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RAS(ON) Inhibitors Block Signaling Directly AACR N SEORTC
through Formation of Inhibitory Tri-Complexes -

RAS(ON) Inhibitor

Selected
compounds
—p
Binary complex Tri-Complex Tri-Complex
(non-covalent) (covalent)
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RMC-6291.: First-in-Class, Potent, Oral and AACH NH P SEORTC

Selective Tri-Complex Inhibitor of KRAS¢12¢(ON) ~= WETITTE. ettt
KRASS12¢(ON)

pERK (NCI-H358, 1Cs0, nM)" 0.7
CTG (NCI-H358, ICs0, M) 0.09

Target Selectivity and Safety

Covalent bond: kinact/Ki (M's™) 289,000
' 4 Selectivity
RMC-6291 — gy ™ « Over RAS-independent cell > 1000X
« Over RAS""-dependent cell > 1000X
Off-target safety panel and cysteinome Low Risk
screen

PK/ADME

Oral %F (multiple species) 33-60
Metabolic clearance
(hepatocytes, multiple species)

RVMD preclinical research; (1) KRASS12¢-driven cell line; NRAS¢12¢-driven line also subnanomolar

Low to Moderate
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Superior Outcomes with RMC-6291, KRAS®12¢(ON) AACR NIH Yoy SEORTC

Inhibitor, in KRAS®12¢ NSCLC PDX Models e TS Tt ofconcr ey
Tumor Responses in 19 NSCLC KRASG12C Xenografts
800- 400-
o 600 @ 300
o = 400] B Adagrasib 100 mg/kg po qd o= I B RMC-6291 200 mg/kg po qd
S €2 2001
g @ 200; I- = o 100
g 100 42% (8/19) ORR |™ 2 68% (13/19) ORR "
g5 50 g5
-3 cg
= < 0- mSD g g mSD
O C U C
S0 =0
X -501 mPR N mPR
100 }mCR “ImCR
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A Denotes CDX model; all others are PDX. Responses assigned according to mRECIST (modified from Gao et al Nat Med. 2015).

RVMD preclinical data
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Beyond KRAS®!*¢: Mutant Selectivity versus  AACR N “EORTC
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RASMULT |nhibitors e Detiisctone
RASMULTI and RASMUTANT_Selective Inhibitors Display Complementary Profiles” and Trade-offs

RASMUTANT_Gealective Inhibitor RASMULTl Inhibitor

Selectivity for mutation in tumor permits high Serves multiple patient sub-populations

inhibitor doses, providing deep and sustained

target coverage with good tolerability Suppresses diverse RAS variants (including
wild-type) that can cause resistance

and Treatment of Cancer

Expected to combine well with RAS
Companion Inhibitors Possibly may be useful as a RAS Companion
Inhibitor

Different compounds needed for different RAS ~ On-target normal tissue effects will be dose-

genotypes limiting and may constrain depth and/or
duration of target coverage

Likely requires a RAS Companion Inhibitor

(1) RVMD preclinical research  AACR-NCI-EORTC VIRTUAL INTERNATIONAL CONFERENCE ON MOLECULAR TARGETS AND CANCER THERAPEUTICS



RMC-6236: First-in-Class Tri-Complex AACR O GEORTC
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POTENT Potency for Tumor Cell Inhibition
KRASG12V(ON) KRASG12D(ON)
. pERK (RAS-dependent, I1Cso, nM)) 0.4-3
\ CTG (RAS-dependent, ICso, nM)® 1-27
RAS-SELECTIVE Target Selectivity and Safety
Selectivity
RMC-6236 « Over RAS-independent cells? > 1000X
Off-target safety panel Low Risk
ORALLY BIOAVAILABLE PK/ADME
Cyclophilin A Oral %F (multiple species) 24-33
(RI\;MI;E;Zc:er}il':eiltif;a;ri::/ities across multiple RAS-variant cell lines MetabOIIC Clearance LOW tO MOderate

