AACR-NCI-EORTC International Conference on

MOLECULAR TARGETS

AND CANCER THERAPEUTICS

October 11-15, 2023 | Hynes Convention Center | Boston, MA

Preliminary Safety and Anti-Tumor Activity of RMC-6291, a
First-in-Class, Tri-Complex KRASC®12¢(ON) Inhibitor in Patients
With or Without Prior KRAS%12¢(OFF) Inhibitor Treatment

Pasi A. Janne', F. Bigot?, K. Papadopoulos?, L. Eberst4, D. Sommerhalder®, L. Lebellec®, PJ. Voon’, B. Pellini®, E. Kalinka®,
K. Arbour'9, B. Herzberg'!, V. Boni'2, S. Bordenave'3, HW. Lee'4, SI. Ou'®, JW. Riess'®, JT. Beck'’, M. Ponz-Sarvise'®,
PA. Ascierto’, YJ. Choi?9, D. Tan?!, M. Yang??, L. Bao??, R. Raman??, L. Yang??, Y. Mu??, S. Wong??, R. Dua??, M. Johnson?3

'Dana-Farber Cancer Institute, Boston, MA, USA; 2Institut de Cancérologie de I'Ouest Angers, Angers, France; 3START, San Antonio, TX, USA; 4ICANS-Institut de Cancérologie de
Strasbourg Europe, Strasbourg, France; SNEXT Oncology™, San Antonio, TX, USA; éCentre Oscar Lambret, Lille, France; "Hospital Umum Sarawak, Kuching, Malaysia; 8Moffitt
Cancer Center & Research Institute, Tampa, FL, USA; °Instytut Centrum Zdrowia Matki Polki, £6dz, Poland; '°Memorial Sloan Kettering Cancer Center, New York, NY, USA;
"Columbia University Irving Medical Center, New York, NY, USA; 12NEXT Madrid-Universitary Hospital QuironSalud, Madrid, Spain; '3Centre Hospitalier Universitaire de Nantes,
Nantes, France; '“The Ajou University Hospital, Suwon, South Korea; '®University of California Irvine, Irvine, CA, USA; '6University of California Davis Comprehensive Cancer
Center, Davis, CA, USA; '""Highlands Oncology, Springdale, AR, USA; 18 Cancer Center Clinica Universidad de Navarra, Pamplona, Spain; '?Istituto Nazionale Tumori IRCCS G.
Pascale, Napoli, Italy; 20Korea University Anam Hospital, Seoul, South Korea; 2'National Cancer Centre Singapore, Singapore; 2Revolution Medicines, Inc., Redwood City, CA, USA;

28Sarah Cannon Research Institute, Tennessee Oncology, Nashville, TN, USA

AAC_R American Association ppiuiiiag E O RT‘
fOI’ Ca ncer Resea rCh' INSTITUTE European Organisation for Research

and Treatment of Cancer



Disclosure Information AAGR .o @FORTC
Molecular Targets and Cancer Therapeutics for Caner Resereh iNsTiTuTe R
October 11-15, 2023 | Boston, MA

Pasi A. Janne, MD, PhD

Consultant for: AstraZeneca, Boehringer Ingelheim, Pfizer, Genentech/Roche, Chugai Pharmaceuticals, ACEA
Biosciences, Ignyta, LOXO Oncology, Eli-Lilly, Araxes Pharmaceuticals, Mirati Therapeutics, SFJ Pharmaceuticals,
Daiichi-Sankyo, Biocartis, Takeda Oncology, Novartis, Trascenta, Silicon Therapeutics, Nuvalent, Esai, Bayer
Pharmaceuticals, Frontier Medicines, Scorpion Therapeutics, Merus, Duality, Hongyun Biotechnology, Monte Rosa,

Abbvie, Phanes Therapeutics, Blueprint Medicines

Research Support: Astellas, AstraZeneca, Daiichi-Sankyo, PUMA, Eli-Lilly, Boehringer Ingelheim, Takeda Oncology,
Revolution Medicines

Stockholder in: Gatekeeper Pharmaceuticals
Other: LabCorp — post-marketing royalties from DFCI owned intellectual property on EGFR mutations

AACR-NCI-EORTC INTERNATIONAL CONFERENCE: MOLECULAR TARGETS AND CANCER THERAPEUTICS



RMC-6291 is a Potential Best-in-Class AACR ) e GHEORTC
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KRASC%12¢(ON) Inhibitor e ) e @

« KRASG'2C occurs in ~13% of non-small cell
lung cancer and ~3—4% of colorectal cancer

« Currently approved KRASG12C inhibitors target RMC-6291
the inactive, GDP-bound or OFF state of ,l'..,
KRASG'2C and are limited by the rate, depth, é, KRAS®*(ON) KRASG”\C(ON)
and duration of response SAGIE e - -

« RMC-6291 is a potent, covalent, orally

) _ o RAF RBD
bioavailable KRASG2C(ON) inhibitor that uses |
a novel tri-complex mechanism to selectively 5 steric
target the active, GTP-bound, or ON state of Occlusion
the KRASG12C protein

CYPA
» Targeting the (ON) state showed superior . _ .
Cyclophilin A Binary Complex Covalent Inhibitory

response rates, deeper regressions, and Tri-Complex
longer duration of response preclinically while

retaining potency in the presence of RTK

overexpression or KRAS amplification

CRC, colorectal cancer; CYPA, cyclophilin A; GTP, guanosine triphosphate; KRAS, Kirsten rat sarcoma virus; NSCLC, non-small cell lung cancer; RAF, rapidly
accelerated fibrosarcoma; RBD, RAS-binding domain.
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Models of KRAS®'2¢(OFF) Clinical Resistance Mechanisms =« e
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Revolution Medicines preclinical research.

