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Figurel8 3

discussed for chiral auxiliaries below. Two
acylations then complete the synthesis, with
thefinal chiral center clearly derived from -
valine.

The stereospecificity of binding at the his-
tamine Hs-receptor was investigated by pre-
paring aseriesof ligandsfrom p- or L-histidine
(88)(134). 1t wasfound that compoundssuch
as(S)-(89) had greater affinity for thereceptor
thantheir R-enantiomers. | n addition, replac-
ing the aromatic moiety with a cyclohexyl
group {(e.g., 90) switched the activity to ago-
nism for compounds with an amino group in
the chain.

Hydroxy acids are important chiral start-
ing materialsin the synthesisof many biolog-
icdly activecompounds (135).(S)-3-Hydroxy-
y-butyrolactone(91)isavery useful synthetic

unit available from p-pyranoses (136). Work-
ers at Schering-Plough used this as the key
starting material in aconcisesynthesisaf Sch
57939 (92), a B-lactam—based cholesterol ab-
sorption inhibitor (137).Thecondensation be-
tween the dianion of (S)-3-hydroxy-y-butyro-
lactone and an appropriate diaryl imine
proceeded with very high diastereo- and enan-
tioselectivity, generating azetidinone (93)
with atrans:cis ratio of >95:5.

Researchers at Abbott have been investi-
gatingtheused pyrrolidinylisoxazolesasnic-
otinic cholinergic channel activators (138).
Until recently, ABT-418 (97) was undergoing
clinical trialsasa potential treatment for cog-
nitiveimpairment and declineand for Alzhea-
mer's disease. A short synthesis of ABT-418
was devised starting from commercialy avail-





