients (10%) had dose reductions due to TRAE, n (%) All Grades Grade 1 Grade 2 Grade 23
TRAEs Any TRAE 55 (90.2) 19 (31.1) 24 (39.3) 12 (19.7)
— Most common TRAE leading to dose Nausea 36 (59.0) 24(39.3) 11 (18.0) 1(16)
reduction was fatigue (n=2) Vomiting 35(574)  27(443)  8(131) 0(0)
o 13 patients (21%) had dose interruption due to Diarrhea 33 (54.1) 26 (42.6) 6(9.8) 1(16)
TRAEs Fatigue 20 (32.8) 15 (24.6) 4(6.6) 1(16)
» Gastrointestinal TRAEs were mostly grade 1, Decreased appefite ~ 914.8) 8(13.1) 0(0) 1(1.6)
manageable with concomitant medication, and Selected TRAEs
improved after cycle 1 Thrombocytopenia 4(6.6) 4(6.6) 0(0) 0(0)
— Vomiting was mainly limited to the first cycle of Neutropenia 4 (6.6) 1016 2(3.3) 1(1.6)
treatment Anemia 4(6.6) 2(33) 0(0) 2(33)
PO st e ol o) THE St sy e ee TS
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INCB161734 Monotherapy Showed Encouraging Antitumor
Activity in Heavily Pretreated Patients With PDAC

» High ORR and DCR for patients with PDAC (mainly 3L+) who received INCB161734 1200 mg daily*

100

80+
60—
404
20

0

Best Percent Change From Baseline

PD PD PD SD

1200 mg daily

— Ongoing

DCR,T % (n)
ORR, % (n)

- —
SDSDPDSDSDSDPDSDSDSDPDSDSDSDSDSDSDSDSDPRPRPRPRPRPRPRPRPRPRPRPRPD PR PR PR

1200 mg daily

(n=41)
78% (32)
37% (15)

—>

_100IIlIIIIIIIIIIIIIIlIIIIIIIIIIIIIIIllIIII
Priorlinest 2 2 2 2 3 1 3 1 2 3 5 35 1122 2212133322512 4241342 21
*INCB161734 600 mg bid or 1200 mg qd. Tinvestigator-assessed per RECIST v1.1 in patients with a baseline scan who either completed =2 postbaseline scans or discontinued due to clinical progression or death. Missing data: death before first

scan (n=1) and no target lesion measurement recorded (n=1). #in the advanced/metastatic setting
3L, third-line; bid, twice daily; DCR, disease control rate; ORR, objective response rate; PD, progressive disease; PDAC, pancreatic ductal adenocarcinoma; qd, daily; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease

ASCO Gastrointestinal

Cancers Symposium

PRESENTED BY: ZEV WAINBERG

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



Swimmer Plot Indicates Clinical Benefit Is Durable in
Heavily Pretreated Patients With PDAC

Patients

* 1200 mg daily*
* PDT

. ® gDt

o o PRt

e T > Ongoing

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62
Treatment Duration, Weeks

*INCB161734 600 mg bid or 1200 mg qd. fInvestigator-assessed per RECIST v1.1 in patients with a baseline scan who either completed =2 postbaseline scans or discontinued due to clinical progression or death
bid, twice daily; PD, progressive disease; PDAC, pancreatic ductal adenocarcinoma; PR, partial response; qd, daily; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease
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INCB161734 in Combination With GEMNabP Was Well
Tolerated Without Compromising Chemotherapy Dose Intensity

o 46% of patients were 2L and had received prior systemic chemotherapy

» Median RDI was 74% for both gemcitabine and nab-paclitaxel TRAEst
— Comparable to previous reports for GEMNabP regimen’ 600 mg qd 1200 mg qd
Nausea— -
GEMNabP Diarrheg_ pel
Neutropenia*- W -
600 mg qd (n=12) 1200 mg qd (n=16) Vomiting- i m
TRAE,* n (%) All Grades All Grades Thrombocytopenia® | Il -
Anemia-{ H 1N
Any TRAE 12 (100) 14 (87.5) Pyrexia 4=
TRAE leading to INCB161734 ALT increased-{"H 1
Decreased appetite - -
Interruption 7 (58.3) 7(43.8) AST increased .
Reduction 000 1(6.3) Asthenia -l -
Dizziness - E
Discontinuation 0(0) 0(0) Fatigue - -
. Headache — -
TRAE leading to chemotherapy MBIt HSIoN- i
Interruption 8 (66.7) 6 (37.5) Malaise ol
. Peripheral sensory neuropathy — -
Reduction 3 (25.0) 7 (43.8) Rash maculo-papular-] i
1 i 1 | I I I 1 1 1 1 1 1
Drscontinuation 185 00 0 20 40 60 80 100 0 20 40 60 80 100
Incidence, % Incidence, %
ding only TRAES that occurred in 210% of patients. #ncludes neutropenia and neutrophil count
c ; Grade 1/2 m Grade 23 Grade 1/2 m Grade 23
artate aminotransferase; GEMNabP, nab-paclitaxel + gemcitabine; qd, daily; RDI, relative dose intensity
TRAE, treatmen
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INCB161734 in Combination With mFOLFIRINOX Was Well
Tolerated Without Compromising Chemotherapy Dose Intensity

o 31% of patients were 2L and had received prior systemic chemotherapy

» Median RDI was 76% for fluorouracil, 67% for irinotecan, and 67% for oxaliplatin

