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Background Pharmacodynamic readout : Increase in PARylation PARG inhibitors have significant antiproliferation effect in breast cancer cells
Poly(ADP-ribose) glycohydrolase (PARG) is the primary Increase |-:?: gA;Rylaytion in Fold increase in PARylation Antiproliferative activity of reversible inhibitors
enzyme involved in the dePARylation process of single 8- -1806 4 -
strand break repairs (SSBRs). It interacts with various Poly Generation of SSB S 5 6A HCC-1806 : Antlprollferatlon
(ADP-ribose) polymerase (PARP) proteins to facilitate VRVK K f 6 ® o SATE T 3- 3.7 fold Compound HCC-1806
error-free and timely DNA repair. The balance between pa— —— o . - Ideaya-Ref| | 3 , ICs0 (NM) 120
PARP and PARG activity is essential for efficient DDR. hycrolysis o pinding t g 2 100
o] o4 . . PAR chains SSB end PARylation - -S = —@— Ide_ref
Inhibition of PARG leads to altered DNA repair in cancer 7\ 5 24 = 14
cells. We have identified highly potent reversible and PARG-PARP AN v 2 ! Ideaya ref 230 g 80 = SAT-A
first-in-class covalent inhibitors with picomolar IC, in the cycle and 0 : ; ; . ! 0- = 60
biochemical PARG enzyme assay. The direct DNA repair -2 52 | -1C 0 " 1 2 deaya-Ref _____SATF Compound A 180 g SAT-B
pharmacodynamic measurement of PARG inhibition in >§: cAPPH °g Conc (uM) Conc (300 nM) c 40 B SAT-C
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Compound A _ 83 85 <10nM % after washout > Table 3: Covalent inhibitor SAT-F is > 3-fold more potent than the reversible Ideaya-Ref molecule.
Compound B - 96 91 <10 nM é - § 2- 4B. SAT-F (Covalent inhibitor) Figure 6B: Dose response curves of SAT-F and |deaya-Ref; Figure 6C: % inhibition at 300 nM
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Table 1: Biochemical screening results of representative NCEs from reversible and covalent inhibitors
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2A : Dose response curve for SAT-F ; 2B : Time dependent inhibition of , . RN , . TR ] Development candidates for both reversible and covalent inhibitors expected to be identified by Q4 2024
PARG activity by SAT-F Figure. 5A Docking mode of reversible inhibitor to PARG Figure. 5B Docking mode of covalent inhibitor to PARG
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