(2) Ratio based on cell growth assays with cell line bearing KRAS®12Y mutation (hepatOCytes, mu Itl ple SpeCieS)
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RMC-6236 Induces Regressions of KRAS¢1?V ~ AACR () SEORT
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NSCLC Tumors T R
NCI-H441 (NSCLC, KRASG12VIWT. M ETAMP)

— Control
- RMC-6236 10 mg/kg po qd

— RMC-6236 25 mg/kg po qd 5
n = 10/group 500- £
__ 3000 ***H<0.0001, One-way ANOVA 0 Z
& T
£ 3 400- :
E S g
Q S 2
- (@] 300+ o T T T 1
S 2000 E 20 20 30 40 50
O |E 200- Days post-implant
2 c 00
o ‘©
£ 1000 > 100
: b 8/10R 10/10 CR
© (&)
QO
= X
0

CR = number of regressions >80% from initial
R = tumor volume reduction 210% from initial
RVMD preclinical data Each animal represented as a separate bar

Days post-implant
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RMC-6236 Induces Regressions of KRASG!2Y AACR [ iy @EORTC
Pancreatic and Colorectal Tumors
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Capan-2 (PDAC, KRASG12VIWT) SW403 (CRC, KRASG12VWT)

w
(=4
T

Il Control
B RMC-6236 10 mg/kg po qd
B RMC-6236 25 mg/kg po qd

Il Control
B RMC-6236 25 mg/kg po qd
B RMC-6236 50 mg/kg po g2d

N
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100
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2/8 CR 8/8 R

o
|
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-
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% Change in Tumor Volume
% Change in Tumor Volume
S
o
|

CR = number of regressions >80% from initial
R = tumor volume reduction 210% from initial
Each animal represented as a separate bar RVMD preclinical data
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RMC-6236 Exhibits Significant Anti-Tumor
Activity in KRASS'2X Tumor Models in Vivo

200+

Mean Tumor Volume
% Change From Baseline
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KRASG12X pPDAC Xenografts
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mPD

mSD
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RVMD preclinical data
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RMC'6236 Significa ntly EXtendS Time tO ﬁﬁg‘);m m> g:;lggl;L “EVQQRIQ
Tumor Doubling Across Xenograft Models
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100

. —— KRASS12X RMC-6236 25 mg/kg po qd
Median not reached = Al| RAS PathwayMUTRMC'6236 25 mg/kg po qd

~
(3)]
|

= KRAS®12X control
= All RAS PathwayMUT control

Median = 9 days

for both controls Progression defined as tumor doubling from

baseline over 28 days

% Tumors
Progression-Free
N (9)]
($) ] o
| |

p<0.0001 by Log-rank test (control vs treated)

|
0 10 20 30
Days on Treatment

KRASG12X n = 154
Other RAS and RAS Pathway mutations n =86 RVMD preclinical data
All RAS PathwayMYT includes both groups n = 240 as of July 25, 2021
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RMC-6236 Active Against KRAS®?¢(OFF) Inhibitor AACR ) SEORTC
“RAS Oncogene Switch” Resistance Mutations -

G12L

Rm¢6236 + ++++++++++++++++ + +

a1 | 9
i E + Active against mutation
B Resistance mutation reported in clinic

Clinical
resistance

Clinical
resistance

Clinical
resistance

RMC-6236 + -+ RMC-6236 + -+

RVMD preclinical research
KRAS®12 mutations assessed bv cellular RAS/RAF disruption assay; KRAS®!3, NRAS®®! and BRAFV6% mutations assessed by cell proliferation assay
Nichols. RMC-6291: Biological Features of Targeting KRASS12¢(ON) and Potential Application to Overcoming Drug Resistance in RAS-Addicted Tumors. The Third RAS Initiative Symposium. May 24 — 26, 2021.
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Tumor Dose Cyclophilin A Immunologic Drug
Addiction Scheduling Expression Effects Combinations
NCI-H441 CDX (KRASS2Y/WT; META™P, NSCLC) _ Cyclophilin A Expression Across 16 Different Tumors
— Control “g’:zo'p.,‘si;g g 16x
RN s U IS
E, D*fplg/,%?)%”f, One-way ANOVA g m%m L>IJ< 4x
§ 20001 §2: | | | | %: ?X |
; * Days :?)st-impI::t * E X :
€ 10001 <
= £
§ =
20 30 40 50 g
Days post-implant (@)

