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Clinical Development SMMERRANT1428 BE IR 5897, KRAS G12DREEIPDAC

2025.10 ESMO Oral & combo/& & 2026.6 ASCO Oral

IEAPDACEIE N\ 5 LBAK] [ 3L iR & EIRE P RASHIHIRE T B EEE G
Ay S g o o 2026.7 NSCLC I3 /B 5
=) =] I E HNa
AT AEE ERInKRAR SR GFH3758 = ISR 3
2025.11 PDAC INEBES &) D+24M
nature,, . 2RBE N OBRKRAS G12Di HIHE#s: 2026.8 B 1La fl# comboS
medICIIle D+16M TL NSCLC. RASXUEE. RAS+E¥EREELMHE
Impact faclor: 52.5 2026.9 WCLC Oral & BTD
|| BEABRABBERR . IBNSCLCEIR AMEWCLCISLIR &5

& cetux, KRAS G12DZEZEICRC BTD




| GFH375E S MERIR R RIEENTF IR RSN

iFiL R GFH375/87 S MERITRE FEEIAT

We see a truly impressive response rate in CCA, a refractory disease. And | will mention that we saw
data earlier for this agent in NSCLC and pancreatic cancer, with response rates presented at the

same dose 600 mg QD as clearly an active agent.
It is not surprising the response rate is lower in CRC. | really credit the authors for even presenting the
data here. We have to understand what the baseline is and to know how much benefit we're really
adding to these combos, which will likely be required.

GFH375 in KRAS G12D mutant NSCLC and PDAC

NSCLC FDAC
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By commentator Kathryn Arbor, M.D., Memorial Sloan Kettering Cancer Center

Other tumor type

| Nsac __
mono mono combo with cetux mono combo with cetux CCA mono
(pretreated pts) (pretreated pts) (pretreated pts) (pretreated pts) (1L setting) (pretreated pts)

600 mg QD N=71 N=28 N=54 N=59 N=24 N=18
ORR 59.2% (cORR 52.1%) 11% 44% 40.7% 71% 44.4%
e DCR 93.0% 71% 89% 96.7% 100% 94.4%
HiEsL e Sept. 4, 2026 Apr, 20, 2026 Sept. 16, 2026 Sept. 27, 2025 Sept. 16, 2026 Apr, 20, 2026
600 mg QD(N=75) 400-750 mg QD(N=41) 600 mg QD(N=54) 600mg QD(N=66) 600 mg QD(N=24) 400-600 mg QD(N=20)
TRAEs =G3 41.3% 26.8% 26% 31.8% 21% 40%
Discontinuation 4% 4.9% 0 3% 0 0
2 Interruption 37.3% 24.4% 22% 27.3% 17% 40%
SAEs 21.3% 9.8% 7% 13.6% 8% 5%
HiE&LEB Jun. 17, 2026 Dec. 12, 2025 Jul.22, 2026 Aug. 27, 2025 Jul.22, 2026 Dec. 12, 2025
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GFH375 in combination with Cetuximab: Demographics and
Baseline Characteristics

CRC CRC (N=54) PDAC (N=24)
Median age, years (range) 58 (33, 82) 68 (47, 78)
« All patients had metastatic disease at Male, n(%) 25 (46) 14 (58)
baseline. ECOG PS, n(%)
0 11 (20) 3(12)
 94% (51/54) of patients were treated in 1 43 (80) 21 (88)
3L+ setting; 50% (27/54) previously Metastasis at baseline, n(%) 54 (100) 23 (96)
received 3 or more lines of anti-cancer Lung 31(57) 3(14)
H Liver 27 (50) 14 (58)
therapy. Peritoneum 25 (46) 7 (29)
PDAC Bone > (9) 2(8)
Number of prior anti-cancer therapies in metastatic setting, n(%)
e 96% (23/24) of patients had metastatic Median (range) 2.5 (1, 6+) 0
disease at baseline ° 0 24 (100)
) 1 3 (6) 0
. All patients were treatment-naive. 2 24 (44) 0
>3 27 (50) 0

Enrollment cut-off date: 24-Jun-2026.
CRC, colorectal cancer, PDAC, pancreatic ductal adenocarcinoma, ECOG PS, Eastern Cooperative Oncology Group Performance Status.
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I Efficacy in Pretreated KRAS G12D-mutant mCRC

e ORR:44% (24/54), 11 uPR (8 patients remaining on
treatment, 3 EOT).
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Data cutoff: 16-Sep-2026. All patients received a first dose of GFH375 in combination with cetuximab at least 12 weeks prior to data cutoff date. Two patients with CRC who lack post-baseline tumor assessments
are not displayed in the waterfall but included in the denominator for ORR. Three patients with uPR discontinued treatment: 1 due to PD, 1 per patient decision, and 1 to initiate a new anticancer therapy.

Cl, confidence interval; cPR, confirmed partial response; CRC, colorectal cancer; DCR, disease control rate; ORR, overall response rate; PD, progressive disease,; PFS, progression-free survival, PR, partial response;
@D, once daily;, Q2W, Quaque 2 weeks, SD, stable disease,; uPR, unconfirmed partial response.
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I PFS in Pretreated KRAS G12D-mutant CRC

* PFSevents: n=16, 35 remain on treatment.
* Median PFS was 7.3 months with median follow-up time of 5.4 months.
* 4-months PFS rate, % (95%Cl): 78 (62, 88).

