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GB-3103 — Acting Synergistically with PARP Inhibitors in Xenograft Models of
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HDACS3 is essential for transcriptional repression and is required for the activity of NCOR1 & SMRT co-
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metabolism and immune cell biology. GB-3103 is a novel and potent inhibitor of HDAC3 with an IC;, of E S
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inhibition of genes from DNA repair pathways and inhibition of PI3K-AKT1, MYC and p53 signaling. GB- N o
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neuroendocrine cancer. Because of the potent induction of BRCAness we used zero interaction potency [GB-3103] uM [GB-3103] pM

1500

1500 T

wie\/chicle Control, SC, QD to End

(ZIP) model to test the activity of the combination of GB-3103 with a PARP inhibitor against human H660
and murine PNEC30 cell lines. These experiments revealed synergy for the combination of PARPi with GB-
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3103 in NEPC. GB-3103 was subsequently tested alone and in combination with olaparib in a xenograft GB-3103 and Olapa”b —Targ eted Concentrations Olaparib 100 mekg, PO, QD to End : ~#=G5-31035 mgfkg, SC, QD toEnd
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single agent olaparib (TGI=67%). However, when combined with olaparib, GB-3103 revealed potent 210 sy score: 715 1000 F
synergy (TGI=96%, p<0.01). In the NCI-H209 human lung neuroendocrine xenograft model, GB-3103 _ [ = =#=GE3103 5 m/kg, SC, QD to end + Olaparib 100 =8=G5-3103 5 mgkg, SC, QD to End+
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agent talazoparib (TGI=69%). When combined with olaparib, GB-3103 induced synergistic antitumor effect
(TGI=99%, p<t0.001) when compared to olaparib treatment alone. When combined with talazoparib, GB-
3103 induced synergistic antitumor effect (TGl >100%, p<0.001) when compared to talazoparib treatment
alone. Taken together, these data confirm the important role of HDAC3 in neuroendocrine prostate and
small cell lung cancers and suggest HDAC3 inhibition by GB-3103 could be an effective approach for
patients with neuroendocrine cancers particularly when combined with inhibitors of PARP. "]
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GB-3103 — Potent Selective Inhibitor of HDAC3
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