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3KCNEPUMEHTANbHAA OLEEHKA AHKCUOJIUTUYECKON AKTUBHOCTU
NMPON3BOAHOIO NMUPA3ONO[CIMUPUAOUNHA TUX-72 B YCITOBUAX
HEMPEACKA3YEMOIO XPOHUYECKOIO YMEPEHHOIO CTPECCA
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W3yueHbl aHKCHOJIMTHYECKHE CBOMCTBA opurnHaibHOro coenuHenus [MXK-72 (4,6-nu-
Mmetuil-2-(4-xnopdennn)-2,3-nurunpo- 1 H-nupaszono[4,3-c]nupuus-3-o0  XJIOpaArupar)
(20 MI/KT BHYTPHOPIOIIMHHO) B TECTAX “OTKPHITOE IOJE”, “3aKalbIBaHNC MApHKOB” U “dep-
HO-0Oerast kamepa”, B CPaBHEHUH ¢ (IIyBOKCAMHHOM (25 MI/KT BHYTPUOPIOIINHHO) y MBIIICH
nuand BALB/C B yclI0BUSIX MOJIETH HEIPEACKa3yeMOro XpOHHUECKOTO YMEPEHHOTO CTpeC-
ca. YcTaHOBIICHO, uTo aHkcHonuTrdeckuii apdext I'MXK-72 coxpaHseTcst mpu XpOHHYECKOM
BBEJICHUH, a TAKoKe depe3 24 4 mocie OKOHYaHUsI Kypca XpOHUUECKOTO BBE/ICHHUS, B YCIIOBU-
SIX XPOHUUECKOTO YMEPEHHOIO CTpecca B TECTaxX “OTKPBITOE IOJIe” U “3aKallblBAHUE LIAPU-
KOB”, B OTIIMYHC OT (pTyBOKCAMHHA, JUI1 KOTOPOTO OTMEYEHA MHBEPCHUSI aHKCHOIUTHIECCKOTO
sddexra. Cyoxponmdeckoe Beenerne [ MK-72 u duryBokcamuHa IPUBOIHIO K OCIa0ICHUIO
TPEBOJKHBIX PEAKIIUi B TeCTe “‘uepHO-Oernast kamepa”.

KuaroueBble cjoBa: AHKCHUOJIMTHKHU, O6C€CCI/IBHO-KOMHyIILCI/IBH06 paCCTpOfICTBO; CTpECC;

¢dyBokcamun; ['MK-72.

BBEOEHUE

B Hacrosiiiee Bpemsi OTHON U3 IPUOPUTETHBIX 3a4ad IICH-
X0(apMaKOJIOTHN SBIISIETCS TOWUCK HOBBIX 3(PQPEKTUBHBIX
0e30MmacHbIX CpeAcTB (HapMAKOIOTHUECKOH KOPPEKIMH Tpe-
BOXHBIX paccTpoicTB. COITaCHO COBPEMEHHBIM MEX.yHa-
POIHBIM PEKOMEHAALMSM, ITperapaTaMu MepBoi JIMHUU MPU
(apmMakoTepanuu TPEBOXKHBIX PACCTPOHMCTB U 0OCECCUB-
HO-KOMITyJIbcuBHOTO pacctpoiictBa (OKP) ocrarorcst cenek-
TUBHBIE WHTHOUTOPHI 0OpaTHOro 3axBaTa ceporonuna (CU-
03C) [7]. Onnako ximHHMYeckoe mpumenenune CHO3C co-
NPSDKEHO C PAAOM MpoliieM — HEOOXOANMOCTBIO JUIUTEIb-
HOTro npueMa g JOCTHKCHUA CTa6l/IJ'leOFO COCTOSAHUS,
PUCKOM YCHUIICHUSA TpeBO)KHOﬁ CUMIITOMAaTUKU Ha pPaHHHUX
JTanax Tepanuy, HaJTndueM cuHApoMa oTMeHbl. Ocoboe me-
cto 3aHuMaeT ¢eHomeH pesucteHTHOCTH K CHO3C [7, 9,
18]. OnpeneneHHyIO poJb B Pa3BUTUH PE3UCTEHTHOCTH K aH-
TUJIETIPECCAHTaM MOXKET Urparh crpeccoBblil dakrop. [Toka-
3aHO, YTO OTCYTCTBHE OTBETa Ha ()JIyOKCETHH IPSIMO KOppe-
JUpYeT ¢ THUIEPaKTUBHOCTBIO THUIIOTaIaMO-THIOpH3ap-
HO-HAIMOYEYHUKOBOH OCH y OONBHBIX [25]. Pe3ucTeHTHOCTD
K aHTHACMPECCAHTaM TaKKe HaOIIOfacTcss MpH COYETAHWH
0OJIBIIIOTO JIEMPECCUBHOIO paccTpoiicTBa n 6one3nn MieHko
— KymmHra, v TuneprnpoayKiiuyi TOpPMOHOB KOPBI Ha [IIo4uey-
HuKoB [9]. M3BecTHO, 4TO MOIUMOP(H3M B IIPOMOTOPHOIT 00-
JIACTH TE€Ha CEPOTOHMHOBOTO TPAHCIIOPTEPA MOXKET IIOBbI-
IIaTh PUCK PA3BUTHS TPEBOXKHOM JETIPECCHH, ACCOIMHPOBaH-
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HOM CO CTPECCOBBIMHU COOBITHSAMH, a TAKKE ONPEACIIATH (op-
MHUpPOBaHNE PE3UCTEHTHOCTH K aHTHAenpeccanTam [18].

