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SACCHARI N DERI VATI VE PROTFOLYTI C ENZYME
I\NHI BI TORS 5 Conmpounds having the structural fornula [err]
Formula I 10 wherein . Lis NOor SJerr] whereinnis 0,1 or 2;
L-Rlerr] is a leaving group, HL-Rerr] is the conjugate acid thereof and,
when L is N, HL-R[err] has a pKlerr] value less than or equal to 6,
when L is 0. HL-R[err] has a pKlerr}2®&alue | ess than or equal to 8, and
15 when L is S(Jerr], HL-RL has a pKa value |less than or equal to 5;
Rlerr] is primary or secondary al kABSIRAGKH to four carbon atons, primary
al kyl am no of one to three carbon atoms, primary alkylnethylan1no of
two to four carbon Aat ons dICth Ian1no ar al koxy of one to
three carbon atons; and f COGEE BIME variety of
sustituents at any or all of the ag&ﬂﬂiﬂagg- and 7- p03|t|ons or a
,pharnace%tlcally acceptabl e acid addition salt thereof if the conpound has
asi c functional group or a pharmaceutically acceptabl e base
addi ti on safompawidsdpving the structurah fommimoound has an aci dic functional group
which inhibit the enzymatic activity of protcolytic enzynes, and processes
for 25 preparation thereof, nmethod of use thereof in treatnent of

~degenerative diseases and armacguti cal conpositions thereof are
di scl osed.
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Formula [

10 wherein
L is N,O or SO, wherein n is 0,lor 2;
L-Rlisa leaving group, H-L-R1 is the conjugate acid thereof and,
when L is N, H-L-R | hasa pKa value less than or cqual to 6,
when Lis 0, H-L-R 1 hasa pKa vaiue less than or equal to 8, and

15 when L is SOp, H-L-Rl hasa pKj value less than or equal to 5;
R2 is primary or secondary alkyl of two to four carbon atoms, primary alkylamino
of one to three carbon atoms, primary alkylmethylamino of two to four carbon
atoms, dicthylamino or primary alkoxy of one to three carbon atoms; and
R3 is from one to three of a variety of sustituents at any or all of the

20  S-, 6- and 7-positions; .
or a pharmaceutically acceptable acid addition salt thereof if the compoﬁnd has a
basic functional groﬁp or a pharmaceutically acceptable base addition salt thereof if
the compound has an acidic functional group,
which inhibit the enzymatic activity of protcolytic enzymes, and processes for

25  preparation thereof, method of use thereof in treatment of degenerative diseases
and pharmaceutical compositions thereof are disclosed.
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