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BACKGROUND
•	 Clinical activity of RAS inhibitors (RASi), including KRAS G12Ci, is limited by inherent and 

adaptive resistance associated with persistent mTORC1 signaling1,2

•	 RHEB, a farnesylation‑dependent GTPase and key activator of mTORC1, represents a 
potentially targetable mediator of this resistance3

•	 Darlifarnib (KO-2806), a potent next‑generation farnesyl transferase inhibitor (FTI), blocks 
RHEB farnesylation, resulting in selective inhibition of mTORC1 while sparing mTORC24 
(Figure 1)

•	 Darlifarnib demonstrates synergistic antitumor activity with RASi in preclinical models, 
including with the KRAS G12Ci adagrasib, with enhanced suppression of resistance pathway 
signaling and tumor growth4

	– In KRAS G12C-mutated patients treated with adagrasib monotherapy in the KRYSTAL-1 
study, ORRs were 43% in NSCLC (pretreated), 33% in PDAC, and 19% in metastatic 
CRC (pretreated)5–7

•	 These data support RHEB‑dependent mTORC1 inhibition as a potential strategy to enhance 
and prolong responses and also resensitize to KRAS G12C inhibition in KRAS-mutant tumors

•	 To assess safety, tolerability, and preliminary antitumor activity of darlifarnib in combination with 
adagrasib in heavily pretreated patients with KRAS G12C-mutated NSCLC, PDAC, or CRC 
(FIT‑001 study; NCT06026410)

•	 FIT‑001 (NCT06026410) is an ongoing first‑in‑human, multicenter, open‑label, phase 1 
dose‑escalation/-expansion study evaluating darlifarnib alone and in combination with targeted 
therapies in patients with advanced solid tumors (Figure 2)

•	 Darlifarnib + adagrasib combination:
	– Darlifarnib 3, 5, or 8 mg was administered QD on Days 1–7 and 15–21 of each 28‑day cycle 
in combination with adagrasib 400 mg BID

	– Darlifarnib 8 mg + adagrasib 400 mg BID is not being advanced for further evaluation at this 
time, per protocol

	– Here we present data for the candidate doses: darlifarnib 3 and 5 mg + adagrasib 400 mg BID

AIM

Figure 1. Darlifarnib + RASi mechanism of action

METHODS

4EBP1, 4E binding protein 1; AKT, protein kinase B; CRC, colorectal cancer; FTase, farnesyl transferase; KRAS, Kirsten rat 
sarcoma viral oncogene homolog; MAPK, mitogen‑activated protein kinase; mTORC1, mechanistic target of rapamycin complex 
1; NSCLC, non-small cell lung cancer; PDAC, pancreatic ductal adenocarcinoma; PI3K, phosphoinositide 3‑kinase; RASi, RAS 
inhibitor RHEB, Ras homolog enriched in brain; S6, protein S6; S6K, protein S6 kinase. 

Figure 2. FIT-001: Darlifarnib + adagrasib in KRAS G12C-mutated NSCLC, PDAC, 
and CRC

Key Eligibility 
Criteria
• Age ≥18 years

• Karnofsky PS ≥70

• Histologically confirmed 
advanced solid tumors with 
a KRAS G12C mutation

• Tumor types:
 –  NSCLC 
 –  PDAC 
 –  CRC
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Key Endpoints
• Safety and tolerability

• Antitumor activity 

• Pharmacokinetics

Darlifarnib + Adagrasibb

(Phase 1a: 
Dose Escalation)a 

Darlifarnib 8 mg QD + 
adagrasib 400 mg BID

Darlifarnib 5 mg QD + 
adagrasib 400 mg BID

Darlifarnib 3 mg QD  + 
adagrasib 400 mg BID

aEach individual patient will receive one of the planned dose levels of darlifarnib. bAdagrasib 400 mg BID; approved adagrasib 
monotherapy dose is 600 mg BID.8 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.
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Patients and treatment
•	 As of March 25, 2026, 30 patients with KRAS G12C-mutated NSCLC, PDAC,  

or CRC were enrolled and treated with darlifarnib 3 or 5 mg + adagrasib across 
18 sites in the US and EU (Table 1)

•	 Two-thirds of patients were heavily pretreated and received the darlifarnib + 
adagrasib combination as third line or higher treatment

Table 1. Summary of patient disposition, demographics, and  
baseline characteristics

n (%)