Cnoxusie B3anmonericteuss CMO3C u cTpecca HaxomsT
MOATBEPKACHUE B SKCIIEPHUMEHTANIBHBIX padoTax. B gacTHO-
CTH, TIPH U3YYEHHH aHKCUOJIUTHYECKUX CBOMCTB ()TyOKCETH-
Ha B YCJIOBHUSIX XPOHHYECKOTO YMEPEHHOT'0 CTpecca ObLIo HOo-
Ka3aHo, 4To 3(ddexT npenapara Oosee BBIPaKEH Yy MHTAKT-
HBIX )KMBOTHBIX, [10 CPAaBHEHUIO €O cTpeccupoBaHHbIMU [10].
AHTHIIETIPECCUBHEIN Y(PPEeKT (PIyOKCETHHA B TECTE BBIHYXK-
JICHHOTO TUIABAHUS TAK)KE 3aBUCHUT OT KPAaTHOCTU BBEACHUS U
MPOAOJDKUTENLHOCTH CTPECCOBOM dKCTO3uIuu. Tak, cyoxpo-
HUYECKOE BBeJeHUE (DIyOKCETHHA B YCJIOBHSAX 14-THEBHOTO
XPOHUYECKOTO YMEPEHHOTI'0 CTpecca MPUBOIMIO K YCUIICHUIO
JICTIPECCUBHO-TIOIOOHOTO TIOBEJCHUS MBIIIEH, a 1MoCie Xpo-
HHYECKOTO BBEJICHNUS B YCIIOBHUSIX 28-THEBHOTO CTpecca ObUIO
OTMEYEHO NPSMO MPOTUBOMOIOKHOE IEUCTBUE [2].

B Hacrosimee Bpemst CTpeccoBbli ()akTop HE paccMaTpH-
BACTCs B KAUECTBE KIIIOUYEBOTO 3BEHA MAaTOT€HE3a TPEBOKHBIX
pacctpoiictB mmu OKP, omHako cTpeccoBble CUTyalWH IO-
BCEIHEBHOH XM3HU MOTYT npenmectBoBath OKP [22] u mo-
BBIIIIATE PHCK PAa3BUTUS TPEBOXKHON cummromaruku [19].
Jns ananm3a B3aMMOCBSI3M MeXIy apQeKTHBHBIMH pac-
CTPOMCTBAMU M CTPECCOBBIMH COOBITHUSIMHA NPUMEHSIOT pas-
JUYHBIE MOIU(HKAIIMN MOJENH HENpeCcKa3yeMOoro XpOoHH-
YecKoro ymepeHHoro crpecca (unpredictable chronic mild
stress). B pamkax 3Toif MOeIH KUBOTHBIX TIOIBEPTAIOT €XKe-
JTHEBHOMY BO3JICHCTBHIO CTPECCOBBIX (PAKTOPOB COILHATBHO-
ro win (U3HOJOTHYECKOI0 Xapakrepa, KOTOpble BBOIAT B
CJIy4allHOHM IOCIIe/JOBAaTEeIbHOCTH Ha (DPMKCUPOBAHHBIE IPO-
MEXKYTKH BpeMeHH. [locaencTBUsIMU Takol CTPECCcoBOi IKc-
TIO3HIMHN SIBJISIIOTCS] pa3JIMuHbIe MOBEICHYECKUE U HEHPOXH-
MHYECKHE M3MEHEHUS: HapyIIeHHWE CHA, YCHJICHHE JIeTIpec-