RVMD preclinical data

Figure from Wang et al, Onc Lett 2019 14



RMC-6236 Induces Anti-Tumor Immunity in AACR NH Yoy SEORTC
Vivo and is Additive to Checkpoint Inhibition
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Favorable Transformation of TME Durable CRs in Combination with anti-PD-1
cD8+ T Cells 30004 Vehicle 3000+ anti-PD-1 10 mg/kg ip biw
* . £
607 —— ® Vehicle E
+ o 2000- 2000
2 4} o RMC-6236 : /
Q 7 G
o (25 mg/kg qd) % 1000- 1000-
203 = 2/10 CR
o | ol
% G 1 1 Ll 1 0 1 T I I
0- 20 40 60 80 20 40 60 80
M2 Mo mMDSCs 30004 RMC-6236 25 mg/kg po qd 10— Combination
8- " 30- - E
§ §, 2000
6- ® 2000- .
a 20 £
O 4 S
® 10 efe 5 1000 Dosing 10001  posing
e - o S 610CR |« v 10/10CR
0 T T 0 T T " 0'$$ T T T 0'# ‘ T T T
RVMD preclinical research 20 40 60 80 20 40 60 80
CT26 cell line engineered to express KRASE12C Day Post Tumor Implant Day Post Tumor Implant
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Mutant Selectivity Beyond KRAS®1%¢
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Cysteine-targeted covalency
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Aspartate-targeted covalency

KRASG12C |nhibitor
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Log M [G13C Inhibitor]
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RVMD preclinical data
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PD Effects with Potent, Orally Bioavailable, AACR
Selective, Covalent Inhibitors of KRAS®12°(ON) ===

%Tumor DUSP6 mRNA

relative to control

=N

[=}

o
1

50+

0.5

1

Single Dose PK/PD
HPAC CDX (PDAC, KRASG12DWT)

B RM-036 100 mg/kg po  Tumor PD: Bars
B RM-037 100 mg/kg po Plasma PK: Lines

2

-1000

-100

-10

ewise|d punoqun

(Wu) uonesuasuo)

-

4 8 24 48
Time point (h)

m> NATIONAL “EORTC
American Association CANCER EIRpei Crpiaesion s Reurh
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KRAS Target Engagement
RM-036
Cross-linked
Ctrl 1h 4h 24h 120
— ~ KRAS
LK Bk B B L B == | Total RAS
- W Ty W e w» ww | (B-actin
RM-037
Cross-linked
Ctrl 1h 4h 24h G12D
oy T ~ KRAS
IW------- Total RAS
W WD S e W ey W e e wm —— B-actin
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Tumor Regressions with Orally Bioavailable, AA () SEORTC

Covalent Inhibitors of KRASGlZD(ON) e fretaectencresey
HPAC CDX (PDAC, KRASG12D/WT) o 20-
-e- Control g
- RM-036 100 mg/kg po qd S 1905z

— - RM-037 100 mg/kg po qd g v

£ 3000- n=10 per group 3 o *

= ***p<0.001, One-way ANOVA 2 §

: 2 ) -1010 2|0 3|0 4|0 5|0
E g Days post-implant
3 2000+ 5

o £

> _ e

o Dosing £ 2110 R 110 R

£ 1000 start > 8/10 CR 9/10 CR

3 ¢ S 0

- £

= s

> 0 Lk k ® 100

= 10 20 30 40 50

Days post-implant End of Study Responses

RVMD preclinical data
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Direct Inhibition of RASMYT Drivers is More AACR oy SEORTC
Effective than Indirect Pathway ‘Clamping’

Preclinical RASMUYT In Vivo Tumor Models

NCI-H358 CDX (NSCLC, KRASG12¢) NCI-H441 CDX (NSCLC, KRASS12V) HPAC CDX (PDAC, KRASG12P)

for Cancer Research’
_— The future of cancer therapy
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-100
I Control B Control Il Control

