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O RAS(OFF) RAS(ON) proteins control RAS(ON) signaling drives 75,000
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(1) Estimated using tumor mutation frequencies from Foundation Medicine Insights March 2022 and scaled to estimated patient
numbers using cancer incidence from ACS Cancer Facts and Figures 2023
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Clinical Unmet Need for KRASG12D Revolution Medicines
Clinical Approaches to G12D

NSCLC
14/

RMC-9805

RAS(ON) G12D-Selective
PDAC

* Noncovalent, selective + Covalent and highly
CRC Other . s . .
By oy inhibitor of mutant and wild- selective for RASC12D(ON)
61 000 type RAS(ON) proteins proteins
New KRAS G12D (iSRyC - Targeted agent for SOC - Differentiated targeted agent
patients per year combinations, including for SOC combinations,
(U.S)® Nig'-c immunotherapies including immunotherapies
e « RAS(ON) inhibitor doublet + RAS(ON) inhibitor doublet
KRASG12D Frequency combination combination
PDAC by Tumor Type
37%
(1) Estimated using tumor mutation frequencies from Foundation Medicine Insights March *Koltun et al, RMC-6236, a RAS(ON) Multi-Selective Tri-Complex Inhibitor
2022 and scaled to estimated patient numbers using cancer incidence from ACS Cancer ADTO6: Targeting KRAS beyond G12C
Facts and Figures 2023 Tuesday, April 9, 2024, 12:30-2:00 pm
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RMC-9805

RASS6120(ON) Inhibitory Tri-Complexes

RASGIZD
Crosslinking GRS

Inside
cell

Cyclophilin A Binary complex Non-covalent Covalent Layered Structural Model



“Chemical leverage of aspartic acid by covalent
KRAS®12D nhibitors will likely be impossible™V)

Drug Discovery Challenge

» Reactivity: less nucleophilic than cysteine,
requiring more reactive warheads for effective
engagement

« Specificity: more abundant than cysteine on
protein surfaces®@, making selectivity challenging
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(1) Lietman, C. D., et al. American Society of Clinical Oncology Educational Book, 2022, 42, 1-13.
(2) Adapted From: White, Chemical Science 2012, 3, 3488-3494
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Nature’s Enzymatic Solution

» Protein surface can shift pK,, precisely
position substrates, and exclude water to
substantially increase side chain reactivity

* Protein-substrate interactions ensure
specificity of reaction

acid/base enzyme enzyme enzyme
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Asps2 enzyme enzyme enzyme

glycosyl-enzyme intermediate

Stick (2009) Carbohydrates: The Essential Molecules of Life, 2" Ed., 7, 253-284.
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Engineer Binding Site to Increase Screen of Carboxylate Reactive
Reactivity and Drive Specificity Functional Groups Identified Aziridines
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. e Noncovalent protein-

RMC-Cmpd - ‘ Y ~ protein and protein- Obtimal P :
KRASC12P(ON) § 4 : TRy, ligand interactions PIEL [P DEtffEs

&( ‘,‘ N4 '%ﬁ.‘ N ‘ Intrinsic Reactivity l

On-Target Reactivityﬁ

Change local _ _ ﬁ
electrostatic environment Drug-like Properties
and exclude bulk water

Specificity to RAS(ON)

Precisely position and
colocalize warhead and Asp 12
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Noncovalent Cmpd 1 Affords Cmpd 2 has Continuous
a Vector for Warhead Density to D12

KRASG?D(ON) 0
Crosslinking 6h (%)
AsPC-1 pERK EC;, (nM) 158
AsPC-1 CTG ECg, (nM) 334 54 KRASEI20(ON) KRASGJZD(ON)

X-Ray KRASCG12D(ON) with Cmpd 1 or 2
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Cmpd 2 Cmpd 3
KRASG120(ON)
Crosslinking 6h (%) 34 1
AsPC-1 pERK ECq, (NM) 55 81
ASPC-1 CTG ECq, ("M) 54 43
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X-Ray KRASG12D(ON) with Cmpd 2 Shows Multiple
Conformations Post Crosslinking

MD Shows Rigidification of the Linker in Cmpd 3 Keeps
Aziridine Warhead in Closer Proximity to D12 Residue

800
[7)]
E
EBOO-
w ECmpd 2
1]
K<)
5200-
4
0_
I IR I
A o ‘

fbfbuuoao,"bqf’

Distance A



Addition of Cyclopropyl to Aziridine Further Improved

Crosslinking with the D12 Residue
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Cmpd 3 Cmpd 4
KRASCG12D(ON)

Crosslinking 6h (%) 1 89
AsPC-1 pERK EC;, (nM) 81 27
AsPC-1 CTG ECg, (nM) 43 25

Simulated Gastric Fluid
Stability (T,.,. min) >120 18
Kinetic Solubility (uM) 5 <2

(2R,3R)-B-cyclopropyl aziridine

(% crosslinking)

Matched Pair Analysis Highlights How
Cyclopropyl Substitution Increases
Biochemical Crosslinking of KRASG12P(ON)

100

0]
o
|

(2}
o
1

N
o
1

N
o
|

o

[ [
e’
..
e [
[
I I I I 1
0 20 40 60 80

(2R)-aziridine
(% crosslinking)