CHBHO-TIOIOOHOTO ITOBECHHMSI, AaHTCOHNS, U3MEHEHHE OpPH-
€HTUPOBOYHO-HUCCIIEA0BATEIbCKON aKTUBHOCTH, HapyllleHHE
IOJIOBOTO TIOBEJCHUSI, TIOBBIIICHNE KOHIEHTPAIINH KOPTHKO-
CTepoHa B IuIa3Me M JIUCOaJaHC B MOHOAMHHEPTUYECKON
cucreme mosra [13].

B ®I'BHY “HUU dapmaronornn um. B. B. 3akycosa”
CHHTE3HPOBAHO IIPOMU3BOIHOE rpasoliof c|[nupuauHa
I'MXK-72  (4,6-numerun-2-(4-xnopdenwn)-2,3-nurunpo-1H-
npasoio[4,3-c]lnupuanH-3-0H  XJIOpajiruapar), oonanaro-
1iee AHKCHOJIIMTUYECKOM M aHTUIEIPECCUBHOM aKTHUBHO-
CTBIO, a TAK)Ke HU3KOH TOKCHYHOCTBIO [5]. AHKCHOIHTHYE-
ckas aktTuBHOCTh [MIDK-72 m3yuyeHa mociie OJHOKPAaTHOIO U
XPOHMYECKOTO BBEJCHHUS B OIBITAX HA KpbICaX B TECTAaX
“HPHUIOAHATHIA KPecTOOOpa3HbIi JTaOUPHUHT”, “KOH(IMKTHAS
cutyanus”’, “oTKpeITOE Tone” [5], a Takke Ha MBIIIAX JIMHHIHA
BALB/c u C57BL/6 B Tectax “oTkpbITOE MOJNE” U “3aKalIlbl-
BaHue mapukos” [3]. Bompoc 06 0coOGeHHOCTSX aHKCHOIH-
Tnaeckoi aktuBHOCTH [ MIDK-72 B yCinoBusX, OMaronpusaTHBIX
Uit (hopMupoBaHus apPEKTUBHBIX PACCTPOWCTB, OCTAETCs
OTKpPBITBIM. B TO k€ Bpemsl pe3yabTaThl TaKOTO HCCIIENI0Ba-
HUSI MOTYT CJIY)KHTh KPHUTEPHUEM IMPOTrHO3a 3(P(PEeKTHBHOCTH
HOBOTO COCIMHEHUS MpH pe3ucTeHTHBIX popmax OKP u Tpe-
BOXKHBIX PACCTPONCTB.

B HacrostieM MccieoBaHNM B KaUECTBE Iperapara cpas-
HeHus1 ObUI UCIIOJNB30BaH (IyBOKCAMHUH — IPEACTABUTEb
rpynnsl CUO3C. Taxoil BbIOOp 0OBsICHSETCS, BO-IIEPBBIX,
npumeHeHneM ¢uayBokcamuaa npu OKP u psize TpeBoXKHBIX
paccTpoiicTs [15], BO-BTOpBIX, (IyBOKCAMHH 00J1a1acT CBOM-
CTBaMH aroHMCTa curma-1 perenrtopos [11], 9o MokeT 00y-
CJIOBJIMBaTh OCOOCHHOCTH aKTHBHOCTH (DIyBOKCaMHHA B ycC-
JIOBUSX cTpecca. B yacTHOCTH, Takue HEHpOaKTHBHBIE CTe-
POHJIBI KaK MPOTECTEPOH, TECTOCTEPOH U AUTHUAPOITHAHIPO-
CTEpOH SBISIIOTCS JIMTaHgaMu curma-1 peuentopoB [11], a
caMH PELEnTopsl, MepeMelias XoNecTepoll BHYTPU KIIETKH,
MOTYT UrpaTh BaXXHYIO POJIb B Ha4YaJbHBIX CTaAUSIX HEHpoc-
Tepouoresesa [12], koTopslif paccMaTpUBaOT KaK OCHOBY
(U3HOIOTNYECKOl peakiy Ha CTpecc.

