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FORX-428: Exploiting PARG Inhibition to Target 
Replication Stress in Cancer Cells

SUMMARY & CONCLUSIONS

PARG - Next-Generation Target in the 
DNA Damage Response Field
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 Poly(ADP-ribose) (PAR) chains catalyzed by 
PARP enzymes serve as docking platforms for 
DNA repair proteins that are recruited to sites of 
replication stress-induced DNA damage and 
initiate DNA repair1

 Degradation of poly(ADP-ribose) by the 
glycohydrolase PARG is essential to conclude 
DNA repair  

 Pharmacological inhibition of PARG blocks PAR 
chain resolution thereby inhibiting DNA repair 
and killing tumor cells 

 The mechanism of action of PARG inhibition is 
clearly different from PARP inhibition, opening a 
path to novel therapeutic opportunities

•  50 patients, 10 sites in U.S.
•  Biomarker-selected patients
•  Up to 6 dose levels, using Bayesian Optimal INterval 

design (BOIN)
•  Interim data readout H2 2026

• 90 patients, up to 20 sites in U.S./EU
• 3 expansion cohorts (biomarker- and tumor indication-

focused)
• Simon 2-stage design: clear go/no-go decisions
• Data read-out H2 2027
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CLINICAL POTENTIAL IN CANCER:
 Cancers with HRD+ genotype - PARPi-

resistant and -refractory cancer subsets
 Cancers with high DNA replication stress 

(DRShigh, biomarker-selected)

 FORX-428 demonstrated superior in 
vitro potency and best-in-class in vivo 
efficacy versus competitor

High response rate in HRD+, PARP 
inhibitor-resistant or replication stress 
high solid tumor models of various 
origin

Robust and durable tumor regression 
in ovarian cancer PDX carrying a 
BRCA1 reversion mutation rendering 
model resistant to PARP inhibitor

Clinical development of FORX-428 
ongoing to evaluate PK, safety, and 
efficacy in HRD+ and DRShigh tumors
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Ovarian Cancer PDX
(BRCA1 mut reversion)
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Chemical Structure

human PARG [nM] 0.3 0.7

GCI - Kd [nM] / TRT [min]​ 0.06 / 104 0.13 / 47

MDA-MB-436 [nM] 19 223

HCC1937 [nM] 17 188

HCC1428 [nM] 1.7 11.1

RMUG-S [nM] <0.5 2

Kuramochi [nM] 0.6​ 3.9

U2OS [nM] >5,000 >5,000

Activity Profile of FORX-428 vs. Clinical Competitor
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Head-to-Head Comparison FORX-428 vs. Clinical Competitor

Ovarian Cancer
(RMUG-S)

Triple Neg. Breast Cancer
(MDA-MB-436)
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Therapeutic Opportunity: Activity in PARP Inhibitor-Resistant Tumors 

Phase 1 Clinical Study Design

Structure of FORX-428 with PARG

 
 

Vehicle, PO, QD

FORX-428, 3 mg/kg, PO, QD
FORX-428, 30 mg/kg, PO, QD

IDE ref, 3 mg/kg, PO, QD
IDE ref., 30 mg/kg, PO, QD
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