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VS-7375 is a potent KRAS G12D dual ON/OFF inhibitor
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* Residence time for VS-7375 is 18-24 hours compared to 1 hour for AZD0022 (G12Di) or AMG410 (pan-KRASi)



VS-7375 more potently and durably suppresses pERK 

levels than the KRAS G12D ON-only RMC-9805
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VS-7375 suppressed pERK more durably than RMC-9805 over 48 hours despite the covalent interaction of 
RMC-9805 with KRAS

Collaboration with Channing Der (University North Carolina at Chapel Hill)



VS-7375 potently and selectively inhibits proliferation of 

KRAS G12D tumor cell lines
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Oral dosing of VS-7375 is more efficacious than KRAS G12D ON 

and pan-RAS ON inhibitors in KRAS G12D tumor models in vivo
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Pharmacodynamic analysis of VS-7375 vs ON-only inhibitors
VS-7375 confers more durable inhibition of MAPK, MYC and PI3K signaling than 

KRAS G12D ON and pan-RAS ON inhibitors
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Loss of efficacy with the RAS ON inhibitors also correlates 

with increased RTK signaling in the KP4 PDAC model
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Variant-selective KRAS inhibitors spare T cell proliferation 

in contrast to pan-RAS ON inhibitor
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Addition of cetuximab with VS-7375 induces strong tumor 

growth inhibition in KRAS G12D cancer models in vivo
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GFH375/VS-7375 confers single agent anti-tumor activity in patients 

with previously treated NSCLC and PDAC (GenFleet study in China)
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GFH375 is being developed by GenFleet Therapeutics in China. Source of data: GenFleet presentation at WCLC, ESMO 2025.  QD: once daily; PR: partial response; TRAE: treatment related adverse events; 2L: second line 



VS-7375-101 study: Efficiently testing VS-7375 monotherapy 

and SOC combinations across KRAS G12D indications
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Oral administration of VS-7375 inhibits tumor growth in a 

dose-dependent manner in KRAS G12D models
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600 mg VS-7375 QD PO in clinical studies achieves the targeted 

human AUCss for maximal tumor regression across mouse models
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ASCO 2025



• No dose-limiting toxicities at 400, 600 or 900 mg QD

• No drug-related liver function abnormalities were reported 

in any patient across any of the dose levels evaluated

• No neutropenia >Grade 2 was reported

• Rates of nausea, vomiting and diarrhea are lower than 

those reported by our partner in China through dosing with 

food, use of standard prophylactic anti-nausea agents, 

and rapid institution of over-the-counter anti-diarrheals

VS-7375 Safety/Tolerability Profile
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VSTM: DOF, Jan. 30. 2026 cutoff; mDOT: median Duration of Treatment; AST: 
AspartateAminotransferase; ALT: Alanine Aminotransferase;GGT: Gammaglutamyl transferase; ALP: 
AlkalinePhosphatase; WBC: White Blood Count; Gr: Grade

1. 9 patients at 400mg, 9 patients at 600mg, 5 patients at 900mg
2. Included neutropenia and neutrophil count decreased



Case Study: 72 y/o Male with NSCLC
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▪ VS-7375 is a potent, selective, orally administrated KRAS G12D inhibitor that targets both the ON (GTP-bound) and 

OFF (GDP-bound) states of KRAS

o VS-7375 is more efficacious than G12D ON and pan-RAS ON inhibitors in KRAS G12D mutant preclinical tumor models

o VS-7375 shows longer duration of target coverage than zoldonrasib (RMC-9805), and is not limited by cyclophilin loss or RTK 

activation in preclinical models

▪ In GenFleet study, VS-7375 (GFH375) monotherapy has shown ORR of 41% and 69% in KRAS G12D heavily 

pretreated PDAC and advanced metastatic NSCLC, respectively

▪ In US study (VS-7375-101), VS-7375 has shown oral PK in patients which is comparable to the GenFleet study and 

covers exposures necessary for deep regressions in preclinical models

o Well tolerated in US study @ 400 - 900 mg QD with very few Grade 3 AEs, and no Grade 4 AEs

o Early scans showing responses within 6 weeks with VS-7375 monotherapy

▪ Further clinical evaluation is ongoing in the US assessing VS-7375 as monotherapy and in various combinations for 

patients with KRAS G12D mutant cancers (NCT07020221)

Conclusions
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