Darlifarnib 3 mg + 
adagrasiba 

(n=15)

Darlifarnib 5 mg + 
adagrasiba 

(n=15)

Patient disposition
Treated with darlifarnib 15 (100) 15 (100)
Ongoing on study treatment 3 (20) 8 (53)
Median follow-up, months (range) 6.3 (0.3–13.2) 9.0 (0.5–11.8)
Discontinued 12 (80) 7 (47)

Progressive disease 8 (53) 3 (20)
Patient withdrawalb 2 (13) 1 (7)
Symptomatic deterioration 1 (7) 1 (7)
Adverse eventc 0 1 (7)
Physician decision 0 1 (7)
Deathd 1 (7) 0

Demographics and baseline characteristics
Median age, years (range) 61 (45–79) 60 (22–74)
Sex

Male 12 (80) 7 (47)
Female 3 (20) 8 (53)

Race
White 12 (80) 13 (87)
Non-Whitee 3 (20) 2 (13)

Karnofsky PS
80–100 14 (93) 14 (93)
50–70 1 (7) 1 (7)

Primary tumor type
NSCLC 5 (33) 4 (27)
PDAC 3 (20) 3 (20)
CRC 7 (47) 8 (53)

Prior systemic therapy
1 5 (33) 5 (33)
2 1 (7) 6 (40)
≥3 9 (60) 4 (27)

Prior KRAS G12Ci (any type) 8 (53) 4 (27)
KRAS G12Ci as immediate prior line 4 (27) 1 (7)

Prior KRASif
Sotorasib 5 (33) 2 (13)
Adagrasib 2 (13) 1 (7)
Daraxonrasib + elironrasib combination 1 (7) 1 (7)
Divarasib 1 (7) 0

aAdagrasib 400 mg BID. bIncludes treatment discontinuation due to “Other: withdrawal by patient due to toxicity.” 
cGrade 5 bronchopulmonary hemorrhage unrelated to darlifarnib or adagrasib. dDeath due to cardiac arrest 
unrelated to darlifarnib or adagrasib; patient had prior medical history of chronic atrial fibrillation. eIncludes Black 
or African American, Asian, American Indian or Alaska Native, Other, and Multiple. fA 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.

•	 Patients with NCSLC or CRC were heavily pretreated; approximately half of these 
patients had received prior KRAS G12Ci therapy (Table 2)

Table 2. Prior therapy by tumor type

n (%)
PDAC  
(n=6)

NSCLC  
(n=9)

CRC  
(n=15)

Prior systemic therapy
1 4 (67) 5 (56) 2 (13)
2 2 (33) 0 5 (33)
≥3 0 4 (44) 8 (53)

Prior KRAS G12Ci (any type) 0 4 (44) 8 (53)
KRAS G12Ci as immediate prior line 0 1 (7) 4 (27)

Prior KRASi
Sotorasib 0 4 (44) 3 (20)
Adagrasib 0 0 3 (20)
Daraxonrasib + elironrasib combination 0 0 2 (13)
Divarasib 0 0 1 (7)

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.  
Data cutoff: Mar 25, 2026.

Safety and tolerability
•	 Darlifarnib 3 and 5 mg in combination with adagrasib demonstrated a well-tolerated 

safety profile, with safety data and adverse events consistent with expected  
on-target effects

•	 Most common any‑grade TEAEs are presented in Table 3
	– TEAEs were predominantly grades 1–2, with low rates of treatment discontinuation

•	 Most common (≥30% of all patients) any-grade TRAEs: 
	– Darlifarnib-related: Anemia (47%), diarrhea (47%), nausea (43%),  
neutropenia (43%), and thrombocytopenia (37%)

	– Adagrasib-related: Diarrhea (60%), nausea (57%), anemia (40%), vomiting (40%), 
thrombocytopenia (33%), asthenia (30%), and neutropenia (30%)

•	 Most common (≥15% of all patients) grade ≥3 TRAEs were neutropenia (33%) 
and anemia (20%) with darlifarnib, and neutropenia (20%) with adagrasib

•	 Hepatic and renal TEAEs were rare, and only 1 grade ≥3 event occurred
	– No hepatic or renal treatment-related grade ≥3 events, DLTs, or dose 
reductions or discontinuations were observed

•	 Darlifarnib dose reductions, interruptions, and discontinuations are presented  
in Table 3

