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As an extension of our work on the development of anticancer
agents, we synthesized the series of new derivatives of betulin 2 pos-
sessing one or two acetylenic functions. Betulin was isolated from
the birch bark and then was oxidized to betulonic acid (R= O=,
R’=COOH) and betulinic acid (R=OH. R’=COOH). Compounds 1
in the reactions with acetylenecarboxylic acids or acetylenehalides
were converted into the corresponding mono- and diesters or ether
derivatives 2.
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The obtained compounds were tested for their anticancer activity in

vitro against the cells of human and murine cancer cell lines.

[1] T.G.Tolstikova, I.V.Sorokina, G.A. Tolstikov, O.B.Flekhter,
Russ.J.Bioorg.Chem ., 32 (2006) 37-49.

2] Y .Bi, J.Xu, X.Wu, W.Ye, S.Yuan, L.Zhang,
Bioorg. Med.Chem.Lett ., 17 (2007)
1475-1478.
[3] S.F.Vasilevsky, A.L.Govdi, E.E.Shults, M.M.Shakirov,
1.V.Sorokina, T.G.Tolstikova, D.S.Baev, G.A.Tolstikov,
1.V.Alabugin, Bioorg.Med.Chem., 17 (2009) 5164-5169.

17:00 Poster 12

Synthesis of long-chain arylpiperazine theophylline de-
rivatives as potential 5-HT7 and 5-HT6 receptors ligands

Grazyna Chioﬁ-Rzepal, Malgorzata Harlaczl, Pawet Zmudzkil,
Maciej Pawiowskil, Andrzej J. Bojarskiz, Beata Duszyr’lskas, An-
eta Kozi013

1. Jagiellonian University, Collegium Medicum, Department of
Pharmaceutical Chemistry, Medyczna 9, Krakow 30-688, Poland
2. Polish Academy of Sciences. Institute of Pharmacology, Smetna
12, Krakéw 31-343, Poland 3. Institute of Pharmacology Polish
Academy of Sciences, Department of Medicinal Chemistry,
Smetna 12, Krakow 31-343, Poland

e-mail: mfchlon@cyf-kr.edu.pl

The role of 5-HT  and 5-HT2A receptors in the pathogenesis of
neuropsychiatric disorders is well known. However the most re-
cently identified serotonin receptor subtypes: 5-HT6 and 5-HT7 are
also reported to have importance in the control of many CNS func-
tions (thermoregulation, circadian rhythms) and dysfunction like mi-
graine, epilepsy and depression [1]. It has been postulated that
5-HTe ligands may afford useful therapies for the treatment of

obesity, as well as cognitive enhancement in schizophrenia and

Alzheimer's disease [2].

In the field of serotonergics we have concentrated on the develop-
ment of long-chain arylpiperazines (LCPs) theophylline derivatives
which were active at 5-HT 5-HT2A and 5-HT_ receptors [3, 4].
Among them the 8-alkoxy derivatives of 1,3-dimethyl-7- (4-ary-
Ipiperazinylalkyl)-3,7-dihydropurine-2,6-dione proved to be potent
ligands for these receptors and showed anxiolytic and antidepressant
activities in vivo models [4]. To continue our research and extend
the study on 5-HT receptors we designed and synthesized series of
the new analogues by modification of the substituent in position 8 of
the purine-2,6-dione core. Additionally the p-fluoro substituent was
introduced into the phenyl ring.
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The new analogues are under evaluation for their affinity to the
S-HT7 and S-HT6 receptors. The structure-activity relationship
(SAR) will be discussed.
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ZL-S, namely the 4-({3-[2-(dimethylamino)ethyl]-1H-indol-5-yl}-
methyl)-1,3-oxazolidin-2-one is very potent serotonine receptor in-
hibitor. The primary objectivev ot this research was to study the de-
gradation behaviour ofZL-S under different stress conditionsby
HPLC with UV detection and to establish stability of this drug sub-
stance. The secondary was to establish the stability indicating HPLC
methods for assessment of purity and content of ZL-S.
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