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U3YYEHUE BANAHNA COEAUHEHNA K-8 HA YCTOUYMNBOCTb KPbIC
K UMMOBUNTN3ALNOHHO-BOJIEBOMY CTPECCOPHOMY BO3AENCTBUIO
MPU BJTIOKAAE NO-CUHTA3
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INTHE SETTING OF NO-SYNTHASES BLOCKING
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[Ipu cTpecce 3HaYUTENHFHOE MOBBIILIEHUE KOH-
LEHTPaLKX TOPMOHOB (KaTeX0JIaMHUHOB, TITIIOKOKOPTH-
KOUZIOB U Jp.) B KPOBU MPUBOAMT K PA3BUTHIO Paz-
JUYHBIX MAaTOJIOTHYECKUX COCTOSHHUM, B TOM YHUCIIE
apTepUaNbHON THNEPTEH3MH, HapyIICHHAM cepled-
HOTO PUTMa, CHUKEHHUIO COKPaTUMOCTH MHOKapAa u
T.1. HexenarenbHble 3¢)(exTsl H30BITOYHON aKTHBA-
LUK CTPECC-PEAIN3YIOIIUX CHUCTEM MOAYIUPYIOTCS
CTPECC-TUMUTHPYIOLIMMH, OCHOBHOH M3 KOTOPBIX
SIBJISIETCSL CHCTEMa OKCHIa a3oTa. B cBs3M ¢ 3THM
MPEACTABISACTCS NEPCIEKTUBHBIM CO3IaHUE U pa3pa-
0O0TKa HOBBIX BELIECTB Ul OTPaHUYEHHS CTPECCOp-
HOTO TOBPEXACHUs MUOKapna, Bausomux Ha NO-
€Pru4ecKyIo CUCTEMY.

ITenpio HACTOSIIErO HCCIENOBAHUS SBUIOCH
u3ydeHue BIUSHUS (4-OpoMGeHNT)ITHINACHTUIPa-
3ua 2-[6-metui-1-(tueran-3-un)ypauui-3-mi| yk-
CYCHOHM KHCIIOTBI — CO€MHEHHS I10J] 1ab0opaTopHBIM
mmdpom K-8 — Ha ycTOHUNBOCTB KUBOTHBIX K 24-X
4acOBOMY MMMOOHMIN3aIIMOHHO-00IEBOMY CTPECCOP-
HOMY BO3ICHCTBUIO B YCJIOBHUSX OJOKaabl CHHTE3a
NO.

Marepuanbl M METOABI MCCIETOBAHMA: DKC-
MEPUMEHTHI MIPOBEICHBl Ha OECHOPOAHBIX KpBICAX-
camkax maccoit 200-250 r. Ctpecc MonmeaupoBaics
MOABELIMBAHUEM KHUBOTHOTO 33 JOPCATBHYIO KOXHYIO
mieliHyto cknaaky Ha 24 gaca. beuto copmupoBano
S rpynn: 1) uHTaKTHEIE )XUBOTHEIE (n=8); 2) cTpec-
CHPOBaHHBIE CAMKH, TTOJIyYaBIINE (PU3HOIOTHUECKUI
pactBop (n=8); 3) cTpeccupoBaHHbBIC KPBICHI, MOIY-
YaBIIMe HeceNeKTUBHBIA Onokatop NO-cunTaz L-
NAME B no3e 10 mr/kr (n=9); 4) crpeccupoBaHHbIE
KHBOTHBIE, TOJy4YaBILIHE UCCIEAYyEMOE COCIUHEHHIE B
nose 15 mr/kr (n=5) u 5) cTpeccupoBaHHBIE CAMKH,
nonyuyaBue 1 L-NAME, u uccnenyemoe coenvne-
Hue (n=8). Bce BemecTBa BBOIWIMCH BHYTPHOpIO-
LIMHHO A0 U 4epe3 12 yacoB mocie MOABEHIMBaHHA.
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In the setting of stress, a significant augmenta-
tion of hormones concentration (catecholamines, glu-
cocorticoids etc) in blood leads to the development of
various pathological conditions, including hyperten-
sion, cardiac arrhythmias, decreased myocardial con-
tractility, etc. Adverse effects of excessive activation
of stress implementing systems are modulated with
stress-limiting, the principal one of which is the sys-
tem of nitric oxide. In this regard, it seems promising
the creation and development of new agents to limit
the stress myocardial damage which affects a NO-
ergic system.

Purpose of this work was to investigate the
influence of (4-bromophenyl) ethylidene hydrazide
2- [6-methyl-1-(thiethanes-3-yl) uracil-3-yl] acetic
acid, a compound with a laboratory code K-8, on the
animals resistance to 24 hour immobilization and no-
ciceptive stress influence in the conditions of NO syn-
thesis blocking.

Materials and methods of the study: the runs
involved outbred female rats weighed 200-250 g.
Stress was modeled by the hanging up of an animal
for the dorsal skin neck fold for 24 hours. We have
formed 5 groups: 1) intact animals (n=8); 2) stressed
female rats which were given with a physiological
solution (n=8); 3) stressed animals which were given
with the compound under study at dose of 15 mg/kg
(n=5) and 5) stressed female rats which were given
with L-NAME and the compound under study (n=8).
All the substances were injected abdominally before
and after the 12 hours of hanging up. Arterial tension
was measured with the use of noninvasive measurer
Kent Scientific Corporation (Canada).

