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Abstract:

Our previously conducted pharmacological investigations led us to discovery of the strong local anesthetic activity of the compound

KP-23RS. The following studies revealed that its R- and S-diasteroisomers had different activity in the local anesthetic,

anti-aggregating, anti-arrhythmic and spasmolytic tests. Also the influence of KP-23RS and its diastereoisomers on the cyclic

adenosine monophosphate (AMP) generating system was described. In the present study, anti-inflammatory and analgesic effects of

these compounds were investigated in hind paw edema test, Randall’s analgesia test and hot-plate test. Also the spasmolytic activity

and the influence on the stomach mucous membrane were examined. All of these compounds had an anti-inflammatory and

analgesic activity in hot-plate test and in Randall’s test. Moreover, compound KP-23R showed spasmolytic activity. None of the

investigated compounds induced damage of the mucous membrane of the rat stomach.
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Introduction

Activity of local anesthetics (LA) has been a subject

of intense studies during the last years. There has

been considerable interest in structural studies of LA

for a variety of their pharmacological and microbio-

logical activities, especially for their platelet anti-

aggregating, anti-arrhythmic, anti-inflammatory, anal-

gesic, anticonvulsant, antifungal and antibacterial

properties [15, 16, 18, 24, 26, 39, 41, 55]. The starting

point for the investigations described in this paper

was the observation from a preliminary pharmacologi-

cal screening that the compound (–)-4-[2-hydroxy-

3-(N-isopropylamino)-propoxyimino]-cis-carane hy-

drochloride (KP-23RS) and its R- and S-diastereoiso-

mers revealed the most efficient local anesthetic ac-

tivity when applied into the conjuctival sac of guinea

pig. The stereoisomers display high structural similar-

ity, as they have identical absolute conformation of

the lipophilic carane moiety (responsible for the inter-

action with the membrane), but opposite conforma-

tion of the chiral center of the side chain (responsible

for receptor activity) [49]. The comparison of biologi-

cal properties of such structures is interesting both

from theoretical and practical point of view. The pre-

viously obtained results indicate that the hydroxy-

amine carane derivative KP-23RS and its R- and S-di-

astereoisomers demonstrated potent local anesthetic

properties, (their experimentally established EC�� val-

ues when applied into the conjuctival sac of guinea

pig were 0.42, 0.45, 0.67%, respectively) [35]. The

effect of the tested compounds was stronger than that

of lidocaine (EC�� = 0.86%). Special attention should

be paid to diastereoisomer KP-23R, which exhibited
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