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Introduction:

Proteasome is 2,5 MDa large multi-
subunit complex responsible for the protein
degradation in cells. Inhibition of this
process is one of strategies for suppression
of uncontrolled proliferation of multiple
myeloma or leukemia cancer cell lines.

Recently and outgoing research:

Our research group developed O-benzyl salicylamide-based proteasome inhibitors built from L-leucine
and L-phenylalanine.>* These compounds contain various functional groups such as aldehydes or weinreb
amides or epoxyketones at the C-end of molecule. Our ongoing research investigated other functional
groups with higher stability than aldehyde group. We also investigated influence of amino acid sequence in
peptide chain on the inhibition activity.

Proteasome regulates the number of
important cellular processes either directly
or indirectly. Changing this regulation can
lead to the development of cancer.
Therefore it concentrates precisely on
proteasomes especially the proteasome 26S

To follow our studies we synthetized and fully characterized a new series of O-benzylsalicylamides having
tripeptide chain containing optically pure aminoacids (L-Leu, L-Trp, L-NLeu, L-CHA, L-Pro, L-Phe) and
terminated with aldehyde or vinyl sulfone warhead. All novel salicylamides were tested for their
antiproliferative properties against various cancer cell lines derived from hematopoietic malignancies and
the resulting data will be presented.
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Table 1: Results of all 22 compounds with highlighted two most active aldehydes and vinylsulfones
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