"Sotorasib-resistant MIA PaCa-2 CDX (PDAC, KRASG2C/G12C KRAS2™). RMC-6291 was dosed at 100 mg/kg PO QD; sotorasib was dosed at 100 mg/kg PO QD;
fTLUNO55 PDX (NSCLC, KRASG!2CWT ERBB32™, KRAS2™). RMC-6291 was dosed at 200 mg/kg PO QD; adagrasib was dosed at 100 mg/kg PO QD.

CDX, cell-line derived xenograft; PDX, patient-derived xenograft; PO, oral dosing; QD, once daily.
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Key Eligibility Criteria Dose Escalation

. Advanced solid tumors with RMC-6291 administered oraIIy QD or BID,
KRASG12C mutations 21-day treatment cycle

» Received prior standard therapy -
including treatment with

KRASG'2C(OFF) inhibitors -

« ECOG PS 0-1
 No active brain metastases

Dose Expansion /

200 mg BID Optimization
100 mg BID

« Safety and tolerability

 Pharmacokinetics
* Anti-tumor activity

100 mg QD

Lowest dose projected to drive tumor regressions in

50 mg QD humans based on preclinical models

Additional patients with NSCLC and CRC were enrolled at dose levels that cleared DLT
evaluation (backfill enrollment and dose optimization).

BID, twice daily; DLT, dose-limiting toxicity; ECOG PS, Eastern Cooperative Oncology Group Performance Status.
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Demographics and Baseline Characteristics T
I T
N=23 N=33 N=7 N=63
Age, median (range), years 65 (45-85) 54 (26—84 66 52—78 64 (26—85)
Male, n (%) 13 (57) 21 (64) 29) 36 (57)
ECOG PS, n (%)
0 8 (35) 13 (39) 3 (43) 24 (38)
1 15 (65) 20 (61) 4 (57) 39 (62)
Smoking status, n (%)
Current 5(21.7) 2 (6) 0 7(11)
Past 18 (78) 12 (36) 1 (14) 31 (49)
Never 0 19 (58) 6 (86) 25 (40)
Number of prior therapies, median (range) 3(1-7) 3(1-7) 4 (2-6) 3(1-7)
Prior KRASG12C inhibitor, n (%)
Yes 13 (57) 8 (24) 4 (57) 25 (40)
No 10 (44) 25 (76) 3 (43) 38 (60)
Time between prior KRAS®%12C inhibitor and RMC-6291 6 (2-86) 10 (3-31) 9 (8-128) 9 (2-128)
first dose, median (range), weeks
Prior checkpoint inhibitor within 12 weeks of RMC-6291
first dose
Yes 9 (39) 0 1(14) 10 (16)
No 14 (61) 32 (97) 6 (86) 52 (83)

Data Extracted 05 October 2023.
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RMC-6291 Shows Dose-Dependent Increases in Exposure e« =50 700 700
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Dose

- Exposure/target engagement relationship in preclinical studies predicts = ~90% cross-linking of KRASG12C in patients
receiving 100 mg BID or higher

*PK curves for 100 and 200 mg up to 10 hours post-dose represent combined QD and BID cohorts following the first dose on Cycle 1 Day 15;
no accumulation observed following repeat dose of RMC-6291.
AUC, area under the curve; PK, pharmacokinetics. Data Extracted 05 October 2023.
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for Cancer Research

Total (N=63)

Maximum Severity of TRAEs Grade 1 Grade 2 Grade 3 Any Grade
TRAESs occurring in 210% of patients, n (%)
Diarrhea 10 (16) 7 (11) 1(2) 18 (29)
Nausea 14 (22) 3 (5) 0 17 (27)
ECG QT prolonged 8 (13) 1(2) 7 (11) 16 (25)
QTcF* =501 ms - - 1(2) -
Fatigue 4 (6) 4 (6) 0 8 (13)
Vomiting 6 (10) 2 (3) 0 8 (13)
AST increased 7 (11) 0 0 7 (11)
TRAES leading to dose reduction, n (%) 0 1(2) 8 (13) 9 (14)
TRAEs leading to treatment discontinuation, n (%) 0 0 1(2) 1 (2)

* No treatment-related Grade 4 or 5 AEs or SAEs have been reported.
* No patients had cardiac sequelae (e.g., torsade de pointes) associated with an ECG QT prolonged event