100

10



AACR e '
ANNUAL MEETING

2024 « SAN DIEGO |

RMC_98O5 D|Sp|ays a ngh_Quallty Drug_LIke PrOfIIe APRIL 5-10 + AACR.ORG/AACR24 + #AACR24

RMC-9805
KRASCG12D(ON) Crosslinking 6h (%) 86
Koo/ K (M1s71) 102
AsPC-1 pERK ECg, (nM) 23
AsPC-1 CTG EC., (nM) 17
Kinetic Solubility (uM) 235
Simulated Gastric Fluid Stability (T,,,, min) >120
GSH Stability (T,/,, min) >120
Whole Blood Stability (T,,,, min, X-species) >120
% Oral Bioavailability Avg (x-species) 32
Clearance (x-species) Moderate
Low Risk

Safety Panels and Cysteinome Screen

< N N
"N/ N
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N
(:) <CF3
N RMC-9805
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RASG12D(ON)

Selective Modification of the G12D Mutant
Allele in RAS Proteins in Cells

KRAS NRAS

WT G12D G13D G12C G13C G12D

X-linked RAS : —_—
KRAS P —
H/NRAS »

— e — ——

CypA-Dependent and Selective
Biochemical Modification of KRAS®1?P(ON)
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Selective Inhibition of Click IP Probe
Binding in KRASG12D/G12D Cel||s
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Vehicle RMC-9805
HPAC CDX (PDAC, KRASG12DMWT)

RMC-9805 100 mg/kg po qd

Blood PK Tumor TE Tumor PD l RAS pathway

signaling
—— Single Dose - Single Dose - Single Dose

-#- 7 Daily Doses -«- 7 Daily Doses
- 10000
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l Proliferation
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(nu) [s086-DINYH]

n Apoptosis

o
L
L

0 4 8 12 16 20 24 28 32 36 40 44 48
Time Post-dose (h)

% Tumor DUSP6 mRNA or Unmodified
G12D Peptide Relative to control

Histopathology data collected at indicated time points after a single dose. Images of 20X magnification shown.
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HPAC CDX (PDAC, KRASG120MWT)

Subcutaneous Xenograft HPAC-Luciferase Pancreas Xenograft
== Vehicle
. == RMC-9805 30 mg/kg po qd - Vehicle
"’E 25009 =~ RMC-9805 100 mg/kg po qd 1000 - RMC-9805 100 mg/kg po qd
£ 2000- n=8 per group _ n=8 per group
Q e 88 Dosin
£ 1509 = g 1007 startg
= 1000+ S a
S 25 v
1o o ]
. 500__Dosmg 22 1o
start O T e
1S i ISy
= $ 3%
5 250 @ L & 2 14
g ] kkk
0 ] 1 ] 1
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20- Days on Study
S
o
f_—u Dosing
O 104 Start
< Control
k)
=
> 01
°
o
[}
2 RMC-9805
-10 T T T 1
10 20 30 40 50

Days on Study
** pn<0.01, ***p<0.001 as compared to control at end of study, two-way repeated measures ANOVA 14
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Responses Durability
8 2009 ORR 17/30 (57%) = PDAC (n=9) 1007 median not reached
23 150- DCR 23/30 (77%) I NSCLC (n=10) o
g (7] Il CRC (n:7) LT_ 75- e
o ég B GAC (n=4) mPD nh
> 100- o S
,6 g gg BO= B
€I 50- F o median = 10 days
|2 P | 11 [ | E R — o\ 8) 25-
c 2 01 mSD &
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o m

-100-7% Days on Treatment

R P R AT N BN AT PR OR NSNS
D-OO")ONOOOQ_OOO)O&ONLDOVUNOOGJEONUJHOO
!8‘\-'8%8E&)O&%*EiEEEE%QEEQI(gW%%E — Control (n=107, 30 models)
O O O
X-010a0 OOpaXnnaniaall WLETTa _
[ [ [ —_ N =
o5 54 XEEX XS RMC-9805 (n=107, 30 models)

*+*p<0.0001 by Log-rank test (RMC-9805 vs Vehicle control treatment)

Revolution Medicines preclinical research as of 08/30/23

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

Responses after 28 + 2 days of treatment unless maximal tumor burden reached sooner or control tumor reached 2 doublings (4* initial TV) later

Responses assigned according to mRECIST (modified from Gao et al. Nat Med. 2015)

Progression defined as tumor doubling from baseline 15
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« RMC-9805 is an orally bioavailable, RAS(ON) G12D-selective covalent
inhibitor

« RMC-9805 induces deep and durable regressions in KRAS®12D tumors across
histotypes

« RMC-9805-001, a phase 1/1b first-in-human study, is ongoing*

« Interim observations previously disclosed (January 2024):

« RMC-9805 demonstrated oral bioavailability in patients and exhibited
pharmacokinetics consistent with expectations from preclinical data

 RMC-9805 cleared multiple dose levels and favorable tolerability was observed with
no dose-limiting toxicities reported thus far

16


https://www.clinicaltrials.gov/study/NCT06040541
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* The patients and investigators who are making clinical evaluation of RMC-9805
possible

« Revolution Medicines Research and Development Teams
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