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B psae ciayyaeB npu co3gaHUM HOBBIX JIeKap-
CTBEHHBIX CPEACTB HCIIOIB3YyeTCs CIeHUPpHUSCKUit
MeTo (hapMalleBTHUSCKOW aJbTepHATUBHI. JlaHHBIM
METO/I 3aKJIF04aeTCs B ONTHMHU3ALIMY [TOKa3aTeneil uc-
XOJTHOM MOJIEKYJIHI 32 CYET U3MEHEHHs ee coneobpa-
3YIOIIUX KOMIIOHEHTOB MJIM JICKAPCTBEHHOH (OPMBIL.
B mpenpiaynmx uccienoBaHusX Ha 0aze kadeapsl
(apmakonoruu BonrT'MY Obuio paspaboraHo co-
elIMHEHHEe U3 psla KOHACHCHPOBAaHHBIX a30JI0B, C
BeIpKeHHOM 5-HT,, -aHTaroHUCTHYeCKOM aKTHBHO-
cthio [1,2]. OnHako i HEro ObLIa OTMEUYECHA HENO-
CTaToyHasi CTOMKOCTH IMPH JUIUTENBHOM XpaHEHHUH, B
CBSI3M C YeM cTajia LenecoodpasHa pa3paboTka Ooinee
CTOMKOI0, B YCJIOBHSX KOMHATHOTO TeMIIepaTypHOTO
pexxuma, coenuHeHus. Ha ocHoBaHMM 3TOTO OBUIH
CUHTE3UPOBAHBI JTUTHPOXJIOPUI U AUTHAPOOPOMUL
HUCXOJHOMN MOJIEKYJIBI.

ITenr paboThl: UCCNENOBaTh OKBUBAJICHT-
HOCTb AHTHUCEPOTOHHMHOBOIO JEHCTBHUA pa3nUYHBIX
COJIEBBIX TIPOM3BOJIHBIX, paHee BbisiBIeHHOTO 5-HT, -
AHTaroHHCTA.

Marepuanbl M MeTOAbI MCCIETOBAHWA: H3-
y4YeHUE 5-HT2 ,~AKTUBHOCTH TPOBOAWIIOCH C WC-
MOJIb30BaHUEM METOJla CEepPOTOHHMH-MHIYLNPOBaH-
HOTO CIa3MOT€HHOTO OTBETa M30JMPOBAHHON MaTKH
Kpblc. McenenoBanus MPOBOIMIM C HCTIONIb30BaHUEM
oydepa Jle YKanoHa ¢ MOCTOSHHOW OKCUTEHAIMEH U
tepMocTarupoBanuem npu 24 °C. O6 ypoBHE aHTH-
CEPOTOHMHOBOTO JEHCTBUS CYINIHN MO BOBMOKHOCTH
YCTpaHEHHs] CEPOTOHMH-MHIYIIMPOBAHHOTO CIa3zma
HCCIENyEeMBIMH BellecTBaMH, B KoHIeHTpauuu 0,1
MKkMonbs. Perucrpanysi COKpaTHUTEIBHOIO OTBETA
MIPOBOJIMIIACH C UCTIONB30BaHMUEM YCTAHOBKH JIJIS M30-
JMPOBAHHBIX OPraHOB, M30TOHWYECKOTO MaTyuKka U
camorucnia (“UnirecordUgoBasile”, Uranus). Cra-
TUCTHYECKass 00paboTKa MPOBOAMIIACE B MPOTpaMMe
GraphPad Prism v. 5.0.

Pesynprarbl: XJIOp- U OPOMIPOU3BOJHEBIE U3-
ydqaeMoil MoJekynbl B koHueHTpauuu 0,1 mMxMonb
BBI3BIBAJIM CHIDKEHHE CIa3MOreHHOro 3¢ddekra ce-
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In some cases while producing the new drugs
using a specific method of pharmaceutical alterna-
tives is used. This method is to optimize the perfor-
mance of the initial molecules due to changes in its
salt-forming components or dosage form. Previous
studies at the Department of Pharmacology of Vol-
gograd State Medical University provided the pro-
duction of a a fused azoles analogue, with a signified
5-HT2A antagonist activity. However, we noted the
lack of long-term storage stability, and therefore the
working out of a more stable compound at room tem-
perature became reasonable. On this basis we have
synthesized dihydrochloride and dihydrobromide of
the original molecule.

