Farnesyl transferase inhibitor darlifarnib in combination with adagrasib in KRAS G12C mutated
advanced solid tumors: Preliminary results from FIT-001 phase 1 first-in-human trial
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Figure 2. FIT-001: Darlifarnib + adagrasib in KRAS G12C-mutated NSCLC, PDAC,
and CRC

®Adagrasib 400 mg BID. Of patients treated with darlifarnib 3 or 5 mg + adagrasib, one patient (1/30; 3%) had
febrile neutropenia (grade 3). DLT, dose-limiting toxicity; SAE, serious adverse event; TEAE, treatment emergent
adverse event; TRAE, treatment-related adverse event. Data cutoff: Mar 25, 2026.

Number of post-baseline scans

aAdagrasib 400 mg BID. *Includes treatment discontinuation due to “Other: withdrawal by patient due to toxicity.”
°Grade 5 bronchopulmonary hemorrhage unrelated to darlifarnib or adagrasib. ‘Death due to cardiac arrest
unrelated to darlifarnib or adagrasib; patient had prior medical history of chronic atrial fibrillation. ¢Includes Black
or African American, Asian, American Indian or Alaska Native, Other, and Multiple. ‘A subset of patients received
multiple KRASI. BID, twice daily; CRC, colorectal cancer; G12Ci, G12C inhibitor; KRAS, Kirsten rat sarcoma
viral oncogene homolog; KRASI, KRAS inhibitor; NSCLC, non-small cell lung cancer; PDAC, pancreatic ductal
adenocarcinoma; PS, performance status. Data cutoff: Mar 25, 2026.

manageable safety profile supporting the clinical feasibility of this combination
Response-evaluable patients had =1 darlifarnib dose and post-baseline scan. Adagrasib 400 mg BID. CRC, colorectal cancer; KRASI, Kirsten rat * Encouraging antitumor activity was observed across KRAS G12C-mutated NSCLC, PDAC, and CRC, including

sarcoma viral oncogene homolog inhibitor; NSCLC, non-small cell lung cancer; PD, progressive disease; PDAC, pancreatic ductal adenocarcinoma;

. . . among heavily pretreated patients:
PR, partial response; SD, stable disease; TL, target lesion. Data cutoff: Mar 25, 2026.

— In KRAS G12C-mutated patients from KRYSTAL-1, adagrasib monotherapy ORR was 19% in metastatic
CRC (pretreated), 43% in NSCLC (pretreated), and 33% in PDAC>

— ORR of darlifarnib + adagrasib: 29% in CRC (KRASI naive), 50% in NSCLC, and 67% in PDAC

Antitumor activity

« Among 26 response-evaluable patients, confirmed responses and clinical benefit
were observed in each tumor type and at each dose level (Table 4, Figure 3)

Figure 5. Change in target lesion SoD over time in evaluable? patients
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« Tumor shrinkage was observed in 77% (20/26) of all response-evaluable patients,
including in patients with prior KRASI treatment (Figure 4)

« 37% of patients remained on study treatment as of the data cutoff date (Figure 5)

°Each individual patient will receive one of the planned dose levels of darlifarnib. YAdagrasib 400 mg BID; approved adagrasib
monotherapy dose is 600 mg BID.? BID, twice daily; CRC, colorectal cancer; KRAS, Kirsten rat sarcoma viral oncogene
homolog; NSCLC, non-small cell lung cancer; PDAC, pancreatic ductal adenocarcinoma; PS, performance status; QD, once
daily. Data cutoff: Mar 25, 2026.

Quick Response (QR) code. on the FIT-001 study
Copies of this poster obtained through QR Code are ~ can be accessed here
for personal use only and may not be reproduced
without permission from ASCO® or the author.

travel/accommodations/expenses - GenFleet, MSD, Pierre Fabre. Please refer to

o Radiographic scan for disease assessment
grap ASCO portal for remaining authors’ disclosures.

CRC, colorectal cancer; G12Ci, G12C inhibitor; KRAS, Kirsten rat sarcoma viral oncogene homolog; — Darlifarnib 5 mg + adagrasib®

KRASI, KRAS inhibitor; NSCLC, non-small cell lung cancer; PDAC, pancreatic ductal adenocarcinoma.

Data cutoff: Mar 25, 2026. aResponse-evaluable patients had =1 darlifarnib dose and post-baseline scan. "Adagrasib 400 mg BID. SoD, sum of diameters. Data cutoff: Mar 25, 2026.
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