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ITenp pabGoThHI: HACTOANIMM HCCIEIOBAaHHEM
SBWIOCHh W3y4YEHHE HEUPOIPOTEKTOPHBIX CBOMCTB
HoBoro naruduropa Na'/H* oomennunka 1 nzodopmsl
(NHE-1) coenuuaennst PY-1355 npu KypcoBoM BBejie-
HUU KpBICaM € OCTpenepdy3nOHHBIMHU MOBPEKICHHU-
SIMU.

Marepuanbl ¥ MeTOABI MICCIETOBAHMA: HC-
clefoBaHUs BBITONHEHBHI Ha 40 Kpbicax-caMKax ¢
3HJIOBACKYJISIpHON 60-TH MUHYTHOU OKKJTIO3HUEH ¢ TI0-
crenymleit penepdysueii JIeBoil cpeHeit MO3roBoi
aprepun (OJICMA) (Koizumi, 1986; Longa, 1989;
Belayev, 1996). ’)KuBoTHBIX Aenmmin Ha KOHTPOJIb-
HEIE: 1-2 TpyIIIEI — «JI0KHOOIIepupoBaHHEIe» (n=10)
U «KoHTpoJb-utiemust/penepdysust (UP)» (n=10) -
kuBOTHEIM 0e3 u ¢ OJICMA, cooTBETCTBEHHO, 0€3
JIeueHusl; M OnbITHRIE — 3-4 rpynmbl «IP+BemecTBo»
kuBOTHEIM ¢ OJICMA BBOoguiu coeauHeHmne PY-—
1355 (1,12 mr/kr/cyt, B/B, n=10) u mmua (800 Mr/
Kr/cyT, B/0p, n=10) 3a 10 MuHYT 10 perniepdy3un 1 B
TeueHue nocnenyroumx 7 aHeil. MccnenoBanue He-
BPOJIOTHYECKUAX HapyLIeHuH mpoBogwin Ha 1, 3 u 7
cytku (mkana ['apcus) u Ha 1, 3, 7, 14, 21, 28 cyTku
(anre3sMBHBIN TECT U TECT KBBITSATUBAHUS SI3BIKAY) T1O-
crpenepPy3nOHHBIX TOBpekAeHUN. OpHUEHTHPOBOY-
HO-HCCJIEJIOBATENIbCKOE MOBEICHNUE U 3aIlUTHO-000-
poHHTeNbHBIE peakuuu (TecT «OTKpBITOE TMONIe») y
JKUBOTHBIX m3ydanm Ha 1, 7, 14, 21, 28 cyTku nocie
oneparuu. CTarucTHIecKyro 00paboTKy JaHHBIX ITPOBO-
T C WCTIONB30BaHMeM Makera mporpamm «GraphPad.
Prism.5.0» (CILIA).

PesynbraThl: bpl10 [10KA3aHO, YTO COEIMHEHUE
PVY-1355 u npenapar cpaBHEHHSI NULH Y KUBOTHBIX
¢ OJICMA OsbicTpee BOCCTaHABIMBAJIN HEBPOJIOTH-
YeCcKyl0 CHUMIITOMAaTuKy (mkana I'apcma) m mpeBoc-
XOIMJIM pe3yJbTaThl KOHTPOJIBHBIX JKMBOTHBIX Ha |
cytku Ha 17% u 16% coorBerctBenno (p<0,05), Ha
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Purpose of the work was the investigation of
neuroprotective properties of a new inhibitor of Na*/
H* exchanger of 1 isoform (NHE-1) of RU-1355 com-
pound in the course administration to rats with postre-
perfusion affections.

Materials and methods of the study: the inves-
tigations were carried out using 40 female rats with
endovascular 60 minute occlusion with the further
reperfusion of the left medium cerebral artery (OL-
MCA) (Koizumi, 1986; Longa, 1989; Belayev, 1996).
The animals were divided into control: 1-2 groups of
sham operated (n=10) and control-ischemia/reperfu-
sion (IR) (n=10) — animals without and with OLMCA
correspondingly without treatment; and experimental
3-4 groups “IR+substance” to animals with OLMCA
injected RU-1355 compound (1.12 mg/kg/day, n=10)
and glycine (800 mg/kg/day, n=10) 10 minutes before
the reperfusion and during the following 7 days. The
study of neurological disturbances was carried out on
the 1%, 3, and 7" days (Garcia scale) and postperfu-
sion damages on the 1%, 3 7% 14t 21 28t days
(adhesive test and tongue protrusion test). Orienta-
tional and exploratory behavior and protective reac-
tions (open field test) of animals were studied on the
Ist, 7t 14t 21t 28" days after the operation. The data
were statistically processed with the use of GraphPad.
Prism 5.0 program (USA).

