MOMA-313 Is a potent, selective Pol® inhibitor that enhances
response to PARP inhibition in HR-deficient tumor models
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Abstract MOMA-313 displays potent and selective efficacy against HR-deficient cell lines
Background: MOMA-313 is a potent and selective inhibitor of human Pol® ATPase activity MOMA-313 potently inhibits the cell viability of multiple HR-deficient
DNA polymerase theta (Pol0) is an enzyme involved in DNA double- o pog ~* BIM -+ Smarca4 cell lines across multiple genotypes
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TMEJ for the repair of DSBs and cell survival. MOMA-313 is a novel, O v vy 0 . ; ; . .
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vitro and in vivo. MOMA_‘_SJ'B synerglz_eq with PARP |nh|b|tors, used as ggé%%gg%ﬁgiﬁig%ggggﬁgiggﬁgﬁ i% SNU-601 0.5 nM HR-deficient RAD51C-methyl.
standard of care therapies for HR-deficient tumors, to enhance DNA ' 016 (TMED) g8 | ICs0 = 4 NM DLDL (parenta) | > 10,000 nM HR-proficient
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HR-proficient cell lines. MOMA-313 abrogated in vivo TMEJ activity Mmoo CCARAGECTACA ope
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In HR-deficient tumors when combined with the PARP inhibitor 13-bp deletion oo O'?&lo,aﬁ;l;;lw Y lines with MOMA-313 concentrations up to 10 uM
olaparib. Antitumor activity with MOMA-313 and olaparib in HR-

deficient cell line xenografts and PDXs significantly exceeded the
antitumor activity seen with either agent alone and was well tolerated
at all doses. MOMA-313 represents a promising new therapy for HR
deficient tumors and is currently in phase 1 clinical testing.
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MOMA-313 inhibits in vivo TMEJ and drives tumor regressions in combination with olaparib

In vivo TMEJ assay: repair of a doxycycline-induced CRISPR-targeted DSB MOMA-313 displays dose-dependent combination efficacy with olaparib MOMA-313 retains efficacy with reduced olaparib doses
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MOMA-313 phase 1 clinical trial initiated
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BLRM escalation design for both monotherapy and combination arms
MOMA-313 displays dose-dependent efficacy and drives tumor regressions in combination with olaparib
against multiple BRCA-deficient PDX models in clinically relevant indications
Combination treatment is well-tolerated at all dose-levels tested MOMA-313 combination arm with olaparib
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Summary

MOMA-313 is a potent and selective inhibitor of the Pol@ helicase domain in clinical development for
the treatment of HR-deficient tumors

. _ _ . Escalation: PARP inhibitor exposed or naive solid tumors with HR deficiencies including BRCAL,
MOMA-313 potently inhibits Pol@-dependent TMEJ and selectively kills HR-deficient cancer cells BRCA2. CDK12. PALB2. RAD51B/C/D mutations

MOMA-313 displays class-wide synergy with PARP inhibitors in vitro and drives deeper responses Combination cohorts initiate after evaluation of initial MOMA-313 monotherapy dose-levels

in HR-deficient CDX and PDX tumor models in combination with olaparib than either agent alone Expansion and optimization: PARP inhibitor-naive metastatic CRPC, breast, or pancreatic tumors with
HR deficiencies

MOMA-313 phase 1 clinical trial initiated in August 2024 and currently enrolling (NCT06545942)
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