Purpose of the work was to explore the equiva-
lence of anti-serotonin action of various salt deriva-
tives of a previously identified 5S-HT2A antagonist.

Materials and methods of the study: the inves-
tigation of 5-HT2A-activity was conducted using the
method of serotonin-induced spasmogenic response
of an isolated rat dam. The nvestigations were car-
ried out using a buffer of De Jalognes with constant
oxygenation and incubation at 24 ° C. The level of
the anti-serotonin action was evaluated by eliminat-
ing the possibility of serotonin-induced spasm with
the test substance at a concentration of 0.1 umol. Reg-
istration of contractile response was carried out using
the apparatus for isolated organs, isotonic transducer
and recorder («UnirecordUgoBasiley, Italy). Statistic
analysis was carried out using GraphPad Prism v. 5.0
program.

Results. chlorinated and bromine derivatives
of the molecule under study in a concentration of 0.1
umol caused a decrease of spasmogenic effect of se-
rotonin on the isolated rat dam. When studying the
dose-dependent effect of serotonin in the presence of
a compound we marked shift of the characteristic S-
curve to the right. It corresponds to a standard curve
of the reversible binding of ligands antagonists. The
LogEC50 indicator of serotonin action in the presence



ﬂesaaanmauuﬂ pas3siu4Ho20 2eHe3a u nymu ee dmpmaKonoauqea(oﬁ KoppeKkyuu

POTOHMHA Ha M30JIMPOBaHHON Marke Kpsic. Ilpu mo-
303aBHCHMOM HW3y4Y€HHHM BIUSHHUS CEPOTOHHMHA B
MIPUCYTCTBUM COEIMHEHHS] OTMEUalcs CABUT BIPABO
XapaKkTepHOH S-00pa3HOW KPHUBOM, COOTBETCTBYIO-
UK CTaHJAPTHOM KpUBOW 0OpaTHMOTO CBS3bIBA-
HUS JINTaHI0B-aHTAaroHUcToB. [Ipu 3ToM mokasarenb
LogEC50 nelictBus ceporonnHa B npucytcrsun 0,1
MKMonb anst ruapoxiopuaa cocrarun -6,0+£0,06, a
Uit tupoopomuna -5,3+0,14. B nanpHeimmx mccie-
JOBaHHUAX Obla TMOKa3aHa OoJblnas CTaOMIBHOCTH
JAHHBIX COEJUHEHHUU MpHU JUIUTEIHHOM XPAaHEHUU B
KOMHATHBIX yCIOBUAX. TakuM o0pazoM, MoAUUIIH-
pPOBaHHBIE MO MPHHUUNAM (apMaeBTHUECKON ajb-
TEPHATUBBl COEIMHEHUS COXPAHSIOT CBOW BBICOKHIA
AQHTHUCEPOTOHWHOBBIN MOTEHIMAJ, HO MPHOOPETAIOT
CBOMCTBa OOJbIICH CTAOMIBHOCTH.

BeiBoasl: ¢ moMoIIbl0 MeToAa (apMaleBTH-
YECKOW aJIbTepHATUBBI OBUIM BBISIBICHBI HOBBIE CO-
eIMHEeHUs1 ¢ Ooee BBHICOKMMH IOKAa3aTelsiMU XHMH-
Yyeckoil ycrodumBocTH. llomydeHHbIE naHHBIE 00
9KBUBAJIEHTHOCTH aHTHUCEPOTOHUHOBHIX 3((PEKTOB
M3y4aeMbIX COEIMHEHMH MOKa3bIBAlOT UX IMepCHeK-
TUBHOCTD JUIA JaJIbHEHIINX HCCIIeJOBaHUH.
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of 0.1 umol of HCI amounted to -6.0 = 0.06, and for
the hydrobromide -5.3 + 0.14. Further research has
shown a high stability of these compounds during a
long-term storage in ambient conditions. Thus, com-
pounds modified according to the principles of the
pharmaceutical alternative retain their high anti-sero-
tonin potential, but acquire the properties of greater
stability.

Conclusions: using the method of pharma-
ceutical alternatives we identified new compounds
with higher chemical resistance. The findings about
the equivalence of anti-serotonin effects of the com-
pounds studied show their prospects for future re-
search.



