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Abstract—The antihistaminic and anticholinergic properties of racemic
and the L(S) and D(R)-enantiomorphs of 3-ethylamino-l-phenylpyrro-
lidine were evaluated on the guinea pig ileum. All three isomers were
observed to be competitive antagonists of histamine, with a relative
molar potency of L(S) > racemic > D(R). Weak anticholinergic activity
was also seen, with D(R) > racemic > I(S). Both enantiomorphs pro-
duced hypothermia in mice.
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Introduction

During the past two decades a better understanding of drug-receptor inter-
actions has evolved. This is partly a result of a thorough understanding of the
conformational and configurational properties of the drug molecule which may
be thought of as a stereoselective probe in vivo or in vitro for apparently complex
sites of action or loss (1). The selective blocking activity of antihistamines and
anticholinergic drugs is well known and is likely related to differences in affinity
for histamine vs. acetylcholine receptors. To further explore this relationship
and to probe into the nature of these antagonist receptors we synthesized the
semi-rigid 3-ethylamino-l-phenylpyrrolidine (EAPP) enantiomorphs, have iden-
tified their absolute configurations, and explored their pharmacological pro-
perties (2). In this communication we describe the results of antihistaminic
and anticholinergic evaluation of these isomers.

(*) This study was supported by Grants EC-00115-04, HE-12740-03 and GM-17859-
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