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CEKIIUA 1
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Blood supply disorders and myocardial hypoxia determine the pathogenesis of the ischemic
heart disease. There are a lot of factors confirming heart dysfunction and cardiac hemodynamics
disorders not only in case of hypoxia but also after restoration of myocardial perfusion and at its
early stage. Therefore, searching for and developing new cardioprotective agents having an
antihypoxic and metabolic effect is an urgent issue for present-day medicine and pharmaceutics
[1,3]. A new compound, original spirocyclic oxindole derivative (hereinafter referred to as com-
pound 77), can be considered a promising agent to this end. It was synthesized the compound that
became the leader out of other 28 original spirocyclic oxindole derivatives due to its high
antihypoxic activity on the basis of standard tests.

Objective of the study: studying the cardioprotective effect of compound 77 on myocardial
affection models characterized by early pathogenesis.

Materials and methods. The study was conducted on male outbred albino rats with the
weight of 200-220 g. Compound 77 was administered in the effective dose of 5 mg/kg. The refer-
ence drug (Mexidol by Pharmasoft, Russia) was injected in the dose of 100 mg/kg. The animals
were kept in a vivarium under standard conditions according to the principles of GLP. Provisions of
the EU Council Directive regarding the protection of animals used for experimental and other scien-
tific purposes were met. The cardioprotective activity was studied on the myocardial infarction (Ml)
model by means of diathermy coagulation of the coronary artery marginal branch and on the isopro-
terenol-induced myocarditis model [2].

Results and discussion. Ml as a result of diathermy coagulation of the marginal branch of the
left coronary artery is characterized by a high mortality. The mortality rate in the control group
amounted to 70% in 12 hours and 96.7% in 72 hours. Compound R-77-371 and Mexidol reliably
reduced the mortality rate in rats by 40%. Ischemic changes in the ECG with the atrioventricular
node rhythm and bradycardia characteristic of MI were observed in the animals from the control
group. The compound 77 and Mexidol therapy normalized the heart rate, restored the sinus rhythm
and stabilized other ECG indices.

Based on the acute isoproterenol-induced myocarditis model, compound 77 substantially re-
duces the activity of cytolysis processes in myocardium, has a potent antioxidant effect (inhibits
lipid peroxidation, which confirms the reduction in the contents of thiobarbituric acid and diene
conjugates) and amplifies the antioxidant protection (catalase activity and contents of reduced gluta-
thione).

Conclusions. According to preclinical results, compound 77 in the dose of 5 mg/kg has an
evident cardioprotective activity. Based on the MI model, the efficacy of compound 77 is equal to
that of Mexidol in the dose of 100 mg/kg. The cardioprotective activity of compound 77 confirmed
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by the ECG indices is related to the potent antioxidant effect of the substance. In addition to
cardioprotective effect, compound 77 has an antioxidant and membrane-protective effect based on
the acute isoproterenol-induced model.
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OAPMAKOTEXHOJIOTHYECKOE MUCCIEIJOBAHUE OKCTPAKTA IOJIBIHU
rOPLKOM TPABBI
I'bOVY BIIO III'®A Munszapasa Poccuy, r.llepmb

B nocneanee BpeMs B apmanuy U MEAMLMHE BCE OOJBIIYIO MOMYJISIPHOCTh MPHOOpETaeT
JIEKapCTBEHHbIE CPEJCTBA U CHIPbE PACTUTEIHHOIO M KUBOTHOTO MPOUCXOXKICHHUS, COJCpKALIUE B
Ka4ecTBE BEAYIIMX TPYII OMooTH4ecKy akTuBHbIe BemiecTBa (BAB) (haBoHOM B, KOTOpBIE OTHO-
CSITCS 10 COBPEMEHHOM KiaccupuKanuu K (eHOJIbHBIM COCTUHEHUSM.

