SHA4%€11 850 ES RS

(Journal] J. Med. Chem. 2022, 65, 10251-10284

[Title] Discovery of an Orally Bioavailable and Selective PKMYT1 Inhibitor, RP-
6306

(Affiliation & Authors]

Repare Therapeutics, Inc., Lunenfeld-Tanenbaum Research Institute,
OmegaChem Inc., OmegaChem Inc., Department of Chemistry and Chemical
Biology, Cornell University

Janek Szychowski*, Robert Papp, Evelyne Dietrich, Bingcan Liu, Frédéric Vallée,
Marie-Eve Leclaire, Jimmy Fourtounis, Giovanni Martino, Alexander L. Perryman,
Victor Pau, Shou Yun Yin, Pavel Mader, Anne Roulston, Jean-Francois Truchon, C.
Gary Marshall, Mohamed Diallo, Nicole M. Duffy, Rino Stocco, Claude Godbout,
Alexanne Bonneau-Fortin, Rosie Kryczka, Vivek Bhaskaran, Daniel Mao, Stephen
Orlicky, Patrick Beaulieu, Pascal Turcotte, Igor Kurinov, Frank Sicheri, Yael
Mamane, Michel Gallant, and W. Cameron Black*

(Abstract]

HBAOU2 E1 Z0— R DEGFELUTHSNTULSD CCNEL (&, Z < DHYA TEF]
RIAITDCENS. NABERICBITIFHRENE U TEEETNTULD, CCNEL DiEFIFE
BE. 1oV AEFEFFT— 1 (CDK1) &FHEU. HMRRARROETERET D,
F7=. CDK1 OFEIHERF&E U TSN TULD PKMYTL ZHE9 D & T CDK1 AYEML
=M. CCNE1BIENAICHNT, MEFHMIAEICHDINAMIBOESHRESEZFET D, &
NSOBERICKD. PKMYT1 HEHI(E CCNEL EIgh ADFIIAER S L THFEINS.
E£HS(IBAFF—THEES 560 EDAOU——>J(CLD. PKMYT1 ZHF2E(CFH
EID4BEDLEMZREUIC. FTHAEEW 1 (&, PKMYT1 &EETJ 7 =U—D WEEL
(CXTLTHI 50 fBDEREEBI D ENS. U—RMEEME LU TRESNE. 16649 1
DIEEERE(LICKD. dimethylphenol DI AN EEME(CEER TH D ENREBEINI.
F2EEY 29 OBERFRRAIONY M ST 1 —(C KD RBHEENTE dimethylphenol 3B
POT SOTEMEAK 39 (F. #8EME (ICso = 0.020 uM) KD, EETHEZBRINAL
ZENMEEM THD ZENS. MAZETE UBRDIBERECZIRET Uz, {EEY)HR
=I1RD Ph BiHEEI%ZE Me ETEMUZ RP-6306 (E. TV MCHBWTERHFMRO/\1AF
RA1SEUF—%&xRU. 385 (ICs = 0.014 uM) TERHVRX PKMYT1 PEERIE LT
BHE=N/z. CCNEL @t MEN A (OVCAR3) YIOXRE /TS T MNEFTILICH U,
RP-6306 Z#TH(TRE LTRSS UTNEEEGZHE Uiz & 2 3. ERAEDIENz A=
IKEFHHDEE(CHIFE Uz, 5(C RP-6306 & OVCAR3 Y IR /05T M EFILIC
1 B 2 BRORS(C KD PKMYT1 EEZFHME Lz & 3. MEEEE & CDK1 Thrid o
D> BERE(CHEENR SNZC &S, CDKL DFEMHEN PKMYTL BEE(CER T3
ENVREENTZ, KIAFRICKD R EN/Z RP-6306 (. k4 REFEE(CX I B8E
FEEUT, EABRKREERNETR TH D,




