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• Venadaparib as low as 10nM 
(equivalent to < 10 mg/d human dose) 
plus Irinotecan suggests synergism in 
vitro.

• Venadaparib plus Irinotecan showed 
strong efficacy signal, ORR of 36.4% in 
all-comer and 60%, in patients with HRD 
(by ctDNA) in 3L/4L treatment of 
advanced gastric cancer.

• There is unmet needs in 3L/4L treatment of advanced gastric cancer (GC) after 2L ramucirumab + 
paclitaxel treatment.

• Benefit of HRD screening in gastric cancer is unclear partly because of modest incidence. GOLD 
trial for ATM IHC enrichment nearly missed its primary endpoint.1

• Irinotecan, a TOP1 inhibitor, is an option of standard of care in advanced GC.2

Venadaparib, a next generation PARP inhibitor3

• Demonstrated potent PAR inhibition in vitro in HRD mutated cancer cell lines and tumor growth 
inhibition in Xenograft models with HRD2.

Main questions
• To evaluate in vitro synergism of venadaparib plus irinotecan
• To evaluate the association of HRD and efficacy of irinotecan and venadaparib combined, in 

patients with metastatic GC who had failed at least 2 lines of therapy.

MTT Assays To verify in vitro synergism between venadaparib & SN-38  

• 3L/4L gastric cancer patients can be benefitted by Venadaparib + 
Irinotecan

• Gastric cancer with HRD assessed by ctDNA can be a good treatment 
target for PARP inhibitor  + TOP1 inhibitor

• For dose optimization, randomized dose expansion phase including 
lower dose of venadaparib + irinotecan ± G-CSF is on-going.

Phase 1b trial (NCT04725994) 
• Advanced gastric cancer patients ≥ 2 prior chemotherapy in South Korea, China and USA

Trial design: 

Endpoints: 
• RECIST 1.1 tumor response,  MTD
• Exploratory ctDNA analysis (Guardant OMNI Panel)

ATM, ATR, ATRX, BARD1, BRCA1, BRCA2, BRIP1, CHEK1, CHEK2, CTCF, DAXX, FANCA, FANCB, FANCC, 
FANCD2, FANCE, FANCF, FANCG, FANCI, FANCL, FANCM, HDAC2, KEAP1, MRE11, NBN, NF1, PALB2, 
PBRM1, PTEN, RAD51, RAD51B, RAD51C, RAD51D, RAD52, RAD54L, RB1, SETD2, SMAD2, SMAD3, 
SMAD4, STAG2, TP53, TSC1, TSC2, XRCC2, XRCC3

Guardant OMNI® Panel (Redwood, CA) has 500 genes with 46 HRD genes below including ATM, BRCA1/2

Characteristics (Total N=26) N (%)
Sex
Male 21 (80.8)
Female 5 (19.2)

Age (range) 60.8 (41–74)
Prior chemotherapy
Number of prior treatment

2 16 (61.5)
3 10 (38.5)

Platinum 26 (100)
Anti-PD-1 9 (34.6)
RAMPTX 21 (80.7)
Anti-HER2 2 (7.7)

Prior surgery
Yes 13 (50)
No 13 (50)

HRR mutation (by ctDNA) 1 BRCA2m
4 ATMm

MTT Assays

Phase Ib Trial  Demographics

Phase Ib Trial  Waterfall: Irinotecan @ 100 mg/m2

Phase Ib Trial  Efficacy
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Consistently lower IC50 of combination:  synergism between venadaparib & SN-38 in vitro
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Phase Ib Trial  Waterfall: HRD patients

• Objective response rate (ORR, %) of 11 patients with 
Irinotecan @100mg/m2: 36.4%

• In the five patients with HRD, ORR was 60% and mPFS not 
reached. 

V 120 mg + I 100 mg/m2

V   80 mg + I 100 mg/m2

V   40 mg + I 100 mg/m2

V   40 mg + I  75 mg/m2

V   40 mg + I  50 mg/m2

V   40 mg + I 100 mg/m2 + G-CSF
V   20 mg + I 100 mg/m2 + G-CSF
V   10 mg + I 100 mg/m2 + G-CSF V: (Venadaparib) day 1~7

I: (Irinotecan), day 1
G-CSF: (prophylactic pegylated G-CSF), day 2

Dose de-escalation: 
3+3 design Dose Expansion:

 for Dose Optimization

data presented

Randomization
MTD & lower dose levels

N=15 per dose level
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Progression Free Survival 
Median (95%CI)

Overall Survival
Median (95%CI)

All (N=26) 4.9 (2.7-5.6) 8.0 (6.1-12.0)
Irinotecan @100 
mg/m2 (N=11)* 5.6 (2.5 – NR) 8.1 (3.1-NR)

HRD (N=5) NR NRFirst in human study (NCT03317743) 4 of 
Venadaparib:
• Demonstrated PK linearity of 

venadaparib at 2 ~ 160 mg/d level 
with no dose limiting toxicities.

• Pharmacodynamic analysis in tumor 
biopsy samples demonstrated > 90% 
PAR inhibition with venadaparib ≥ 10 
mg/d.

• 160 mg/d was determined as the 
RP2D of monotherapy.

Phase Ib Trial  Safety
• Neutropenia is the main SAE during de-escalation in dose finding cohort
• MTD – 20 mg Venadaparib + 100 mg/m2 Irinotecan with no DLT

* Venadaparib dose range: 40 ~ 120 mg/d
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