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PARG - Next-Generation Target in the Activity Profile of FORX-428 vs. Clinical Competitor
DNA Damage Response Field

ID* IDE ref.2
F F
A‘D.P—rilt;c.)se Tumor cell growth - N'l:l\\?\F - N'l:l\f\F
PARG ‘"‘- ® .. Chemical Structure XH:)S/ i N\\IN yHS(TQLCTN _
| < w@@@“ - ' N N Structure of FORX-428 with PARG
PARP‘ : Poly-ﬁtz;-rugise / -~ .DNArepa|r . imj ; ]
S o human PARG [nM] 0.7
]’&‘ g T ””‘:%,é - * e GCI - Kd [nM] / TRT [min] 0.13 /47
DNA damage Damage.repaira ?*“@q Ry 23 pX MDA-MB-436 [nM] 223
Plle " e * D F HCC1937 [nM] 188
Persistent DNA Tumor cell death HCC1428 [nM] 1.1
Kuramochi [nM] “ 3.9
» Poly(ADP-ribose) (PAR) chains catalyzed by U20S [nM] >5,000
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path to novel therapeutic opportunities
CLINICAL POTENTIAL IN CANCER: Therapeutic Opportunity: Activity in PARP Inhibitor-Resistant Tumors
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» Robust and durable tumor regression
in ovarian cancer PDX carrying a
BRCA1 reversion mutation rendering
model resistant to PARP inhibitor 1a Dose Escalation 1b Cohort Expansion
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» Clinical development of FORX-428
ongoing to evaluate PK, safety, and
efficacy in HRD+ and DRSMgh tumors
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