	– Median length of dose interruptions due to darlifarnib-related adverse events 
was 7 days (range 1–29), primarily due to myelosuppression; 19 of 21 patients 
reinitiated treatment (3 at a reduced darlifarnib dose)

•	 Of 20 DLT-evaluable patients who received darlifarnib 3 or 5 mg + adagrasib, 
one DLT (grade 3 anemia) occurred in a patient treated with darlifarnib 5 mg + 
adagrasib, which resolved and the patient continued on study treatment

Table 3. Treatment-emergent adverse eventsa

n (%)

Darlifarnib 3 mg + 
adagrasibb 

(n=15)

Darlifarnib 5 mg + 
adagrasibb 

(n=15)
Any-grade TEAEs (≥30% of all patients) 15 (100) 15 (100)

Diarrhea 11 (73) 10 (67)
Nausea 10 (67) 10 (67)
Anemia 4 (27) 12 (80)
Vomiting 9 (60) 6 (40)
Neutropenia 4 (27) 9 (60)
Thrombocytopenia 2 (13) 10 (67)
Asthenia 2 (13) 8 (53)

Grade ≥3 TEAEs (≥15% of all patients)c 8 (53) 12 (80)
 Neutropenia 3 (20) 7 (47)
 Anemia 2 (13) 5 (33)

SAEs 2 (13) 7 (47)
Treatment-related SAEs 1 (7) 2 (13)

TEAEs leading to darlifarnib  
dose reduction 0 3 (20)

TRAEs leading to darlifarnib  
dose reduction 0 3 (20)

TEAEs leading to darlifarnib  
dose interruption 7 (47) 14 (93)

TRAEs leading to darlifarnib  
dose interruption 5 (33) 13 (87)

TEAEs leading to darlifarnib  
drug withdrawal 1 (7) 1 (7)

TRAEs leading to darlifarnib  
drug withdrawal 0 0

aProphylaxis, including for myelosuppression, was not allowed during the DLT period (first 28 days in cycle 1). 
bAdagrasib 400 mg BID. cOf 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.

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)

Table 4. Antitumor activity in 26 response-evaluablea patients
% (95% CI) n ORR CBRb mDOR, mos
Tumor type

PDAC 6 67 (22–96) 100 (54–100) NE (3.8–NE)
NSCLC 6 50 (12–88) 50 (12–88) NE (5.7–NE)
CRC 14 14 (2–43) 43 (18–71) NE (4.4–NE)
	 KRASi-naive CRC 7 29 (3–60) 43 (8–70) NE (4.4–NE)

Dose level
Darlifarnib 3 mg + adagrasibc 12 25 (6–57) 42 (15–72) NE (3.8–NE)
Darlifarnib 5 mg + adagrasibc 14 43 (18–71) 71 (42–92) 5.7 (4.4–NE)

aResponse-evaluable patients had ≥1 darlifarnib dose and post-baseline scan. bCBR defined as the percentage of 
patients who achieved confirmed CR, confirmed PR, or SD duration ≥12 weeks. cAdagrasib 400 mg BID.  
BID, twice daily; CBR, clinical benefit rate; CI, confidence interval; CRC, colorectal cancer; KRASi, Kirsten rat 
sarcoma viral oncogene homolog inhibitor; mDOR, median duration of response; NE, not estimable; NSCLC, 
non-small cell lung cancer; ORR, objective response rate; PDAC, pancreatic ductal adenocarcinoma; PR, partial 
response; SD, stable disease. Data cutoff: Mar 25, 2026.

•	 Median follow-up time (range) was 6.9 (3.2–11.8), 8.9 (1.2–13.2), and 6.7 (4.0–10.4) 
months for NSCLC, CRC, and PDAC, respectively

•	 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)

Figure 3. Duration and response in evaluablea patients
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aResponse-evaluable patients had ≥1 darlifarnib dose and post-baseline scan. CRC, colorectal cancer; NSCLC, non-small cell lung cancer; PD, 
progressive disease; PDAC, pancreatic ductal adenocarcinoma; PR, partial response; SD, stable disease. Data cutoff: Mar 25, 2026. 

Figure 4. Best percent change from baseline in target lesion size 
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Response-evaluable patients had ≥1 darlifarnib dose and post-baseline scan. Adagrasib 400 mg BID. CRC, colorectal cancer; KRASi, Kirsten rat 
sarcoma viral oncogene homolog inhibitor; NSCLC, non-small cell lung cancer; PD, progressive disease; PDAC, pancreatic ductal adenocarcinoma; 
PR, partial response; SD, stable disease; TL, target lesion. Data cutoff: Mar 25, 2026. 