Lenpro HacTosAmIeH pabOTHI SBISIIOCH M3yYEHUE AHKCHO-
mutnaeckoil akTuBHOCTH [MOK-72 Ha OCHOBHBIX MOIEISIX

H. B. Kyapsimios u ap.

TpPEeBOTU y MBIMIEH (“OTKpBITOE mone”, “‘gepHo-Oemas Kame-
pa”, “3aKanbpIBaHUE IAPUKOB™) MPU CYOXPOHUYECKOM H XPO-
HHYECKOM BHYTPHUOPIONIMHHOM BBEJICHHU B YCIIOBHSIX He-
MPE/ICKa3yeMOro XpPOHHYECKOI0 YMEPEHHOTO cTpecca, B

CpaBHEHHH C ()TyBOKCAMHHOM.

METOAbl UCCJIEQOBAHUA

OmnbITH TpoBeieHB! Ha 291 camile MbIei HHOpEeTHOH JTH-
uuu BALB/c maccoii 20 — 25 1. JKMBOTHBIX, 3a MCKITIOYECHH-
€M OTOOpPAHHBIX JUIS MOJEJIMPOBAHMS XPOHHYECKOTO CTpec-
ca, Cofiep Kaly B CTaH/IapTHBIX YCJIOBHAX BUBApHsI IIPU €cTe-
CTBEHHOM CYTOYHOH CMEHE OCBEIIEHHOCTH JEHB/HOYb, CBO-
O6omHOM moctyrie K Boge M kKopmy. ComepikaHHe >KUBOTHBIX
COOTBETCTBOBAJIO TIpaBWJIaM HaJuIexamiel JrabopaTopHon
MPaKTUKH, YTBEpxkAeHHON mprkazoM Ne 1991 ot 01.04.2016
r. Munzapasa P®. Ilpu mpoBeneHnH SKCIEPUMEHTOB OBLIH
NPUHATHL MEPbI, HCKIIIOYAMOUINE W3JIUIIHAE (QHU3NYECKue
CTpaJlaHus WM TIOBPEKACHHS )KUBOTHBIX.

B Hacrosimeld pabote M3ydeHbI CIIEIyIOLIME BEIIECTBA!
4,6-mumertnin-2-(4-xmopenmn)-2,3-aurunpo- | H-nmupazomno-
[4,3-clnupuaun-3-on  xnopanruapar (I'MK-72) (PI'BHY
“HUUN dapmaxomormm uM. B. B. 3akycosa”, 20 Mr/kr), ¢iry-
BokcamuH (QeBapun, Tabnerku, Abbott Laboratories,
25 mr/kr). B kauecTBe KOHTPOJIIS HCIIOIB30BAIN AKBHBAJICHT-
ue1it 006eM (0,1 mur Ha 10 T Macchl Tena JKUBOTHOTO) (pr3no-
JIOTUYECKOTO pacTBopa. Bce BemecTBa BBOIWIM BHYTPUOPIO-
MUHHO 32 30 MUH 10 MTOBEACHYECKUX TECTOB B BHJIE 3MYJIb-
cun ¢ Twin-80 (Sigma Aldrich). Bemecrtsa npumensim B Te-
yeHne 14 (cyOxpoHudeckoe BBeieHHE) M 28 (XpOHUYECKOE
BBEJICHHE) JHCH.

ITpoueaypa HenpenckasyeMoro XpoHU4eCKOro yMmepeH-
HOTO cTpecca. B pamkax HaCTOSIIETO UCCIEAOBAHMS KHUBOT-
HBIX TTOJJBEPraii BO3JCHCTBUIO PA3JIMYHBIX CTPECCOBBIX (hak-
TopoB. IlompoOHasi cxema MOJETMPOBAHUS XPOHHUYECKOTO
cTpecca mpescrasieHa B Tabn. 1. Ilepeuncnennsie (akTops
BBOJIWJIM B KBa3HCIIy4aifHOM MOCIIEJOBATEIFHOCTH Ha (PUKCH-
POBaHHBIC IPOMEKYTKH BpeMEHH B TeueHue 14 u 28 mueit [2].

