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RMC-9805, a First-in-Class, Mutant-Selective, Covalent and Orally Bioavailable
KRASS®12P(ON) Inhibitor, Promotes Cancer-Associated Neoantigen Recognition
and Synergizes with Immunotherapy in Preclinical Models
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Coorectal Highly Potent and Selective RAS(ON) Inhibitor

+ Highly active against KRASG2D
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(1) Calculated using tumor mutation frequencies from Foundation Medicine Insights August 2020 and scaled to
estimated patient numbers using cancer incidence from ACS Cancer Facts and Figures 2020 (see appendix for

additional detail); lung cancer = non-small cell lung cancer Characterization above is based on RVMD preclinical research
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RVMD preclinical research as of 11/02/22

RMC-9805 dosed at 100 mg/kg po qd; n=2-8/group

NSCLC = non-small cell lung cancer; PDAC = pancreatic ductal adenocarcinoma; CRC = colorectal cancer
Responses assigned according to mRECIST (see appendix)

ORR = objective response rate; DCR = disease control rate



AAC—R ANNUAL

Oncogenic RAS Signaling is a Major Driver of =522 MEETING
. RS 20235
Immune Escape in the Tumor APRIL 1419 - #AACRZ3

I Immune Evasion l Tumor Recognition

KR ASG12D
Tumor

T Myeloid Cells- ngm'%i%w o T Immune Checkpoint
Recruiting Cytokines Molecules

l MHC
Expression

Lymphocytes-
Recruiting Cytokines



RMC-9805 Reverts Inmune Evasive Mechanisms and VNG ARNUAL

Sensitizes KRAS®12P Cancer Cells to Immune Attack e

APRIL 14-19 « #AACR23

l Suppressive Myeloid Cells Factors l Immune Checkpoint
CXCL1* GM-CSF PD-L1 PVR
1.5 1.5 8x104 6x10°5
Murine KRASG12D o
Cells In Vitro & 104 4x1054
© —_
6 L 4x104-
T 0.5 0.5 2x105
©
[F9
0.0- 0.0- 0 0-
Il Dvso o .
B RMC-9805 Lymphocytes-Recruiting Factors MHC Expression
CXCL10 CCL17 MHC-I MHC-II
34 81 2x105+ 5.0x103
[J)
o0 6
[ = 2]
@© —_
6 4 "EI' 1x105- 2.5%x103%
eCT26 (KRASC!2D/G120) cells or KPCY 6499c4 S 14
(KRASG120+) cells* treated in vitro for 48h with 10nM 8 2
(left panels) or 100nM (right panel) of RMC-9805
Cytokine levels measured by cytokine array 04 0 o 0.0

Cell surface expression measured by flow cytometry



KRASS¢12D(ON) Inhibition in Cancer Cells Transforms

the TME in Favor of Anti-Tumor Immunity
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Antigen Processing and Number of Unique TCR New, Expanding, Tumor-
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KPCY 2838c3 (KRASG12D+ ; p53R172H+) tumors treated for 21 days. Kaplan-Meier progression defined as tumor doubling from baseline
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RMC-9805 Creates a Favorable Environment For
Combination with Immune-Directed Therapies

PROMOTES A PERMISSIVE TME [ RMC-9805 ] ~ FAVORS TUMOR RECOGNITION
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