*QTcF refers to QT interval corrected for heart rate by Fridericia's formula.
AE, adverse event; AST, aspartate transferase; ECG, electrocardiogram; SAE, serious adverse event, TRAE, treatment-related adverse event. Data Extracted 05 October 2023.
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KRASS%'2c-Mutant NSCLC Previously Treated With or AACR wew SNEORTC

Naive to a KRASS12¢(OFF) Inhibitor: Best Response Eosrey DS R
Evaluable for Efficacy* (N=17) Tumor Response (per RECIST 1.1)
c _| M400mgBID M 200mgQD Prior Naive to
L 100 M 300 mg BID 100 mg QD Bef/t overall response, G12Ci G12Ci
EL  g0-] M200mgBD  50mgQD n (%) (n=10) (n=7)
o3 - — = on treatment
Y — G12C inhibi
a5 # KRASS'2¢ inhibitor-treated Partial responset 5 (50) 3 (43)
OF 40
>
S 202D 5p Stable disease 2l S 57
R Il s
o 20 "T= % = o SD
c0S  _op- 7 > R Sh Progressive disease 0 0
<k =S S
:'E = PRY PRu PR o
£0 Ro L ORR, n (%) 5 (50) 3 (43)
2E  -60- #F > B e
() # oy >
m @ -80 — ¢ PR DC;R (CR+PR+SD), 10 (100) 7 (100)
o n (%)
-100 —

Week of Most 5 18 12 12 12 6 36 5 11 12 5 18 26 30 17 5 12
Recent Scan

*All treated patients who received a first dose of RMC-6291 at least 8 weeks prior to data extract date; TPR includes 5 confirmed and 3 unconfirmed.

CR, complete response; DCR, disease control rate; G12Ci, G12C inhibitor; PD, progressive disease; PR, partial response; PRu, unconfirmed partial response;
SD, stable disease; SOD, sum of diameters; ORR objective response rate; DCR, disease control rate; RECIST, response evaluation criteria in solid tumors.

Data Extracted 05 October 2023.
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Best Res po n se for Cancer/Researcht: |1 SRSt 2 Rt e T S
Evaluable for Efficacy* (N=19) Tumor Response (per RECIST 1.1)
1007 m400mgBID M 200 mg QD Best overall response, n (%) N=20t

: H50mgg =10 ng D

) mg 50 mg .
g 'g 100 Mg BID  —p — on treatment Partial response* 8 (40)
=m
8 5 507 Stable disease 8 (40)
o £
= PD Progressive diseaset 4 (20)
[T
oo PD PD SD
S5 0 ORR, n (%) 8 (40)
Rl o
o DCR (CR+PR+SD), n (%) 16 (80)
=S
"3 |
o § -50

0

-100

Weekof Most g 1 6 6 6 5 5 6 12 6 10 18 6 5 17 12 12 12 17
Recent Scan

*All treated patients who received first dose of RMC-6291 at least 8 weeks prior to data extract date; TOne patient had PD due to a new lesion and
target lesion measurements were not available; *PR includes 5 confirmed and 3 unconfirmed. Data Extracted 05 October 2023.
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NSCLC #

>

CRC O e )

° > < Death
- > <) Progression
o O @ Initial Response
? @ P Treatment Ongoing

Median time to response: 1.3 months
(range: 1.1—4.1 months)

Median time on treatment: 3.5 months
(range: 0.3—9.8 months)

Median time to response: 1.4 months
(range: 1.2—4.1 months)

Median time on treatment: 2.4 months
(range: 0.3—7.9 months)

r r~ 1 1 _T1 T T T T1 T T T1 T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

Duration of Treatment (Weeks)
50 mg QD 100 mg QD M 200 mg QD 100 mg BID 1200 mg BID M 300 mg BID M 400 mg BID

# = KRASCG'2C inhibitor-treated.*The date of treatment discontinuation due to PD was missing as of data extract date.

Data Extracted 05 October 2023.
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Reduction in ctDNA of the KRAS®'2C Allele Across Doses ~ AACR - mmy o @FORTC
Correlates With Clinical Response T
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KRASCG'2C VAF at Cycle 1 Day 1 (pre-treatment) to Cycle 2 Day 1 or Cycle 3 Day 1 (on-treatment) determined by Guardant Health ctDNA (circulating tumor DNA) test.

ctDNA, circulating tumor DNA; VAF, variant allele frequency.
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RMC-6291 is a potent, mutant-selective, covalent inhibitor of the active, GTP-bound or ON state of KRASG12C,

RMC-6291 is orally bioavailable and demonstrates dose-dependent plasma PK.

RMC-6291 is well tolerated, with manageable adverse events.

RMC-6291 has demonstrated encouraging clinical activity in patients with KRASG12C-mutant NSCLC who were previously
treated with or naive to a KRASG'2C(OFF) inhibitor and in patients with KRASG'2C-mutant CRC naive to treatment with a
KRASG2C(OFF) inhibitor.

Reduction in ctDNA of the KRASG'2C allele across doses correlates with clinical response.

Dose optimization is ongoing in KRASG12C-mutant tumors.

Preliminary safety and clinical activity data support the ongoing development of RMC-6291 as a single agent and/or in
combination with RMC-6236 or immunotherapy.
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