Figure 5. Change in target lesion SoD over time in evaluablea patients 

−50

C
ha

ng
e 

fr
om

 B
as

el
in

e 
(%

)

Time (months)

−40
−30
−20
−10

0
10
20
25

−60
−70
−80
−90
−100

0 2 4 6 8 10 12

Darlifarnib 5 mg + adagrasibb
Patients remaining on study treatment 
Radiographic scan for disease assessment

Darlifarnib 3 mg + adagrasibb

*

*

*

*

*

*
**

*

*

*

*

aResponse-evaluable patients had ≥1 darlifarnib dose and post-baseline scan. bAdagrasib 400 mg BID. SoD, sum of diameters. Data cutoff: Mar 25, 2026. 
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•	 In the ongoing FIT-001 trial, darlifarnib 3 mg and 5 mg + adagrasib regimens were well tolerated, with a 
manageable safety profile supporting the clinical feasibility of this combination

•	 Encouraging antitumor activity was observed across KRAS G12C-mutated NSCLC, PDAC, and CRC, including 
among heavily pretreated patients:

	– In KRAS G12C-mutated patients from KRYSTAL-1, adagrasib monotherapy ORR was 19% in metastatic 
CRC (pretreated), 43% in NSCLC (pretreated), and 33% in PDAC5–7 

	– ORR of darlifarnib + adagrasib: 29% in CRC (KRASi naive), 50% in NSCLC, and 67% in PDAC
•	 Notably, clinical activity was observed in patients with prior KRASi exposure, consistent with potential targeting 

of acquired resistance mechanisms
•	 Together, these data support further clinical evaluation of darlifarnib in combination with KRASi as a potential 

strategy to improve depth and durability of response in patients with KRAS-mutant cancers

•	 51-year-old male, former smoker with stage IV  
KRAS G12C-mutated NSCLC (Figure 6)

	– Prior therapy:
   •  �Induction and consolidation: Cisplatin +  

gemcitabine, durvalumab
   •  1L: Docetaxel + nintedanib
   •  2L: �Sotorasib (BOR: PR, discontinued due to PD)
   •  3L: Cisplatin + pemetrexed
   •  4L: Vinorelbine
	– Response to darlifarnib 5 mg + adagrasib:

   •  BOR: PR (−84.6%)
   •  �PR achieved at week 8 and maintained  

through week 40, the last disease assessment 
before data cutoff 

•	 Response and early clinical benefit were reflected in KRASm ctDNA changes by C1D21, preceding the first 
radiographic assessment (Figure 7) 

	– Patients with PR showed larger KRASm ctDNA reductions (>16-fold), while patients with SD or PD had smaller 
(≤4-fold) decreases or increases

	– KRASm ctDNA decreased in 82% (9/11) of patients with detectable baseline levels, with reductions ranging  
from 2 to >100-fold

	– ctDNA became undetectable in 3 NSCLC patients, and dropped markedly in 2 PDAC patients (37- and 114-fold)

Figure 7. KRASm ctDNA dynamics for FIT-001a,b
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aFold change in KRASm ctDNA was measured by digital PCR in 14 patients with paired samples (pre-treatment and C1D21). b​KRASm ctDNA levels at C1D21 
increased from 1.3- to 8-fold in 5/14 patients (35%); ​KRASm ctDNA increased by 1.3, 2.5, and 8-fold at C1D21 in 3 CRC patients where KRASm ctDNA was  
not detected prior to treatment. C1D21, Cycle 1, Day 21; CRC, colorectal cancer; ctDNA, circulating tumor DNA, KRASm, KRAS mutated; NSCLC, non-small cell 
lung cancer; PCR, polymerase chain reaction; PD, progressive disease; PDAC, pancreatic ductal adenocarcinoma; PR, partial response; SD, stable disease. 

CONCLUSIONS

•	 Deep, durable response, including resolution of 
2/3 target lesions, in a heavily pretreated fifth-line 
KRAS G12C-mutated NSCLC patient

•	 Activity was observed despite prior progression 
on the KRAS G12Ci sotorasib, suggesting 
potential to overcome resistance mechanisms

Key Considerations

Figure 6. Scans from a responder treated with 
darlifarnib 5 mg + adagrasiba 
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aAdagrasib 400 mg BID.
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