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ABSTRACT

BROADSPECTRUM SUBSTITUTED BENZISOXAZOLE SULFONAMIDE HIV
PROTEASE INHIBITORS

The present invention concerns the compoundsﬂhaving the formula
R3

L

R./ \N

R, OH

N-oxides, salts, stercoisomeric forms, racemic mixtures, prodrugs, esters and
metabolites thereof, wherein R; and Rg each are H, optionally substituted C;.salkyl,
Ca.galkenyl, Cs.seycloalkyl, aryl, Het', Het; R; may also be a radical of formula
R11:R115)NCR10:R105)CRs-; tis 0, 1 or 2; Ry is H or Cy4alkyl; L is -C(=0)-,
-0-C(=0)-, -NRg-C(=0)-, -O-C, salkanediyl-C(=0)-, -NRg—C) calkanediyl-C(=0)-,
-S(=0),-, -O-S(=O)z-, -NRs-S(-:O)z s Ryis Cmalkyl, a.tyl, C3.7cycloa1kyl,
Ca.scycloalkylCiaalkyl, or arylCy aalkyl: R is H, C;allkylQC(=0), carboxyl,
aminoC(=0), mono- or di(Csalkyl)aminoC(=0), Cs.scycloalkyl, C,.¢alkenyl,
Cz-¢alkynyl or optionally substituted C,¢alkyl; A is C.salkanediyl, -C(=0)-, -C(=S)-,
-S(=0),-, C;salkanediyl-C(=0)-, C;salkanediyl-C(=S)- or C;.¢alkanediyl-S(=0);-; Rs
1s H, OH, C,alkyl, Het‘Cl-salkyI, HetZCmaJkyl, optionally substituted amino-
Cralkyl; Rg is CiealkylO, Het', Het'O, Het?, He?O, aryl, arylO, C, salkyloxy-
carbonylamino or amino; and in case —A- is other than C,¢alkanediyl then Rg may
also be C).galkyl, Het'C, 4alkyl, Het'OC) alkyl, Het’C;salkyl, Het?OC, 4alkyl,
arylC, 4alkyl, arylOC;4alkyl or aminoC,4alkyl; whereby each of the amino groups in
the definition of R¢ may optionally be substituted; Rs and ~A-Rs taken together with
the nitrogen atom to which they are attached may also form Het' or Het”. It further
relates to their use as broadspectrum HIV protease inhibitors, processes for their
preparation as well as pharmaceutical compositions and diagnostic kits comprising
them. It also concems combinations thereof with another anti-retroviral agent, and to
their use in assays as reference compounds or as reagents.
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