Results: we have found that the blocking of
nitric oxide synthesis leads to the reduction of ani-
mal resistance to stress. After 24-hour immobilization
nociceptive stress 7 of 9 rats treated with L-NAME
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ApTepuanbHOe JaBIEHUE H3MEPSUIOCH C TOMOIIBIO
npubopa a1t HemHBa3uBHOTO n3MepeHus Kent Scien-
tific Corporation (Kanana).

Pe3ynprarbl: yCTaHOBJICHO, YTO OJOKaAa CHH-
Te3a OKCHAA a30Ta MPHUBOIUT K CHIDKEHHIO YCTOM-
YUBOCTH XMBOTHBIX K CTpeccy: HpH 24-X 4acoBOM
HMMOOHIIM3alIMOHHO-00JIEBOM BO3JEHCTBUH TOTHO-
7 xpeic u3 9, monyyasmux L-NAME (77,8%). B
IpyIe KpbIC, KOTOPbIM BBOAMIM BemecTBo K-8 Ha
¢done nedunura NO, morudmu 3 u3 8 camok (37,5%)
(p<0,05), 9TO CBUAETEILCTBYET O MOBBIIIEHUN Y HUX
O] BIUSTHUEM HCCIIEAYEMOTO COSTUHEHUS yCTOWYH-
BOCTH K cTpeccy. CiyyaeB rubenu He HaOMI0AaIOCh
y MHTAaKTHBIX JKUBOTHBIX, CTPECCHPOBAaHHBIX CaMOK
KOHTPOJBHOH TPYNNBI M KpbIC, MOABEPraBIINXCS
CTPECCOPHOMY BO3ACHCTBHIO Ha ()OHE BBEICHUS CO-
ennnenus K-8.

B rpynme cTpeccupoBaHHBIX KPBIC KOHTPOJIb-
HOM rpynnsl cp. A/l yBennuuBanoch depe3 24 yaca
CTPECCOPHOTO BO3ACHCTBUSA Ha 7,4 % O CPaBHEHUIO
¢ ucxoaubMu AaHHbME (p<0,05), B TO Bpems Kak y
WHTAaKTHBIX CaMOK TOKa3areib cHWxaics Ha 7,3%.
VY cTpeccHpoBaHHBIX >KUBOTHBIX, MOMYYaBIIUX HC-
cienyeMoe coequHenue, cpAJl mpakTHyecKu He U3-
MEHSJIOCHh TI0 CPaBHEHHIO C HMCXOAHBIM YPOBHEM. Y
€MHCTBEHHO BBDKUBILIEH CaMKH, Nojiy4yaBlien L-
NAME, aprepuanbpHOe JaBlI€HHE HE ONPEAEISUIOCH.
B rpynmne >kHBOTHBIX, KOTOPBIM BBOAWIINA COEINHEHNE
K-8 Ha ¢one 6mokansr NO-cunTa3, cpAJl cHUXAIOCH
Ha 5,8 % OTHOCUTEIBHO MCXOAHOTO YPOBHS M OBLIO
JOCTOBEPHO HIDKE [0 CPAaBHEHMIO CO CTPECCUPOBAH-
HBIMHU KpbIicamH (p<0,05), 4T0, BEpOsATHO, yKa3bIBAET
Ha CIIOCOOHOCTB MCCIIEAYEMOTO COCANHEHNST HUBEIIH-
pOBaTh CPBIB MPOLECCOB aJaNTAl[H BCICACTBUE Jie-
¢unmra NO.

BriBogpbr: coenunenue K-8 moBbImmaer ycroii-
YUBOCTH XMBOTHBIX K WMMOOHJIH3aMOHHO-00JIEBO-
My CTPECCOPHOMY BO3JCHCTBHIO B YCIOBHSX OJIOKa-
eI NO-cuHTAa3.
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(77.8%) died. The group of rats treated with K-8 sub-
stance 3 of 8 female rats died in the setting of NO
deficiency (37.5%) (p<0.05). This showed the stress
resistance augmentation with the effect of the com-
pound under study. There were no deaths observed
in the intact animals, stressed females in the control
group, and rats subjected to emotional stress in the
setting of injection of the K-8 compound.

In the group of stressed rats form the control
group AT increased after 24 hours of stress exposure
by 7.4% compared with the original data (p<0.05),
whereas intact female rats figure decreased by 7.3%.
In stressed animals, which were given with a com-
pound under study, AT did not changed compared
with the outcome of the original level. Arterial ten-
sion was not measured in the only one survived rat
which was given with L-NAME. The group of ani-
mals treated with K-8 compound had AT decreased
by 5.8% concerning the original level in the setting of
NO-synthases blocking. This index was significantly
lower than the index of the stressed rats (p<0.05),
which probably indicates the ability of the test com-
pound to level the failure of adaptation processes due
to the lack of NO.

Conclusions: K-8 compound increases the
resistance of animals to immobilization nociceptive
stress in the condition of NO-synthases blocking.



