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ORR 37.1%, DCR 80.6%, mDoR 11.1m, mPFS 6.8m, mOS 12.5m

ORR 42.9%, DCR 80%, mDoR 8.5m, mPFS 6.5m, mOS 12.6m

A. 

B. Adagrasib (MRTX849)

Sotorasib (AMG 510)

Skoulidis F et al. N Engl J Med 2021 Jun 24;384(25):2371-2381

Awad MM et al. N Engl J Med 2021 Jun24;384(25):2382-2393

Awad MM et al. N Engl J Med 2021 Jun24;384(25):2382-2393

FDA approved in May 2021

FDA approved in December 2022

Covalent KRASG12C inhibitors: a breakthrough in targeted cancer therapy

Jӓnne PA al. N Engl J Med 2022 Jul 14;387(2):120-131 (Epub 2022 June 3)



Confirmed ORR 53.4%  

Median PFS 13.1 months (13.7 m at 400mg dose) Median DoR  11.9 months 

Divarasib efficacy in NSCLC 

Sacher A et al., NEJM, 2023
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Xue JY et al., Nature, 2020

A. B.

Ryan MB et al., Cell Reports, 2022

C.

Yaeger R et al., Cancer Discov, 2023

Mechanisms of innate, adaptive and acquired resistance to 
OFF state-selective KRAS G12Ci frequently converge on accumulation 

of “active” KRASG12C-GTP

KRASG12C-GTP Incomplete target coverage
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Alterations in RAS genes (frequently involving KRAS amplification) are 
associated with worse clinical outcomes with sotorasib or adagrasib

           

Negrao MV et al., Cancer Discov, 2023

The picture can't be displayed.

Skoulidis F et al., ASCO Annual Meeting, 2023

CodeBreaK 200 phase III trial 



Acquired resistance to off-state selective KRASG12C inhibitors 
frequently involves secondary alterations in RAS alleles or 

upstream RTK-MAPK pathway genes



A. B. C.

Kim D et al., Nature, 2023

BI-2865 is a novel, non-covalent off state-selective pan KRAS inhibitor

The interaction with His95 is critical for  KRAS selectivity



A. C.B.

Kim D et al., Nature, 2023

BI-2865 inhibits KRAS signaling and in vivo tumor growth



A. B.

Pan-KRASi induced HRAS and NRAS activation may curtail antitumor 
efficacy 

Kim D et al., Nature, 2023



Gustafson WC et al., 2023 AACR/EORTC/NCI Molecular Targets and Cancer Therapeutics meeting

TR-FRET, time-resolved fluorescence with Förster’s resonance energy transfer.

RMC-6236 is a first-in-class potent non-covalent tricomplex 
 RASMULTI (ON) inhibitor 



Gustafson WC et al., 2023 AACR/EORTC/NCI Molecular Targets and Cancer Therapeutics meeting

A. B. C.
Combination with KRASG12C (ON)
          RMC-6236 + RMC-6291

RMC-6236 exhibits robust and sustained activity against diverse 
models of RAS-mutant tumors that can be further enhanced with 

combinations with mutant-selective inhibitors



Spira A et al., 2023 AACR/EORTC/NCI Molecular Targets and Cancer Therapeutics meeting

RMC-6236-001 Phase 1 clinical trial design



Spira A et al., 2023 AACR/EORTC/NCI Molecular Targets and Cancer Therapeutics meeting

Treatment-related adverse events



Spira A et al., 2023 AACR/EORTC/NCI Molecular Targets and Cancer Therapeutics meeting

Treatment-related skin toxicity



Arbour KC et al., 2023 ESMO Annual Meeting

RMC-6236 efficacy in KRASG12X NSCLC : Best Response



Arbour KC et al., 2023 ESMO Annual Meeting

RMC-6236 efficacy in KRASG12X NSCLC : duration of treatment and 
response



Arbour KC et al., 2023 ESMO Annual Meeting

RMC-6236 efficacy in KRASG12X PDAC : best response and treatment 
duration 

A. B.



Pan-(K)RAS inhibitor clinical development strategies 

Pan- (K) RAS (RASMULTI) 
inhibitors 

o Monotherapy for (K)RAS – addicted 
tumors. 

o  In combination with mutant selective 
inhibitors (covalent or non covalent)

o  In combination with SOC therapies 
(chemotherapy, immunotherapy)

o  In combination with novel therapies 
that target adaptive/DTP states

Unanswered questions

o  Efficacy of monotherapy vs SOC

o  Mechanisms of primary, adaptive or 
acquired resistance, DTP  programs

o Pan-(K)RAS monotherapy or combos 
with mutant-selective inhibitors

o  Safety/efficacy of combo with 
chemo/immunotherapy

pan-RAS or pan-KRAS?o  Potential as tumor agnostic therapy



Conclusions 

• Pan-(K)RAS inhibitors hold significant promise to improve outcomes for patients with (K)RAS-driven tumors by:

ØTargeting a larger patient population with different oncogenic KRAS mutations (for pan-KRAS inhibitors) or 
KRAS/NRAS/HRAS mutations (for pan-RAS inhibitors) across diverse tumor types. 

ØPreventing/delaying the emergence of secondary alterations in KRAS (for pan-KRASi) or KRAS/NRAS/HRAS (for 
pan-RASi) that drive acquired resistance to mutant-selective inhibitors.

ØPreventing/delaying adaptive pathway reactivation/resistance through WT KRAS (for pan-RASi) or WT 
KRAS/NRAS/HRAS (for pan-RASi)

• Sparing RAS signaling in normal cells may provide an improved therapeutic window but adaptive pathway 
reactivation via NRAS and HRAS may curtail clinical efficacy. The relative merits of KRAS-selective versus pan-RAS 
inhibitor-based therapeutic strategies remains to be determined.

• The activity of the off-state selective pan-KRASi BI-2865 to inhibit oncogenic signaling across a broad range of 
KRAS mutant isoforms suggests that most of them undergo nucleotide cycling. 

• The relative merits of ON versus OFF state selective (K)RAS inhibitors in patients remain to be defined. 



• RMC-6236 is a first-in-class oral, clinical-stage, non-covalent, tricomplex ON-state-selective inhibitor of multiple 
RAS isoforms (RASMULTI). RMC-6236 binds to cyclophilin A to create a neomorphic interface that binds to GTP-
bound RAS isoforms and sterically inhibits interactions with downstream effectors.

• Recently reported data from the dose escalation component of the Phase 1 RMC-6236 trial supports the safety 
and feasibility  of RMC-6236 in doses that induce tumor regressions. Rash is the most common TRAE and in most 
cases is G1/2 and manageable with standard supportive care measures. Absence of significant ALT/AST rise and 
QTc prolongation may support feasibility of combos with IO and/or chemo.

• Preliminary antitumor activity of RMC-6236 monotherapy is encouraging, with 38% ORR in KRASG12X NSCLC (20% 
ORR in KRASG12X PDAC) and DCR 85%-87%.

• In preclinical models, combinations of RMC-6291  with RMC-6236 improved the durability of responses in 
KRASG12C NSCLC models and exhibited activity in RMC-6291 resistant models.

• Several additional pan-KRAS inhibitors are  undergoing early phase clinical development.

• Little is currently known regarding mechanisms of adaptation/resistance/persistence with pan-KRAS or pan-RAS 
inhibitors. 

Conclusions


