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HDAC

DMSO up to 50 mM

Store in dry, dark place for one year.

TMP269 is a highly potent, selective and cell-permeable class Ila HDAC inhibitor with 1C50 of
126 nM, 80 nM, 36 nM and 19 nM for HDAC4, HDAC5, HDACT7 and HDAC9 respectively. It has
very weak or no activity targeting the other HDACs (2-40 uM). TMP269 has an unprecedented
metal-binding group, trifluoromethyloxadiazole (TFMO), which circumvents the selectivity
and pharmacologic liabilities of hydroxamates. Crystallography revealed a direct metal
binding of the TFMO, and the chemo-proteomics approach demonstrated the superior
selectivity of TMP269 relative to the other hydroxamate-substituted analogs via a chelating
zinc-binding group. TMP269 alters gene expression unlike class | and Ilb HDAC inhibitors and
affects colony-stimulating factor responses. The discovery of TMP269 provides an
alternative design for targeting metalloenzymes than the conventional chelating metal-
binding group, and suggests a therapeutic potential for class Ila HDAC inhibitors that are

distinct in mechanism and application compared to current HDAC inhibitors.

Important Note: This product as supplied is intended for research use only, not for use in human, therapeutic or diagnostic applications.