TecTbl “OTKpPBITOE MOJIE” U “3aKanblBaHUe HIAPUKOB”
MIPOBOJIMIIA TI0 paHee ONMUCcaHHBIM Metomukam [3]. B tecrte

Tabnuua 1. IIpoToOKOa MOAETMPOBAHUS HENMPeaCKa3yeMoro XpOHHYECKOro yMepeHHOro crpecca

IIponomxurens-
;3?;:;35;;3: IToHenenbHUK BropHauk Cpena Yersepr [TaTHHDA Cy660Tta Bockpecenbe
JE9%071
1-st Hemens 10:00 — 14:00 | 13:00 — 17:00 16:00 — 11:00 OtcyTcTBHE 09:00 — 13:00 | 14:00 — 18:00 T'ps3ubIE
Mokpas nox- benbiii mym OCBEIICHUS Haknon 6okca | benbiit mym OOKCEI
CTHJIKA
2-s1 HEeneIs 12:00 — 12:00 ITurbenas me- | 12:00 — 15:00 | 15:00 — 19:00 | 10:30 — 14:00 | 09:00 — 13:00 | 10:00 — 14:00
MpUBALHUS 3anax komku | [lepemonnen- | benwnif mym | Hakion Ookca Moxkpas
09:00 — 12:00 HbIe O0KCHI (60- MOJICTHIIKA
[lycThle MOUIKH nee 20 mblmrei
B 0JTHOM OOKce)
3-s1 HeneIIs 09:00 — 13:30 | 10:00 — 14:00 | 11:30-17:00 | 11:00 — 15:00 |11:00 — 11:00 ITumesas aenpu-| 09:00 — 13:00
['psasubie 6okcbl| Moxkpas moa- | Mokpas moa- | 3amax KOIIKH BaIUs Haxiton 6okca
CTHJIKA CTHJIKA
4-s1 Hemems 11:00 — 15:00 | 08:30 —13:30 | 11:00 — 15:00 | 13:00 — 17:00 | 08:45 — 12:45 15:00 — 10:00 OrcyrcTBue
[lycroie nounku| IlepenosineH- | 3amax KOMIKU benplii mym Mokpas noja- OCBEIICHUS
HbIe 00KCHI (00- CTHJIKA
see 20 Mblmei
B OJIHOM OOKce)
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“OTKpBITOE TONE” ompenessui Kod((UITMEHT OpHEHTHPO-
BOYHOM nccnenoparenbekoit peakiuu (Koyp) Mo cymme napa-
METPOB U UHJEKC TPEBOXXKHOCTH 110 COOTHOLICHUIO aKTUBHO-
CTHU B HeHTpaHBHOﬁ YacTh YCTaHOBKHU K CyMME€ AKTUBHOCTEN
B IICHTPE U Ha nepudepun. YBeandeHne HHIeKca TPEBOXKHO-
CTH SIBISUIOCH KOPPEISITOM OCIaOJIeHHs] TPEBOXKHBIX DPeak-
A,

TecT “gepHo-0enasi kKamepa”. DKCIIEpUMEHTAIbHAS YC-
TaHOBKa IpeACTaBisia coboit Ookc 16 x 27 x 30 cm, pazae-
JICHHBIH Ha 2 oTceka. OHa MOJIOBUHA KaMephI ObLIa SPKO OC-
BelleHa cBeTonuoaHon Jammoi (390 1K), BTopas ocTaBaiach
3aTeMHEHHOH (2 1K). B Xo1e sKcrepiuMeHTa ;KHBOTHOE TIOMe-
I Ha CBETIYIO CTOPOHY M B TEUCHHE 5 MHH PETUCTPHPO-
BaJli JIATEHTHBIN IIEPUOJ; BPEMs, POBEIECHHOE HA CBETJIOW
CTOpPOHE; BBITATMBAHMS HA CBETIOH CTOpOHE. YBEIHMUYCHHE
BPEMEHH, TIPOBEJICHHOTO )KUBOTHBIM B CBETJIIOM OTCEKE, pac-
CMaTpUBAJIM KaK OCHOBHOH KOPPENSIT aHKCHOJIUTHYECKOTO
a¢dexTa, a COKpalIeHne JTaTeHTHOTO TIEPUOAa M YMEHbIIIe-
HHUE€ BBITATMBAHUN KMBOTHBIX B CBETJIOM OTCEKE — KakK J0-
MOJIHUTEINbHBIE [8].

