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. {(54) Title: BROADSPECTRUM  2-(SUBSTITUTED-AMINO)-BENZOXAZOLE SULFONAMIDE HIV PROTEASE
- INHIBITORS .

(57) Abstract: The present invention
}|{5 concerns the compounds having the formula
() N-oxides, salts, stereoisomeric forms,

N - racemic mixtures, prodrugs, esters an
A R6 (I) i i prodrug d

?\ metabolites thereof, wherein Rl and R8
T] | | each are H, optionally substituted C1-6alkyl,

C2-6alkenyl, C3-7cycloalkyl, aryl, Hetl,

RZ OH R4 Het2; Rl may also be a radical of formula

< (R11aR11b)NC(R10aR10b)CRY-, t is 0, 1
or 2; R2 is H or Cl-6alkyl; L is -C(=0)-, -O-C(=0)-, -NR8-C(=0)-, -O-C1-6alkanediyl-C(=O)-, -NR8-C1-6alkanediyl-C(=0)-,

o0 -S(=0)2-, -0-8(=0)2-, -NR8-S(=0)2 ; R3 is Cl-6alkyl, aryl, C3-7cycloalkyl, C3-7cycloalkylCl-4alkyl, or arylCl-4alkyl, R4 is

I~ H, Cl-4alkylOC(=0), carboxyl, aminoC(:O), mono- or di(C1-4alkyl)aminoC(=0), C3-7cycloalkyl, C2-6alkenyl, C2-6aikynyl or

A ) optionally substituted C1-6alkyl; A is Cl1-6alkanediyl, -C(=0)-, -C(=S)-, -S(=0)2-, C1-6alkanediyl-C(=0)-, C1-6alkanediyl-C(=S)-

™ or C1-6alkanediyl-S(=0)2-; RS is M, OH, Cl-6alkyl, Het1Cl-6alkyl, Het2C1-6alkyl, optionally substituted aminoC1-6alkyl;

R6 is C1-6alkylO, Hetl, HetlO, Het2, Het20, aryl, arylO, Cl-6alkyloxycarbonylamino or amino; and in case -A- is other than

~~ Cl-6alkanediy] then R6 may also be C1-6alkyl, Het1C1-4alkyl, Het1OC1-4alkyl, Het2C1-4alkyl, Het20OC1-4alkyl, arylC1-4alkyl,

arylOC1-4alkyl or aminoC1-4alkyl; whereby each of the amino groups in the definition of R6 may optionally be substituted; -A-R6

is hydroxyC1-6alkyl; R5 and -A-R6 taken together with the nitrogen atom to which they are attached may also form Hetl or Het2.

Tt further relates to their use as broadspectrum HIV protease inhibitors, processes for their preparation as well as pharmaceutical

3 compositions and diagnostic kits comprising them. It also concerns combinations thereof with another anti-retroviral agent, and to

e WA

*ACTION*



H, Cl-4al kyl OC(=0), carboxyl, am noC(=0), nono- or di (Cl-4al kyl)am noC(=0,
C3- 7cycl oal kyl , C2-6al kenyl, C2-6al kynyl or optionally substituted

Cl-6al kyl; Ais Cil-6al kanediyl, -C(=0-, -C(=S)-, -S(=0 2-,

Cl- 6al kanedi yl -C(=0) -, Cl-6al kanediyl-C(=S) or d -6al kanedi yl -S(=0) 2-; R5
is H OH d-6alkyl, Hetld -6al -1 ef 2C - 6al kyl , optionally substituted
am noC -6al kyl; R6 is c1V¥8) Wb&lﬂl&& /&so'r | O Het2 Het20—ary——aryl O
Cl - 6al kyl oxycar bonyl ami no or amino; and in case -A- is other than y

Cl- 6al k ' don R0 TR YinRbiS Realt® rdpakt: 6 akokiph-feneHRlel Aok otiddbleaplations. refer to the "Guid-

Het 1001?%2%%," &bﬂé?o 2(83?- dal kyl, Het\2OWD: Aaibeltigis on Gory @it bbruquigng [ appearing at the begin-
aryl OCL-4al kyl or am noCl-4al kyl : wher eb$"2&&eH 81 tHe” 4MAT“§Foups in the
definition of R6 may optionally be substituted; -A-R6 is hydroxyd -6al kyl ;
R5 and - A-R6 taken together with the nitrogen atomto which they are
attached may also formHetl or Het2. It further relates to their use as
br oadspectrum HI 'V protease inhibitors, processes for their preparation as
wel | as pharmaceutical conpositions and diagnostic kits conprising them
It al so concerns conbinations thereof with another anti-retroviral agent,
and to their use in assays as reference conpounds or as reagents. [err]
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