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Chromatographic behaviour of several chiral 1,4-disubstituted
piperazine derivatives with hypnotic-sedative activity has
been examined on amylose tris-
(3,5-dimethylphenyl)carbamate (Chiralpak AD) with hexane-
isopropanol and hexane-ethanol mobile phases and the results
were compared with those obtained on cellulose tris-
(4-methylbenzoate) (Chiralcel OJ). On Chiralpak AD column
the chiral resolution has been obtained for 10 out of 11 tested
compounds whereas on Chiralcel OJ 3 compounds remained
unresolved. Mobile phase influence on enantioselectivity was
more pronounced on Chiralpak than on Chiralcel stationary
phase. The difference between the stationary phases lies in
that amylose has helical while cellulose linear structure and
amylose carbamate (contrary to cellulose benzoate) may serve
as hydrogen bond donor. As a result for both stationary phase
types one can observe different mobile phase influence on
stereoelectronic interactions between analite and stationary
phase.
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MOIETIES AS S-HTIA, 5-HT2A, 5-HT7 RECEPT-
OR LIGANDS
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Based on our previous systematic studies on the structure-
activity relationships in arylalkylpiperazine group of seroton-
in receptor ligands [1-3] we designed and synthesized a set of
new 8-alkoxy-1,3-dimethyl-purine-2,6-dione derivatives with
7-(4-phenyl-1-pipera-zinyl)-alkyl and
7-(4-tetrahydroisoquinolinyl)-alkyl moieties. Previously ob-
tained
1,3-dimethyl-7-(3-chloroalkyl)-8-alkoxy-purine-2,6-diones,

in the reaction with appropriate piperazine derivatives and
1,2,3,4-tetrahydroisoquinoline yielded final products, which
were then converted into water soluble hydrochloride salts.
The purity of the compounds were controlled by TLC, the
structures were confirmed by spectral (lH—NMR, MS, UV),
and C, H, N analyses.
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The new compounds were tested in competition binding ex-
periments for 5—HT1A,

S-HT2 and S-HT7 receptors. It was found that some of
7-(4-pﬁenylpiperazinyl)-butyl derivatives were  potent
5-HT , and/or 5-HT  receptor ligands (K = 11-28 nM), and

also ﬁ&hly active 5-I%IAF ligands (K = 75-90 nM). The com-
pound with 7-(4—tetra—hydr0isoquinlolinyl)-butyl moiety was
selective 5—HT7 receptor ligand (Ki =106 nM) with moderate
5-HT , and low S—HT2 receptor affinity. Some behavioral
models demonstrated that selected compounds may be classi-
fied as partial agonists of 5-HTlA receptor.
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