Bce mnoBeneHyeckue mpoLenypbl NPOBOJAMIM  uepe3
30 MUH TOCJIE ITOCIEAHEr0 BHYTPUOPIOIIMHHOIO BBEACHHS
BEILIECTB.

OO0paboTKy MOITYYCHHBIX JAHHBIX TPOBOIMIIH C TOMOIIBIO
mporpamMMHoro obecredeHnst BioStat 2009 (professional
version 5.8.4.3, Analyst Soft Inc.). [IpoBepky pe3ynbraToB Ha
HOPMaJILHOCTB PacIpeAeIeHHs OCYIIECTBILSUIH 110 KPUTEPHIO
lanupo — VYwika, mocsie 4ero AaHHbIE MPEACTABIIIN B
BUJIE CPEIHUX 3HAUSHUH 10 TPyIIe C yKa3aHHEM CTaHIapT-
HOH ommOKu cpemanero. OTmuns MeXLy TpyNaMu orpese-

JSUTH TI0 METOAY OfHO(AKTOPHOTO AUCIIEPCHOHHOTO aHAIN3a
(ANOVA) c¢ post-hoc tectom mo kpureputo Hpiomana —
Keiinca. Jlannsle, npeacraBineHHble B %, oOpabareiBaiu B
COOTBETCTBHHU C TOYHBIM KpuTepueM Durepa.

PE3YINbTATbI U UX OBCYXOEHUE

Tect “oTkpbIToe moJie”. CTpeccoBast SKCIO3UIMSI MPO-
JIOJDKUTEIBHOCTBIO 14 1 28 nHel He BiMsAiIa Ha MOBEJEHYE-
CKHE PEeaKIMy XMBOTHBIX KOHTPOJIbHOW Tpymnmsl. [Tocne on-
HOKPAaTHOTO BBEJICHUS IPH OTCYTCTBUH CTPECCOBBIX MAHUITY-
mstamit Tonbko [VDK-72 (20 mr/Kkr) 0ciadisisn TpeBOXKHBIE pe-
aKIWM, yBEIWYMBAas AKTMBHOCTb MBIIMIEH B IIGHTPAJILHOM
4acTH ycTaHOBKU B 4,8 pa3za (p < 0,05) u uHIEKC TPEBOXKHO-
ctr B 4,3 paza (p < 0,01), mo cpaBHEHHUIO C JKHBOTHBIMHU KOH-
TponpHOU Tpymmbl (Tabn. 2). CyOXpoHHYECKOe BBEJCHHE
I'MXK-72 (20 MI/kr) B YCIIOBHSIX HENpPEACKa3yeMOro XpPOHH-
YECKOTO YMEPEHHOTO CTPEcca COMPOBOXKIAIOCH ITOAABICHH-
€M aKTHBHOCTH B IEHTPAJIbHON YacTH YCTAaHOBKH U YMEHb-
I1aJI0 HJIEKC TPEBOKHOCTH, YCHIIMBAsI TPEBOXKHBIC PEaKIUH.
®dryBokcaMuH (25 MI/KT), HAIIPOTHB, YBEIMYUBAJ 3TOT ITOKA-
3arenb B 2,7 paza (p < 0,05), ocnabisist TpEBOYKHbBIE PEAKIHH.
ITpoTHBONONIOKHBIN pE3yabTaT MOJNYYEH MPH XPOHHYECKOM
BBEJICHUH B YCJIOBHSX CTpeccoBoW skcmosuimu, ['VDK-72
(20 Mr/kr) oKxa3bIBa aHKCHOJIUTHYECKOE AeHCTBUE — yBEIH-
YeHHEe WHJEKCa TPEeBOXHOCTH B 2,3 pasa (p <0,05), a duy-
BOKCAaMMH (25 MI/KT) MOAABISUT IEHTPAIBHYIO aKTHBHOCTb
10 CPAaBHEHHMIO C KOHTPOJILHOH IPYHITOM.

