#4409

PB #3 Prospective identification of RB pathway alterations predict response to SY-1365, a selective CDKY7 inhibitor, SY RS
In a panel of high-grade ovarian cancer patient-derived xenograft models v

Nan Ke, Liv Johannessen, Nisha Rajagopal, David Orlando, John Carulli, Graeme Hodgson
Syros Pharmaceuticals, 620 Memorial Drive, Cambridge MA 02139

Molecular Evaluation of Core RB Pathway Alterations in HGOC PDX models Core RB Pathway Alterations Predict Response to SY-1365 in HGOC PDXs

Background

« CDKY7, a key regulator of transcription and cell cycle progression (Figure 1), has been implicated in the _
pathogenesis of high-grade ovarian cancer (HGOC) CDKN2A CCND1 CCND2 I\/Fl’c'ijé | S&’&r}',zre' CDKN2A CCND1 CCND2 CCNE1 RB1¥ Cgtr:tuRSB Reélg‘;gse % TGl

« CDKY regulates transcriptional initiation and elongation through phosphorylation of the CTD domain of RNA 41 : o 8 STO81—s 10 - :
polymerase Il (RNAPOL?2) and phosphorylation of the transcriptional kinase CDK9 (Glover-Cutter et al., Mol Cell § o g gﬁggg Clse;z)S:” :B ' ' ' p.L335 :Eggmggtzm E:Egzgg 22

i - ' — 3 : T _ 87 : ) ) i i
Biol 2009; Larochelle et al., Nat Strgct Mol Biol 2012) | | 3 ° : 5 ° . 5 3 ST022 Serous ) ] UR ] ] Incompetent Responder a1

« CDKY regulates cell cycle progression through T-loop phosphorylation of the cell cycle kinases (CDK-1, -2, -4, -6), £ sty o e, £ o c 6- : ST2199 Serous _ _ _ AMP _ Incompetent Responder 75
which is required for interaction with and activation by their respective cyclins (Schachter & Fisher, Cell Cycle S - \' . e ® ® ®we ¢ z 47 ° =  ST4 o ST081 Serous - AMP UR - - Incompetent Responder 74
2013) o i : ., i > o o ¢ ®e > 4- o® . :/ “/ST511 ST450 Serous - - - AMP : Incompetent Responder 74

e : e S 100 S ° ®° o ° L R ] ] _ _
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