Results: we have shown, that RU-1355 com-
pound and glycine comparison drug in the animals
with OLMCA faster restored a neurologic symptoms
(Garcia scale), and exceeded the results of the control
animals on the 1* day by 17% and 16% correspond-
ingly (p<0.05), and equally by 18% on the 3™ day.
Test for the tongue discoordination during the whole
period of the observation showed that RU-1355 com-
pound improved a motion function (augmented the



ﬂesaaanmauuﬂ pas3siu4Ho20 2eHe3a u nymu ee dmpmaKonoauqea(oﬁ KoppeKkyuu

3 cyTku - oguHakoBo Ha 18% (p>0,05). B Tecte Ha
SI3BIKOBYIO JTUCKOOPJMHALIMIO Ha MPOTSKEHUH BCETO
nepuoaa HaOmoneHus coenuHenue PY-1355 ymyu-
[IaJI0 IBUTATEIbHYI0 (YHKUIUIO (YBEIUYUBAIO KOJIH-
YeCTBO CIIM3aHHOTO apaxHCcOBOTO Maciia), MprUOnmxKa-
sIChb K JIOONEPALlMOHHOMY YPOBHIO M IPEBOCXOIUIIO
3¢ deKT, y KpbIc He mony4yaBimux Bemectsa (p<0,05),
a Tak ke neiicreue mmuuHa (p>0,05). [Ipu KypcoBom
BBeAecHUN coennHeHus PY-1355 B Teuenue 7 aHeit
nocne okkmo3un OJICMA Obuto TOKa3aHO BOCCTa-
HOBJICHHE HapyIIEHUS YyBCTBUTEIBHOCTH M MOTOp-
HOW (pyHKIMM Jambl ¢ KOHTPIATepalbHOW CTOPOHHI,
YTO MPOSIBISUIOCH OoJiee OBICTPBIM OCBOOOXKICHHEM
KpBICHI OT JIMIIKOW JIEHTHI B aAre3uBHoM Tecte. Hau-
Ooyilee MaKCUMAaJbHBIM M CTaTUCTUYECKH 3HAUYUMBIH
3 QeKT y uccieayeMblx COeqUHEHUH HaOmonan Ha
4 u 3 Hemenu mocTtpenep(y3HOHHBIX TOBPEXKACHHH.
Tak npu npumenennn coequuenust PY-1355 nat6mio-
JaIy yaydllleHHEe HEBPOJOTHYECKON CHMIITOMATHKH
Ha 3 Hexenu Ha 36% (p>0,05), a Ha 4 Henemt — HaA 52
% (p<0,05) Mo OTHOIICHWIO K HWBOTHBIM KOHTPOJLHOM
rpyrmsl 6e3 sedenwst. [lonoOnbii sddexr ObLT ToKasaH u
y mmimHa. B Tecte «OTkphITOE Monie» depe3 24 yaca
nociie okkmo3un OJICMA Bo Bcex 3KCIIEpUMEHTANb-
HBIX TPYINaxX BBISBISAIN BBIpaKEHHBbIE HapYyIICHUS
MoBeJIeHYeCKNX peakiuil kpeic. Co BTOpoH Hememnu
noctpenepdy3nOHHOTO EpHOAa OTMEIAIOCh JOCTO-
BEpPHOE IOJIOKUTEIBHOE JICHCTBHE BBEACHUS COEIU-
Henue PY1355 u mmnuna, mposBisSIOIeecs MOCTe-
IIEHHON HOpMalu3alued MOBEACHUECKUX PEaKIUi y
SKCIEPUMEHTAIBHBIX KMBOTHBIX. [loBeneHueckue
peaknuyu B TPYNINE XKUBOTHBIX «HUILEMHUS/pernepdy-
3WsD» HE BOCCTAHABIINBAJIKCh.

BriBogpbr: coequnenue PY-1355 npu kypcoBom
BHYTPHBEHHOM BBEZICHWH B 03¢ 1,12 MI/KT B CYyTKH
Ha Mozaenu 60 munyTHON OJICMA c mocnenytomieit
penepdy3ueil cnocoOCTByeT KakK MPEPHIBAHUIO OBI-
CTPBIX MEXaHM3MOB HEKPOTHYECKOM THOENTN Tak M
YMEHBILIAET OTJaJICHHBIE TTOCIEACTBUS ocTpenepdy-
3HMOHHOTO TTOBPEKIEHHS TOJIOBHOTO MO3Ta.
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quantity of licked off peanut butter) and approached
to the pre-operational level and exceeded the effect in
rats which did not receive the substance (p<0.05) and
the action of glycine (p>0.05). In the setting of the
course injection of RU-1355 compound during 7 days
after the occlusion of LMCA the restoration of sensi-
tivity disturbance and motor function of a limb with
counterlateral side were shown with faster rat release
from a gluing strip in adhesion test. The maximum
and statistically significant effect of the compounds
under study was observed on the 4" and 3™ weeks of
post-reperfusion affections. So, while applying RU-
1355 compound we observed the improvement of
neurological symptoms for 3 weeks by 36% (p>0.05),
and for 4 weeks by 52% (p>0.05) in relation to the
animals of control group without a treatment. Glycine
showed the similar effect. In the open field test in 24
hour after the occlusion of LMCA in all experimen-
tal groups we revealed signified disturbances of be-
havioral reactions of rats. Beginning with the second
week of post-reperfusion period we noted a relevant
positive action of RU-1355 compound and glycine
injection which exhibit the gradual normalization
of behavioral reactions of the experimental animals.
Behavioral reactions in the animal group “ischemia/
reperfusion” did not restored.

Conclusions: RU-1355 compound in a course
intravenous injection at dose 1.12 mg/kg per day on
a model of 60 minute OLMCA with further reperfu-
sion conduces the break of fast mechanisms of necrot-
ic death, as well as reduces distant consequences of
post-perfusion affections of the brain.