Uepes 24 4 mocne 3aBepiieHus Kypca XpOHHYECKOTO TPH-
menenust [ 1OK-72 (20 Mr/kr) B yCIIOBUSIX HENPeCKa3yeMoro
XPOHHUYECKOTO CTpecca OTMEYECHO COXPAaHEHHE aHKCHOINTH-

Ta6nuua 2. Dddexrsi TNAK-72 (20 mr/kr) u dayBokcamuna (25 Mr/kr) B Tecte “oTKpbiToe NoJjie” y Mpimieil uHun BALB/c npu pasamdnbix
peRMMax BBEIEHHs B YCIOBHSX HENpPeICKA3yeMOro XpOHHYECKOr0 YMEPEHHOTO cTpecca

FopmonTam,Haﬂ AKTUBHOCTH

Coeaunenue Jlo3a, Wnnexc OO6cnenopanuii | BeprukanbHas KOUP
A MI/KT nepmbepw{ecxaﬂ LeHTpaNIbHAS TPEBOXKXHOCTHU OTBepCTHﬁ AKTHUBHOCTH
OaHOKpaTHOE BBe/IeHHE NTPH OTCYTCTBHH cTpecca
KonTpois, - 235+7.8 1,0+0,5 4,1 % 3,1+1,3 2,9+0,5 30,5+9,5
n=10
TMXK-72, n = 10 20 22,6 +2.8 4,8 +1,7* 17,5 % ** 2,0£0,8 6,4 £0,7 35,8+ 4,6
®yBOKCAMHUH, 25 25,2 +6,0 0,9 +0,4 3,4% 1,1£0,4 2,9+0,4 30,1 +6,6
n=10
Cy0xpoHunuyeckoe BBeJIeHHE B YCJOBHSIX 14-THEBHOI0 HENMPEACKA3YeMOr0o XPOHHYECKOI0 YMEPEHHOr0 cTpecca
Kontpois, - 26,4 +3,1 1,3+0,4 4,6 % 3,3+£0,5 2,9+0,6 339+3,9
n=18
TXK-72, n =10 20 292453 0" 0 %" 4,140,6 1,9+0,7 35,24+ 6,0
Di1yBOKCAMHEH, 25 18,5+5,2 2,6+1,3% 12,3 %" " 3,4%0,5 2,5+0,9 27,0 £ 6,8
n=10
XpoHHYeCcKOoe BBe/IeHNe B YCJIOBHUAX 28-THEBHOT0 HEeMPeICKAa3yeMOro XpoHHYeCKOro YyMepeHHOT0 cTpecca
Kontpous, - 31,5+3,9 1,4£0,3 4,3 % 3,4£0,3 2,5+£0,4 38,4+49
n=13
MX-72,n =10 20 27,1£2.0 2,8+ 1,2 10,0 %* 52+0,8 2,4+£0,7 39,5+3,1
®IyBOKCAMHH, 25 30,1 £3,9 0" 0% ™" 2,4+0,4 0,4+0,2 33,2442
n=10
OTMeHa XPOHHYECKOT0 BBe/JIeHUsI B YCJIOBHSIX HeNpPeACcKa3yeMoro XpoOHHY€eCcKOro yMepeHHOro crpecca
KonTpons, - 17,0 £ 2,0 0,7+ 0,4 3,4% 4,4+0,7 1,0+ 0,4 23,0+£22
n=10
THXK-72, n = 10 20 28,2 £2,0* 3,1 £1,2% 9,8 %* 6,2£0,8 2,2+£0,7 40,2 £ 3,1**

Jannble npencrasnensl kak M + S.E.M.; n — konuuecTBo Mbiiieil B rpynme; * p <0,05; ** p <0,01 — oTau4us oT KOHTPOJIS BHYTPU OJHOM rpynmbl (110
PEXIMY BBEACHUS); # p <0,05; e 2 <0,01 — oTIM4Ks OT OJHOKPATHOTO BBEJECHHUS TOT'O K€ COEMHEHHUSI.




YEeCKOH aKTHBHOCTH COEJMHEHHMsS, KOTOpas 3aKJIIodyanach B
YBEIMYECHUH TOPU3OHTAIBHOW AKTUBHOCTH MBIIICH B HEpH-
(depudeckod W UEHTPANBFHOW YacTH YCTaHOBKH B 1,7
(»<0,05) u 4,4 paza (p <0,05) cOOTBEeTCTBEHHO, WHACKCA
TpeBoxHOCTH B 2,9 (p < 0,05) u Kopp B 1,7 paza (p <0,01).