RMC-4630 30 mg/kg qd RMC-4550 20 mg/kg q2d RMC-4550 20 mg/kg q2d

Cobimetinib 2.5 mg/kg qd Cobimetinib 2.5 mg/kg qd Cobimetinib 2.5 mg/kg qd

RMC-4630 + Cobimetinib B RMC-4550 + Cobimetinib RMC-4550 + Cobimetinib

RMC-6291 100 mgkg qd B RMC-6236 25 mg/kg qd RM-036 100 mg/kg qd

RMC-6236 25 mg/kg qd RMC-6236 25 mg/kg qd

RVMD preclinical data
Compiled from multiple experiments
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Strategic RVMD Pipeline of Targeted
Drugs to Defeat RAS-Addicted Cancers
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IND- Clinical Clinical Clinical
(1)
Sl Enabling

RAS(ON) Inhibitors

KRASG'2¢ (RMC-6291)® ()
RASMULT (RMC-6236) TR )
KRASG13C S ()
KRASG12D ()

RAS Companion Inhibitors

SHP2 (RMC-4630) B S B B T B S S 6 D G

mTORC1/4EBP1 (RMC-5552) | ()
SOS1 (RMC-5845) (EEEEEEED {)

(1) Entry into Lead Optimization stage requires drug-like molecules exhibiting preclinical in vivo activity
(2) RMC-6291 inhibits both KRASG2¢(ON) and NRAS®'2C(ON)

AACR-NCI-EORTC VIRTUAL INTERNATIONAL CONFERENCE ON MOLECULAR TARGETS AND CANCER THERAPEUTICS
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RTK Activation Can Increase Activity of AACR
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Potential Utility of a SHP2 Inhibitor

O s TS

>
\

RASWT :,

KRASG 12C

4
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.
Canl S Camb S _-7
4 \ 4 \ -——--
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N
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\
\
\
\
\
1
1
1
1
/

2 A S/

4
Multiple examples of RTK

upregulation following
RAS pathway inhibition

—> RTK-driven signaling pathway \) — —éell Growth, Survival,

— — % Feedback loop

()SMﬁH RMC-4630/SAR442720 under 2018 partnership

& Cancer
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Combination of RMC-6291 with SHP2 AACHR () SEORTC
Inhibitor Induces Regressions in Resistant CRC
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CRC022 PDX (CRC, KRASG12C)

—~ 2000-
(32}
:
— 1600+
g - Control
3 1200 RMC-6291 100 mg/kg po qd
g RMC-6291 + RMC-4550 (n = 3)
e n = 8/group unless noted
g 800+ ***n<0.001, One-way ANOVA
=)
c 400-
© *kk
Q = G T T R R e I o I T 2P S WA LA S P B SR s S, RVMD preclinical research
E Nichols. RMC-6291: Biological Features of
0 I | | 1 1 1 Targeting KRASG12¢(ON) and Potential
Application to Overcoming Drug Resistance in
0 1 0 20 30 40 50 RAS—Aincted Tumors. The Third RAS Initiative
DayS on Study Symposium. May 24 - 26, 2021.
RMC-4550 is a SHP2 inhibitor in vivo tool compound All treatments well tolerated
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Clinical Combinations of RMC-4630 with AACH N “EORTC

KRAS®12¢ Inhibitors is High Priority s METTTE Thtaseotcoce e
Study SHP2 Combined | Indications Geography
Inhibitor | with
CodeBreakK101lc Amgen RMC-4630 Sotorasib 2L+ NSCLC, Ongoing
Phase 1b CRC, other dose
escalation —

currently at
‘target’ dose

200mg D1D2
RMC-4630-03 Revolution RMC-4630 Sotorasib 2-4L NSCLC Site Global
Phase 2 Medicines initiation

underway
TBD Revolution RMC-4630 RMC-6291 TBD Planned TBD

Medicines

SSSSSS

AACR-NCI-EORTC VIRTUAL INTERNATIONAL CONFERENCE ON MOLECULAR TARGETS AND CANCER THERAPEUTICS 23


https://clinicaltrials.gov/ct2/show/NCT05054725
https://clinicaltrials.gov/ct2/show/NCT05054725
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