— Comparable to previous reports for mMFOLFIRINOX regimen’ 600 mg qd
Nausea—
mFOLFIRINOX Diarrhea~—
600 mg qd (n=9) 1200 mg qd (n=7) Decreased appetite -
.
TRAE,* n (%) All Grades All Grades Neutropenia®~
Dysgeusia-
Any TRAE 8 (88.9) 5(71.4) Vomifing
TRAE leading to INCB161734 Fatigue ]
Interruption 4 (44.4) 3 (42.9) Neuropathy peripheral - [ |
Reduction 0(0) 0(0) Adominal pal-
‘ o Thrombocytopenia® il

Discontinuation 0(0) 0(0) Dizziness -
TRAE leading to chemotherapy Dysesthesia pharynx-
Interruption 3(33.3) 4(57.1) Febrile neutropenia-
) Hiccups -
Reduction el A Infusion related reaction—

Discontinuation 2(22.2) 2 (28.6) — T 1 1T 1

0 20 40 60 80 100
Incidence, %
Including only TRAES that occurred in 210% of patients. #includes neutropenia and neutrophil
ot count decreased Grade 1/2 m Grade 23
Icium, fluorouracil, irinotecan hydrochloride, oxaliplatin; qd, daily; RDI, relative dose intensity

TRAE, treatment-related
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INCB161734 With SoC Chemotherapy Showed Encouraging
Antitumor Activity in Patients With 1L or 2L Metastatic PDAC

100
80 1600 mg qd ®1200 mgqd
— Ongoing
60 1
401

Best Change From Baseline,* %

-100

Prior linest

Chemotherapy GA GA GA GA FX GA GA GA FX FX FX GA FX GA GA GA FX FX FX GA GA GA

*Investigator-assessed per RECIST v1.1 in patients with =1 postbaseline scan or who discontinued due to clinical progression or death. Missing data: death before first scan (n=1). TIn the advanced/metastatic setting
1L, first-line; 2L, second-line; DCR, disease control rate; FX, modified leucovorin calcium, fluorouracil, irinotecan hydrochloride, oxaliplatin; GA, nab-paclitaxel + gemcitabine; ORR, objective response rate
PDAC, pancreatic ductal adenocarcinoma; qd, daily; RECIST, Response Evaluation Criteria in Solid Tumors; SoC, standard of care
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DCR, % (n)

ORR, % (n)

600 mg qd +
chemotherapy
(n=15)

87% (13)
27% (4)

1200 mg qd +
chemotherapy

(n=8)
88% (7)
50% (4)

11 0 0 1 1
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Measurement of KRASG12D jn Plasma ctDNA Confirmed
Rapid Molecular Responses

» INCB161734 at 2600 mg qd dose caused Best Change in VAF (PDAC)
rapid molecular responses 4001 o

w a1 g ............................ Qi o N
e In patients with PDAC with detectable §' 8- ...................................................................................................................
KRASS'2D in plasma ctDNA (79%), g = o
66% receiving a 1200 mg dose had an early X ﬁ
MR* E ﬁ -40 -
— INCB161734 chemotherapy combinations %2 60+
(GEMNabP or mFOLFIRINOX) showed G 8 %
increased MR " D WP S O i
3 -100 -8_8_8-8-
cwmg oimg BT
MRR  48% (10/21) 66% (21/32) 80% (8/10)

*290% reduction in KRASS'20 VAF by week 8, assessed by ddPCR
ct circulating tumor DNA; ddPCR, droplet digital polymerase chain reaction; GEMNabP, nab-paclitaxel + gemcitabine; mFOLFIRINOX, modified leucovorin calcium, fluorouracil, irinotecan hydrochloride, oxaliplatin
MR, molecular response; MRR, molecular response rate; PDAC, pancreatic ductal adenocarcinoma; qd, daily; SD, stable disease; VAF, variant allele frequency
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Early Clinicogenomic Profiling in PDAC

