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CUDC-101 Effectively Inhibits Proliferation of
Human Cancer Cell Lines

Representative Synthesis SAR of Right Side Ring Variations

HDACs and receptor tyrosine kinases (RTKs) such as EGFR
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meet the structural requirements of HDAC and EGFR/Her2
inhibition and therefore possess potent multi-targeted activities

* Potential synergistic effect between inhibition of individual target

may provide great therapeutic benefits in the treatment of

cancer

against HDAC while potency of EGFR or Her2 inhibition has a
order of CH30- > CH30OCH2CH20- > H
« X: HDAC inhibition: O > CONH > S > SO2
EGFR inhibition: O ~ CONH ~ S > SO2
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72 kinases screened

Weak inhibitor of VEGFR2, Lyn, Abl-1, FGFR2, FIt3, Lck and Ret

kinases (IC50 values are within the range of 1-5 uM)
Inhibition of other kinases is less than 50% at 10 uM

observed in the treatment of heterogeneous and drug-resistant
tumors by traditional single acting inhibitors

CUDC-101 displays a favorable safety profile (data not shown)
and is a well qualified candidate for clinical development and is
anticipated to enter Phase | in the first half of 2008



