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A scheme was proposed that correfated the configu-
rations of the a-hydroxy acids formed by addition of
Grignard reagents to a-keto acid esters of chiral
alcohols with the configuration of these alcohals. It
was an early successiul attempt to rationalize stereo-
selectivity. {The SCI® indicates that this paper has
been cited in over 250 publications.]
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I became aware of the extensive work of
Alexander McKenzie and coworkers only in
1948 by reading a review article of P.D.
Ritchie about asymmetric synthesis.! Since
1904 they had studied optical activity of
a-hydroxy acids obtained by treatment of
a-keto acid esters of chiral alcohols with
Grignard reagents and saponification of the
resulting esters.

On the basis of the assumption that in acy-
clic cases the stereoselectivity is sterically con-
trolled by conformation, a simple scheme was
proposed to predict the steric course of these

asymmetric reactions. It gave me great satis-
faction that several previous experimental re-
sults, which were not in agreement with these
predictions, turned out to be erroneous. By re-
peating McKenzie’s experimental work we
could show that those results, which contra-
dicted the scheme, were due to partial asym-
metric saponification of the o-hydroxy acid
esters of the chiral alcohols. When saponifi-
cation was complete, the results were in agree-
ment with our predictions.

By this discovery I became so confident
about the predictive power of the scheme that
1 started to use, successfully as it turned out,
the asymmetric synthesis of atrolactic acid,
from phenylglyoxylic acid esters of chiral nat-
ural alcohols, to determine the unknown ab-
solute configuration of these alcohols.23
Applying the same ideas to the steric control
of “asymmetric syntheses,” we also designed
and prepared auxiliary alcohols, leading to in-
creased optical yields of a-hydroxy acids.+5

I lectured about this work in the summer of
1951 to the XIith International Congress of
Pure and Applied Chemistry in New York
City.% On a trip after the congress | met Don
Cram for the first time. He told me that he de-
veloped ideas similar to ours to explain the
stereoselectivity of reactions studied by his
group. His seminal paper about this topic ap-
peared in 1952.7 Qur common early efforts
to predict and control stereoselectivity, which
today plays such an enormous role in organic
chemistry [see, for example, reference 8}, stim-
ulated experimental work as well as criticism
from many chemists. This is probably the rea-
son my paper is also often cited.
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