COVPOUNDS FOR PROTEASOVE ENZYME | NHI BI TI ON ABSTRACT Pept i de- based
conpounds i ncl udi ng het eroatomcontaining, three-nenbered rings efficiently
and selectively inhibit specific activities of N-term nal nucl eophile (Ntn)
hydr ol ases. The activities of those Ntn having nultiple activities can be
differentially inhibited by the conpounds descri bed. For exanple, the
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inhibited with tthe inventive conpoun e pép conpounds i ncl ude
at | east three peptide units, an epoxide or aziridine, and
functionalization at the N—terninug. AnDnE ot her therapeutic utilities, the
pepti de- based conpounds are expec ' splay anti-inflammatory
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rings efficiently and selectively inhibit specific activities of N-terminal nucleophile
(Ntn) hydrolases. The activities of those Ntn having multiple activities can be
differentially inhibited by the compounds described. For example, the chymotrypsin-
like activity of the 20S proteasome may be selectively inhibited with the inventive
compounds. The peptide-based compounds include at least three peptide umits, an
epoxide or aziridine, and functionalization at the N-terminus. Among other therapeutic
utilities, the peptide-based compounds are expected to display anti-inflammatory

properties and inhibition of cell proliferation.
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