1.00

0.751

0.251

Progression-Free Survival Probability
o
[42]
o

0.001
S T T e e o B s
Number at risk Months
54 51 44 40 24 23 3 3 2 0

Data cutoff: 16-Sep-2026. All patients received a first dose of GFH375 in combination with cetuximab at least 12 weeks prior to data cutoff date. Four patients dropped out early, including 3 per patient decision

and 1 per investigator decision.
Cl, confidence interval, CRC, colorectal cancer, PD, progressive disease, PFS, progression-free survival.




NG ER

GENFLEET

I Preliminary Efficacy in 1L KRAS G12D-mutant mPDAC

* Median follow-up: 3.8 months (range: 2.9, 6.5). « 88% (21/24) of patients remain on treatment.

* ORR:71% (17/24), 7 uPRs (5 patients remaining on « PFS events: n=3.
treatment, 2 EOT).
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Data cutoff: 16-Sep-2026. All patients received a first dose of GFH375 in combination with cetuximab at least 12 weeks prior to data cutoff date. Two patients with uPR discontinued treatment: 1 per investigator
decision and 1 death due to disease progression.

1L, first line,; Cl, confidence interval; cPR, confirmed partial response,; DCR, disease control rate; ORR, overall response rate; PDAC, pancreat/c ductal adenocarcinoma, PFS, progression-free survival; PR, partial
response,; QD, once daily; Q2W, Quaque 2 weeks; SD, stable disease,; uPR, unconfirmed partial response. I
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I GFH375 + Cetuximab: Design of GFH375X1202

2L+ CRC (N =54 1L PDAC (N =24 Total (N=78
+ CRC(N=34) (N =24) otal (N=78) . No Grade 4/5 TRAEs.
Any Grade Grade3 AnyGrade Grade3 AnyGrade Grade3
Any study drug-related AE, n (%) 54 (100) 14 (26) 24 (100) 5(21) 78 (100) 19 (24) ° No dose discontinuation due to
TRAEs in =20% of all patients, n (%) TRAES.
Diarrhea 46 (85) 4(7) 14 (58) 0 60 (77) 4 (5) _
Nausea 34 (63) 0 10 (42) 0 44 (56) 0 * TRAEs were predominantly
Rash 24 (44) 12) 15 (63) 0 39 (50 1(1) cutaneous and gastrointestinal
Vomiting 30 (56) 0 7(29) 0 37 (47) . toxicities, mostly Grade 1/2.
Decreased appetite 22 (41) 1(2) 9(38) 1(4) 31 (40) 2(3) . Grade 3 TRAEs occurred in 24%:
Weight decreased 18 (33) 0 9(38) 0 27 (35) 0 no individual Grade 3 TRAE
Asthenia 15 (28 0 9(38 0 24 (31 0
(28) (38) (31) exceeded 5% (most commonly
Anaemia 15(28 0 8(33 1(4 23 (30 1(7 .
I (28) (33) (4) (30) (M) dlarrhea).
Dermatitis acneiform 20(37) 1(2) 1(4) 0 21 (27) 1(1)
Alanine aminotransferase increased 13 (24) 0 7 (29) 0 20 (26) 0 e Less frequency and severity of
Lipase increased 17 (32) 1(2) 2(8) 1(4) 19 (24) 2(3) hepatic and hematologic TRAEs
Amylase increased 14 (26) 1(2) 3(13) 0 17 (22) 1(1) comparing to GFH375
Hypoalbuminaemia 9(17) 0 8(33) 0 17 (22) 0 monothera py.
Treatment related SAEs, n (%) 4 (7) 2(8) 6 (8)
. . Data cutoff: 22-Jul-2026. All patients received a first
Dose modification of any study drug due to TRAEs, n (%) dose of GFH375 600 mg QD in combination with
. ) cetuximab 500 mg/m? Q2W at least 4 weeks prior to
Dose interruption 12 (22) 4(17) 16 (21) data cutoff date.
. CRC, colorectal cancer; PDAC, pancreatic ductal
Dose reduction 3(6) 1(4) 4 (5) adenocarcinoma,; QD, once daily; Q2W, Quaque 2
. . . weeks; SAE, serious adverse event; TRAE, treatment
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MADRID congress LBA 75 Z 5 & : Safety and efficacy of GFH276
m monotherapy in previously treated RAS-mutated
advanced solid tumors
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VS-7375 1L PDAC Phase 3: TARGET-D 301 Study Schema -

Potential for Chemo Free Option
m
PFS

Secondary
Endpoint

— Treatment until
KRAS G12D

. progression or
treatment-naive __ withdrawal
metastatic PDAC 1:1:1

(1 cycle of SOC allowed) randomization allowed if withdraw combo partner

nP
)
agent(s) due to toxicity
Stratification = SoC (GnP or FOLFIRINOX)
arm crossover to V5-7375 monoTx
= ECOGOvws 1

(or with a-EGFR) allowed after
= NA vs Europe vs ROW

. . progression
* Liver metastasis + vs -

WITH FDA -
TRIAL BY END OF 2026

\7 VERASTEM

ONCOLOGY *either panitumumab or cenndmab

os

Continuation of V5-7375 monoTx is
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