borareiM 1 mepcrneKTUBHBIM UCTOYHUKOM (DIIABOHOUIOB SIBIISICTCS TPaBa IMOJIIHU TOPHKON
(Artemisia absinthium L.), cemeiictBa ActpoBbix (Asteraceae). B cBsi3u ¢ 3TuM, BechbMa aKTyaslb-
HBIM SBJISIETCS KOMILIEKCHOE (hapMaKOTHOCTUYECKOE HMCCIIEJOBAHUE CHIPbEBBIX UCTOYHUKOB U (PU-
3MKO-XUMHUECKOE HCCle0BaHne ()IaBaHOMIOB ChIphsi MOJBIHU TOPHKOHM, a Takke 00OCHOBaHME
1eJIeCO00pa3HOCTH pa3pabOTKU CYXOTO 3KCTPaKTa M ero (papMakOTHOCTHYECKOE U TEXHOJOTHYe-
CKO€ UCCIIeIOBaHHE.

esabro HacTosel pabOThHI ABISAAIOCH pa3padOTKa TEXHOJIOTUHU IMOJYyYEHUs CYXOTO JKC-
TPaKTa ¥ €ro KOMILIEKCHOE (hapMaKOTEXHOJIOTUYECKOE HCCIIE0BaHNUE.

O0beKTaMM HCCIEOBAHUS CIYKUIM CyXH€ ODKCTPAKThl BOJHBIM W OSTHJIALETATHBIMH,
MOJIy4E€HHBIE U3 TPABbI MOJIBIHU TOPHKOH.

Jlis pelieHus MOCTABJICHHBIX 3aad HamMH OBbLI TMOJIy4EH CYXOHM 3KCTPakT W3 TpPaBbl II.
ropbkoit, coOpanHoii B JloOpsiHckoM paiioHe IlepMckoro kpasi B OKPeCTHOCTSIX ceja 3alecHOoE.
Cripbe cobpano 8 asrycra 2012r.

Hccaenyemble 5KCTpakThl mosydeHsl no Metoguke: 500 r M3MeabueHHOTO M MPOCESHHOTO
CKBO3b CUTO 2 MM PacCTHTEIILHOTO MaTepHaia (TpaBa I. TOPbKOi) MOMEIIATH B MEPKOJISATOP, 3aTH-
BaJIM MATUKPAaTHBIM 00beMoM 3TaHoia 50% (1500mi) m HacTamBamy B TEUCHHE YETHIPEX YacOB
(9KCTpaKIMIO POBOAWIH 2 pa3a). M3BiedeHus mpoue:KUBaIu U 00bEUHSIIH; YIIapUBAIU HA POTa-
nroHHoM ucnaputene mapku MP-1 no 1/5 ot mpensapurensHoro oosema (500mi). Temubiit pac-
TBOp OT(GUILTPOBBIBAIN uepe3 GuibTp. Jlanee mpoBOAMIN KUIKOCTh-)KUIKOCTHYIO 3KCTPAKLIHUIO
cMechio atmianerara u tanosia 95% B coorHomennu 9:1 (500Mi1), SKCTpAKIIUIO IPOBOIUIN TPEX-
kpatHo. [lonyueHHbIe BOIHOE M 3TUIIALIETaTHOE U3BIeueHus crymanu Ha MP-1. I'ycTbie 3KcTpaKThl
BBIJICPXKMBAIIM B CYIIHILHOM mKady mpH Temieparype He 6omee 60°C 10 MOTHOrO yaaneHus KCT-
parentar (MunuHa).

[TonmydyeHHble cyxue BOJHBIA M 3TUIALETATHBIA KCTPAKThl COOTBETCTBYIOT CIEAYIOIIEMY
ONHCAHUIO!

- BOJAHBII 3KCTPAKT II. TOPHKON CyX0il mpeacTaBisier co0oi aMop(HbIA MOPOIIOK CBETIO-
KOPHUYHEBOTO 1IBETa C OEKEBBIM OTTEHKOM CJIaJIKOBATOr0 BKYCa CO CIIEU(UUIECKUM 3aaxoM;
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