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COVPOUNDS FOR ENZYME | NHI BI TI ON  ABSTRACT
Pepti de- based conpounds i ncl udi ng

het er oat om cont ai ni ng, three-nenbered rings
efficiently and selectively inhibit specific
activities of N-term nal nucleophile (Ntn)

hydr ol ases. The activities of those Ntn havi ﬂ}g
nul tipl e act COVIPQUNES HRRENZYXMEINHIBITION bited by

t he conpounds descri bed. For exanple, the

chynmotrypsinli ke activi _t¥1];_§lr_r'@e]‘208 proteasone may be

selectively inhibited w ventive conpounds.

The ?'g]ﬁjdedt?asgc?zc%ﬂwﬁg{@o%%dl Clle'tiqu t&?hc%%%ﬁtuﬂg %ee-membered

aziri aIZ |ona

rifg® _FicnilT arid e¢leqilyl mhibit kpdcifes activigespoPIN- d:emhﬁﬁ eﬂcleophlle
corrpounds are expect ed to_display anti-inf]ammato

W) paidrelases and he natinjties opf these Rlin hayipg jmektipls gat HVI%/ICS can be
differentially inhibited by the compounds described. For example, the

chymotrypsinlike activity of the 20S proteasome may be selectively inhibited with the
inventive compounds. The peptide-based compounds include 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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