Poster

number: B156

MYTHIC: First-in-human biomarker-driven phase | trial of first-in-class PKMYT1 inhibitor lunresertib alone and with ATR inhibitor
camonsertib in solid tumors with CCNE1 amplification or deleterious alterations in FBXW7 or PPP2R1A

S8 ot s s and o Timothy A. Yap', Alison Schram?, Elizabeth K. Lee?, Fiona Simpkins*, Mia C. Weiss®, Patricia LoRusso®, Martin Hojgaard”, Benedito A. Carneiro®, Ryan H. Moy®, Ignacio Garrido-Laguna’®, Maria Koehler'', T.J. Unger’’, Emeline S Bacqué'’, Elia Aguado-Fraile'’, Sunantha
Sethuraman’, Snehal Dhake'’, Yajun Liu'’, Adrian J. Fretland’, Xizi Sun'', Yi Xu'', Nathan Hawkey'’, Jen Truong'’’, Stephanie Lheureux'?

TInvestigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX, USA; 2Medical Oncology, Memorial Sloan Kettering Cancer Center, New York, NY, USA; 3Medical Oncology, Dana-Farber Cancer Institute, Boston, MA, USA; 4University of Pennsylvania, Philadelphia, PA, USA; *°Medical Oncology, Washington University
School of Medicine in St. Louis, St. Louis, MO, USA; éMedical Oncology, Yale Cancer Center, New Haven, CT, USA; “Rigshospitalet, Department of Oncology, Copenhagen, Denmark; éLegorreta Cancer Center at Brown University, and Lifespan Cancer Institute, The Warren Alpert Medical School of Brown University, Providence, RI, USA; ?Medical Oncology, Columbia
University Irving Medical Center, New York, NY, USA; "9Phase 1 Program, University of Utah School of Medicine, Salt Lake City, UT, USA; ""Repare Therapeutics, Cambridge, MA, USA; 2Princess Margaret Cancer Centre, Toronto, ON, Canada; *Former employee of Repare Therapeutics

Background _ PResuts 0 W 0 Resuts

= Cyclin E1 overexpression (O/E) drives premature S-phase entry and overloads the DNA MYTHIC: Patient demographics Responses to combination observed across tumor types and lunresertib-sensitizing Significantly higher molecular responses confirm the benefit of combination therapy
replication machinery, resulting in genome instability; with no approved therapies, this is an area Lun alone Lun + Cam TSsicne alterations A. Lunresertib monotherapy B. Lunresertib + camonsertib
of high unmet need in the clinic Parameter N7 N=5% Parameter = 5 . .
Sex, n (%) Tumor types, n (% Tumor type Genotype Response Best % changein TL  Therapy Lines of prior Tx/ 100 MRR: 3/30 (10%) 100 MRR: 12/24 (50%)
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with camonsertib Lunresertib monotherapy: Treatment related adverse events (TRAES) : . C . ConCI u Sions
Frequent and deep tumor reductions with combination across multiple tumor types
PKMYT1 identified as a strong SL partner to CCNE 1 ampllflcatlon1 PKMYT1 and ATR inhibitors synergize to enhance antitumor activity? All Patients Preliminary RP2D Range | *  Safety profile encouraging
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: G § ~401 SE Unseleoted ’ s [ 0 _
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—&- 15mgkg = E > g %% S  ———— : : A Tumor marker response
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11— T T T ] y v I _ — No Grade 4 TRAEs = Across all doses (n=26): Overall response: 38.5%; RECIST Response: 26.9%; CBR: 57.7%; MRR: 8/10 (80%) References
Time (days) Time (days) Time (days) Time (days) TRAEs in 215% of All G3 G4 All G3 G4 _ Anemiawas the mostcommon TRAE = At preliminary RP2D (n=10): Overall response: 60%; RECIST Response: 50%; CBR: 70%
. o patients, n (%) Grades Grades — Patients had 1-9 prior therapies (median=3); treatment Ongoing in 11 patientS' enrollment in expansion cohorts continues 1. Gallo et al. Nature. 2022; 604 (7907): 749-756. 2. ANE poster B057: Gallo et al. Preclinical development of PKMYT1 and ATR inhibitor combinations. 3. ANE poster B045: Rosen et al.
= Lunresertib monotherapy inhibits xenograph growth across doses and schedules . « likely due to synergy and ATRi effect® ’ ’ Camonsertib (RP-3500), an ataxia telangiectasia- and Rad3-related kinase inhibitor (ATRi) in combination with low dose gemcitabine (gem) in patients with solid tumors with DNA damage response
«  Combination treat tdri i , t sub-efficaci inale- td Anemia 40 (67.8) 25 (42.4) 0 13 (65.0) 9 (45.0) 0 : _ * Gynecologic cancers: ovarian, endometrial, and cervical cancers. Data represent the efficacy evaluable patient population (21 post-baseline tumor assessment). (DDR) aberrations: Preclinical and Phase 1b results (NCT04497116). 4. Yap TA, et al. Nat Med. 2023 Jun;29(6):1400-1411. 5. Rosen et al. Development of a practical nomogram for personalized
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