Baseline Genomic Profiles (Tissue + Plasma ctDNA NGS)
PR SD PD
BOR

| H IH I B EEIEE § 0§ dtaaiable

221222222232322222223222222.22.223222222222 231222.322232KRASCN

=III | []] = npam I/I.l HEEE TP53

79% HNEENNE I NNNNEENEEE NN
49% Wl / /n | | | | [ ] / / CDKN2A
25% / / /7 / 7/ / MTAP
23% [ ] [ 1} i /700 / SMAD4
18% ; | | [ ] [ || i/ BRCA2
17% 1/ / / // / | V4 PTEN
17% B L /4 [ | ARID1A
16% / | | AR R | Y4 NF1
13% | | / / | [ | ATM
13% W ] 1 [ | | /4 KMT2D
13% / [ | / V4 | PIK3CA
12% 1 / §RNZ / MTOR
VA V114 V4 / V4 CD274
10% 1 1 / 1 CCNE1

Alterations Data Available

B SNV [ ctDNA

I Amp TumorWES+ctDNA

X Del_hom

/ Del_het

o From early baseline NGS analysis*: no significant
correlations of baseline co-alterations with BOR, but some
nonsignificant associations:

—  SMAD4, ATM, KRAS CN gain was more common
among patients who did not achieve response

Dose escalation and dose expansion, all available patients w
WES; dose expansion: Caris WES)

Longitudinal Plasma Measures of KRAS CN (ctDNA)

PR SD

!—gBOR
Baseline |2(2(2[2[2/2/2|2|2 2 3 2 2 3 KRASCN
EOT B2322 3222 . 2 3233

» KRAS CN gain from baseline to EOT was detected in
1 patient with PR and 5 patients with SD as BOR,
suggesting a possible acquired resistance mechanism

ith 2600 mg dose; includes known or likely pathogenic variants occurring in 210% of patients. Tissue NGS (Caris); plasma ctDNA NGS (dose escalation: Predicine

Amp, amplification; BOR, best overall response; CN, copy number; ctDNA, circulating tumor DNA; EOT, end of treatment; NGS, next-generation sequencing; PD, progressive disease; PDAC, pancreatic ductal adenocarcinoma

PR, partial response; SD, stable disease; SNV, single nucleotide variant; VAF, variant allele frequency
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Conclusions

» Results show a favorable safety profile of INCB161734 as monotherapy at
1200 mg qd, with few dose interruptions and reductions

— Gl TRAEs were mostly grade 1 and improved during treatment
» Safety data of INCB161734 at RP2D of 1200 mg qd in combination with GEMNabP or

mFOLFIRINOX in patients with KRAS®12P advanced or metastatic PDAC indicates
feasibility of the combination without compromising dose intensity of chemotherapy

» Deep molecular responses were observed in patients with PDAC who received
INCB161734 as monotherapy and in combination with GEMNabP or mFOLFIRINOX

» Encouraging clinical efficacy supports initiation of a phase 3 trial in patients with 1L
metastatic PDAC

1L, first-line; GEMNabP, nab-paclitaxel + gemcitabine; G, gastrointestinal; mFOLFIRINOX modified leucovorin calcium, fluorouracil, irinotecan hydrochloride, oxaliplatin; PDAC, pancreatic ductal adenocarcinoma; qd, daily
RP2D, recommended phase 2 dose; TRAE, treatment-related adverse event
i i s " AMERICAN SOCIETY OF
ASCO Gastrointestinal #GI26 PRESENTED BY: ZEV WAINBERG AS( O CUNICAL ONCOLOGY
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Future Direction

» DAWN-303 global phase 3 study in patients with 1L metastatic PDAC initiating in 2026

R
s N 2| M
Key Eligibility Criteria g - mFOLFIRINOX or GEMNabP Treatment
< - + INCB161734 until PD
- Metastatic PDAC with locally or centrally 23 |8 30-day safety
determined KRAS®'2D mutation - E E‘— i€ fOllOW-Upl Ii-lm:l
+ No prior systemic therapy for metastatic disease 5 & % oveI:a ;
- ECOG PS 0 or 1 B S mFOLFIRINOX or GEMNabP Treatment surviva
- Measurable disease per RECIST v1.1 % o + placebo until PD
N\ / |» __J
~—

¢ Additional combination therapies are being explored in patients with CRC in the phase 1 study

INCB161734 INCB161734
INCB161734 + . INCB 161734
Cetu;imab Cetuilmab Cetuilmab INCA33890
FOLFIRI FOLFOX (TGFBR2 x PD-1 BsAb)

1L, first-line; BsAb, bispecific antibody; CRC, colorectal cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; FOLFIRI, folinic acid, 5fluorouracil, and irinotecan; FOLFOX, folinic acid, 5-fluorouracil, and oxaliplatin
GEMNabP, nab-paclitaxel and gemcitabine; mMFOLFRINOX, modified leucovorin calcium, 5-fluorouracil, irinotecan, oxaliplatin; PD-1, programmed cell death protein 1; PD, progressive disease; PDAC, pancreatic ductal adenocarcinoma
RECIST, Response Evaluation Criteria in Solid Tumors; TGFBR2, transforming growth factor beta receptor type 2
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