Abstract #434350 Predictive role of homologous recombination deficiency (HRD) for irinotecan in combination with venadaparib,
a novel PARP1/2 inhibitor as third- or fourth-line treatment in patients with advanced gastric cancer
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BACKGROUND MAIN FINDINGS
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- There is unmet needs in 3L/4L treatment of advanced gastric cancer (GC) after 2L ramucirumab + Characteristics (Total N=26) N (%) Neutropenia is the main §AE during de 2esc.alatlon in qose finding cohort
. Sex * MTD - 20 mg Venadaparib + 100 mg/m? Irinotecan with no DLT
paclitaxel treatment.

* Benefit of HRD screening in gastric cancer is unclear partly because of modest incidence. GOLD ® Venada pa ri b as |ow as 10n M Male 21 (80.8) Phase Ib Trial Efficacy

. . . . . 1
tr.lal for ATM IHC er.1r|c!1r.nent.nearly n.ussed its primary endpf)lnt. z . Female 5 (19.2) Progression Free Survival overall Survival
* Irinotecan, a TOP1 inhibitor, is an option of standard of care in advanced GC. (eq u |va|ent to < 10 mg/d h uman dose) ~ Median (95%Cl) Median (95%Cl)
Age (range) 60.8 (41-74)
Venadaparib, a next generation PA.RI.D.inhi.bitc?r3 | | plus IrinOteca N Suggests Synergism in Prior chemotherapy A!I (N=26) 4.9 (2.7-5.6) 8.0 (6.1-12.0)
. !)er.nc.)r?str?ted potent PAR |nh|b|t-|on in vitro in HRD mutated cancer cell lines and tumor growth . Number of prior treatment Irmotezcan @120 5.6 (2.5 — NR) 8.1 (3.1-NR)
inhibition in Xenograft models with HRD?. v|tr0. mg/m?(N=11)
35000 > 28.8% First in human study (NCT03317743) 4 of 2 15 (3, HRD (N=5) NR NR
% 30000 R Venadaparib: 3 10 (38.5) . ,
%25000 * Demonstrated PK linearity of Platinum 26 (100) Venadaparib dose range: 40 ~ 120 mg/d
£ 2000 _ venadaparib at 2~ 160 mg/d level Venadaparib plus Irinotecan showed ANtiPD.1 DG FUTURE DIRECTION FOR RESEARCH
= 15000 a7 26.9% ' with no dose limiting toxicities. : : : :
2 10000 Tl <] « Pharmacodynamic analysis in tumor St ro ng effica cy Signal ORR Of 36.4% in RAMPTX 21 (80.7) . 3I:/4L gastric cancer patients can be benefitted by Venadaparib +
< 5000 | j biopsy samples demonstrated > 90% o ’ Anti-HER2 2(7.7) I(l;rmc:t.ecan  HRD 4 by ctDNA ) 4 treatment
—_— — f hibias . : - - - * Gastric cancer wi assessed by c can be a good treatmen
’ RA009 RA010 PRa?i%ﬁts RA016 RA017 PAR/(Ijnhlbltlon with venadaparlb 210 a I I'Come r a nd 60 A), In patle ntS Wlth H RD Prior surgery target for PARP inhibitor + TOP1 inhibitor
mg/a. o : . : .
Patients RADDS |  RA010 RAD12 ot | R |, 160 mg/d was determined as the (b CtDNA) in 3'./4'. treatment Of Yes 13 (50) * For dose optimization, randomized dose expansion phase including
Dose level 10m 20 20 20m 40m o o . .
T Pre 326?;5 mr:l: 11?:5 1243:2 1353:9 RP2D of monotherapy. y No 13 (50) lower dose of venadaparlb + irinotecan * G-CSF is on-going.
vomstomon| She | Mo | mo | war | ma | e advanced gastric cancer. . 1 BRCA2m REFERENCES
% inhibiti >98.8 > 954 91.2 >96.9 95.1 HRR mUtatlon (by CtDNA)
e : ' ' ' ' 4 ATMm 1. Lancet Oncol. 2017 Dec;18(12):1637-1651
* BLQ: below the limit of gquantification (LLOQ: 390.6 pg/mg tumpr) . . ) . - .
Main questions i(_lie.]_flce 2. NCCN Clinical Practice Guidelines in Oncology - Gastric Cancer. Version 2.2023.
.. . . . . Pt ENE T ot 3. Mol Cancer Ther. 2023 Mar 2;22(3):333-342.
* To evaluate in vitro synergism of venadaparib plus irinotecan e

_ . . . . . 4. ClinicalTrials.gov Identifier (NCT03317743)
* 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.

Phase Ib Trial Waterfall: Irinotecan @ 100 mg/m?2 Phase Ib Trial Waterfall: HRD patients

METHODS RESULTS
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VNP VA To verify in vitro synergism between venadaparib & SN-38 MTT Assays
Consistently lower IC50 of combination: synergism between venadaparib & SN-38 in vitro — 2
Phase 1b trial (NCT04725994) | SNU-638 (BRCAZM) SNU-668 (BRCATM) g e
* Advanced gastric cancer patients 2 2 prior chemotherapy in South Korea, China and USA 120- -~ SN-38 120 e~ SN-38 & £
SN-38 SN-38 5 20 5 w44
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rlal CESIEn: 3+3 design Dose Expansion: g 60 S 60 = =
S S s @
N 120 mg + 1100 mg/m? for Dose Optimization = 407 Combination Index ; 401 Combination Index @ @
V 80 mg + 1100 mg/m? S 0.168~0.585 S o] 0.09270.685 5 -20- E 2-
V 40 mg + | 100 mg/m? Randomization MTD & lower dose levels ,]\c50=0.28 nM IC50=1.49 nM 4 3 o N
- LB S LA | LI L AL | 0 TTTT T T——TTTTrTTT] TTTTTTTT] m %
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\V_40 mg + 1100 mg/m? + G-CSF data presented 7 :
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« RECIST 1.1 tumor response, MTD 2 G Venadapart: S ™ +10 M Venadaparip . . . ( 0 ) . -
T e dant OMNI Panel) S o 5 o Objective response rate (ORR, %) of 11 patients with
S 60 IC50 = 0.62 nM S 60 i ® 1C50=2.25nM .
Guardant OMNI® Panel (Redwood, CA) has 500 genes with 46 HRD genes below including ATM, BRCA1/2 § - 2 40- gcz)l";\:ir;a;i‘ogn Index I in oteca 1 @ 100mg/m2: 36 .4%
ATM, ATR, ATRX, BARD1, BRCA1, BRCA2, BRIP1, CHEK1, CHEK2, CTCF, DAXX, FANCA, FANCB, FANCC S 20 Camulnatun]ndaes S 20- ! . . .
) ? 4 ? ) ) ? ? ? V4 ? ? ) 4 - 0.147~0.388 o
FANCD2, FANCE, FANCF, FANCG, FANCI, FANCL, FANCM, HDAC2, KEAP1, MRE11, NBN, NF1, PALB2, o | [SOSTROEIN e, o e — * In the five patlents with H RD; ORR was 60% and mPFS not
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SMAD4, STAG2, TP53, TSC1, TSC2, XRCC2, XRCC3 \ SN-38 (nM) SN-38 (nM) ) reached.




	슬라이드 번호 1

