Pre-clinical and Early Clinical Assessment of the Safety and Anti-tumor Activity of RP12146, a PARP1/2 inhibitor in solid tumors
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SAFETY * Three patients (2 pts from 200 mg BID cohort and 1 pts from 400 mg BID

483P

INTRODUCTION

cohort) showed stable disease.
* RP12146 is an orally bioavailable, potent inhibitor of PARP 1/2 and showed growth inhibitory activity in solid tumor cell lines. In a rat in-vivo model, myelosuppression/| ~ * RP.12.146 was well tolerated across dos.e levels. | | - Two patients (one from dose escalation and one from dose expansion) are
leucopenia was not seen due to the relatively lower distribution of RP12146 into the bone marrow (AACR 2022). = Majority of the reported TEAEs were mild to moderate in severity. ongoing, 8 patients were discontinued to due to disease progression.
- Based on promising preclinical data, a Phase | dose escalation study to assess safety and PK was conducted in patients likely to harbour HRR mutations. The dose| = Norelated TEAEs were reported except mild events of neuropathy = Median duration of treatment in dose escalation part was 2.83 months
expansion part aims to establish proof of concept of clinical activity in patients enriched with HRR defects. (n=1), nausea (n=1) and proteinuria (n=1). (range: 1.63-4.3+).

» There was no DLT or any Grade 3 AE related to RP12146.
PRE-CLINICAL ACTIVITY PHASE | STUDY = No changes were seen in any of the hematological parameters PHARMACOKINETICS
= 400 mg BID dose was considered as recommended Phase 2 dose for
expansion part
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Figure 4: Study Design

RP12146 showed rapid absorption achieving maximum concentrations in

Dose Escalation (Part1) Dose Expansion (Part 2) 1 hr, with an elimination half-life between 4.7-5.3hrs.
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5 400- g 400 ;'l:]rélgir"tayrr;et?;r;fl(l;cﬁc)l g;):]cz:ree;tal (n=3), prostate (n=2), ovarian (n=2), breast (n=1) | RP12146 exhibited pre-clinical anti-tumor potential as a single agent and in combination with Gemcitabine in OVCAR-3 xenograft model
£ 3 ) | » In the Phase | study, RP12146 |l tolerated d levels (100 QD-400 BID). Th ts of ' t ' ted
S . 2 o . o . . . . . Y, was well tolerated across dose levels ( mg mg ). There we no events of anemia or cytopenias reporte
= 200 20 90.6% 94.5% 952, tsheevrzgi(e? o) out of 9 patients had Stage lll/IV disease with 3 median prior so far. Lower impact on erythroid progenitor cells and decreased PARP2 trapping could potentially be the reason behind this translation.
0-— : : . . . : : . 0 _ . . . . . = Unlike other PARP inhibitors which have a common class effect of anemia and cytopenias, which typically occur during the first couple of cycles, early
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5 tic CDK12 mutat data showed that RP12146 was devoid of any hematological toxicities in patients treated as long as 4.3 months.
2Yes) "P<0.05,°P<0.01 Vs Gemcitabine coma® . m |on: . . . = RP12146 showed rapid absorption and dose dependent exposures without any accumulation.
« RP12146 showed anti-tumor activity with TGl of 27.7% as a single agent and 95.2% + mMCRPC patient enrolled in dose expansion part, had a germline CHEK2 mutation. | o . . .
in combination with Gemcitabine. = Favourable safety profile supports the combinations of RP12146 with SOC for the management of various cancers with HRR defects
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