Prevention of Base Excision Repair by TRC102 (Methoxyamine) Potentiates the Anti-Tumor Activity of Pemetrexed in vitro and in vivo
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DNA strand breaks and potentiating the anti-tumor activity of alkylating agents without After Treatment with Pemetrexed and TRC102 by AP Endonuclease DNA Double Strand Breaks and Apoptosis
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activity was assessed in an in vivo xenograft study of subcutaneously implanted 5 2 TROL02AP Ste e TERAEE
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TRC102 increased the activity of pemetrexed in vivo (tumor growth delay of 2 days in Cells were treated with TRC102 at 6 mM and collected at 24 hr
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Hypotheses:

1) Pemetrexed inhibits several key enzymes in the de novo pathways of pyrimidine
and purine biosynthesis, leading to nucleotide pool imbalances, which favor the

Incorporation of mismatched bases to initiate base excision repair (BER). o/ = ol e T 2) TRC102 binds to AP sites to efficiently block BER and increase DNA strand breaks.
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o 1) Pemetrexed induces the incorporation of abnormal bases that are removed by DNA Glycosylases as part of base excision repair (BER),
thereby producing AP sites.
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.. 3) Inhibition of BER by TRC102 enhances pemetrexed antitumor activity against several human solid tumors, including lung, breast and
2) TRC102 blocks BER and enhances cytotoxicity of pemetrexed. cElEreEE] TS,




