IDE161, a potential first-in-class clinical candidate PARG inhibitor, selectively targets solid tumors with
replication stress and DNA repair vulnerabilities
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Fig 4. IDE161 selectively activates the replication stress and DNA damage

response

Fig 7. IDE161/TOP1 inhibitor combination exacerbates the
accumulation of Topol-DNA covalent complexes (TOP1cc) and PAR,

* Poly (ADP-Ribose) glycohydrolase (PARG), an enzyme involved in DNA damage response and DNA replication fork restart through

hydrolysis of poly (ADP-ribose) (PAR) chains, has potential as an anti-cancer target in biomarker defined patient populations. ) ) |eadin to enha nced re |icati0n fOrk SIOWin and DNA da masgee
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* IDE161 is a potent, orally bioavailable, small molecule that directly binds the active site of PARG to impede PAR chain hydrolysis. ) )
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* Evaluation of IDE161 antiproliferative activity across a panel of 350 molecularly characterized cancer cell lines highlighted _ . _ , ual inhibition of TOP1 and PARG induces unresolvable -protein crosslinks
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« Biomarker positive cancer cell lines responded to IDE161 exposure by activation of the ATR-mediated cell cycle checkpoint, and H2AX S139 roleasome
y-H2AX signatures associated with pan-genomic replication fork collapse. 47 IDE16] - o - W @l @ @l B - W -
* Genome-wide CRISPR-mediated fitness screens across multiple genetic backgrounds revealed perturbation of gene products ) PCHK ] e prind - A - -~
supporting DNA replication fork fidelity is sufficient to confer cellular vulnerability to IDE161. CHK1 a
* Consistent with genetic SL relationships, IDE161 induced single-strand gap accumulation, transcription-replication conflict (TRC), 0 _
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* Notably, IDE161-dependent induction of TRC was associated with topoisomerase 1 cleavage complex accumulation, especially in E 6 GAPDH CPT
combination with camptothecin, presumably due to accumulation of unresolvable DNA-protein conjugates (DPCs). o 4 N rE——— N Sun et al. Nat Comms, 2021
* Consistent with the DPC mechanism-of-action, IDE161 delivered exceptional anti-tumor activity in combination with fam- v 24 . . CPT = camptothecin topoisomerase inhibitor
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These cumulative observations guide monotherapy patient selection strategies and indicate important combination opportunities. S pRPA2 S4/S8 S — o B PANCANCER drug assessments by PRISM TOP1i synergistically increases IDE161-mediated
* IDE161 is currently under evaluation in biomarker selected patients with advanced or metastatic cancers (NCT05787587). 8o E 80= indicates strong TOP1i/PARGi correlation PAR accumulation in a dose dependent manner
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replication fork slowing, ssDNA gap accumulation, and transcription-replication conflict.
Context-dependent replication fork failure in the presence of IDE161 may be a consequence of
defective Okazaki fragment processing, unresolved transcription-replication conflicts and/or
compromised replication fork restart. These events lead to replication fork collapse and cell death.
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Fig 3. Response to IDE161 is associated with defects in DNA repair and
chronic replication stress
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