Teer “3akanbiBaHMe mapukoB”. Ilpu orcyTcTBHM
CTPECCOBBIX MaHMITYJISIIMH KOHTPOJIbHAS TPYIIIA )KUBOTHBIX
3akanbiBana 57,9 % mapuxoB (pucyHok). HempenckasyeMmslii
XPOHMYECKUH YMEPEHHBIH CTpecC MPOJOJIKUTEIBHOCThIO 14
JTHEeH YCHJIMBaJI KOMITYJIbCUBHOE [TOBEICHHE )KUBOTHBIX, YBeE-
JUYUBAJI KOJMYECTBO 3apbITHIX ImapukoB Ha 17,1 %
(» <0,05) o cpaBuenuto ¢ koHTpoiueM. [locne 28-aHEeBHOMI
CTPECCOBO IKCIIO3UIMH KOMITYJIbCHBHOE TIOBEICHUE KHUBOT-
HBIX KOHTPOJIBHOW TPYIIIBI BO3BPAIIATIOCH K HCXOIHBIM 3Ha-
genusM. Ogaokpataoe BBenerue I VDK-72 (20 mr/kr) u dury-
BOKCaMMHa (25 MI/KT') yMEHBIIATI0 KOJINYECTBO 3aphITHIX I1a-
puxoB Ha 16,9 % (p <0,05) u 32,9 % (p <0,05), cooTBercT-
BeHHO. CyOxponuueckoe BBenenume [MK-72 (20 mr/kr) B
YCJIOBHSAX CTPECCOBOM IKCHO3UIMHU MTPUBOAMIIO K YCHIICHUIO
AQHTUKOMITYJIbCUBHON aKTHMBHOCTH COEJMHEHHS, KOJIMYECTBO
3apBITHIX MIAPUKOB yYMeHbIIAI0ch Ha 67,8 % (p < 0,05), B TO
BpeMsi kKak (uryBokcaMuH (25 MI/KT) B MOJOOHBIX YCIOBHSX
YCHIMBaJl KOMIYJIbCHUBHOE moBereHne Ha 17 % (p <0,05),
T.€. OTMEUaIach HHBEPCHUS €T0 aHKCHOIUTHYECKOTO d(PeKTa.
I'MXK-72 (20 Mr/KT) TIpH XpPOHUYIECKOM BBEICHUHU COXPAaHMII
AQHTUKOMITYJILCHBHYIO aKTHBHOCTb, a (DMIyBOKCAMHH — TCH-
JICHIINIO K YCHJICHUIO TPEBOXKHBIX PEAKIHH.

UYepes 24 1 mocne otmensl BBeaeHus [ K-72 (20 mr/kr)
B YCJIOBHSIX HEMNPENICKAa3yeMOro XpOHHYECKOTO YMEpPEHHOTO
cTpecca OTMEUEHO COXPaHEHHE aHTHKOMITYJIbCUBHOM aKTHB-
HOCTH, BEIIECTBO YMEHBINAIO KOJMYECTBO 3apBITHIX MIApH-
koB Ha 49 % (p < 0,05), 0 CpaBHEHHUIO C KOHTPOJILHOU TPYII-
0.

Tecr “gepHo-0enas kamepa”. Henpenckasyemslil xpo-
HUYECKUH YMEpEeHHBIH cTpecc MNPOAOKUTENBHOCTRIO 14
JIHE! yCUIIMBAJI TPEBOXKHBIC PEAKLUHM MBILIEH 110 CPABHEHUIO
C MHTAKTHBIM KOHTpoJieM: B 2,9 paza (p < 0,05) yBenumuuBa-
Cs JIAaTEHTHBII NEepHO IPU HaYaJIbHOM MO3ULMHU Ha CBETIION
cTopone, B 2,8 paza (p < 0,05) cokpamianocs BpeMs: TpeObI-
BaHMs )KUBOTHBIX Ha cBeTy 1 Ha 40 % (p < 0,05) yBenmunsa-
JIOCh KOJIMYECTBO XMBOTHBIX, IEMOHCTPUPYIOIINX BEITATHBA-
HUSI Ha CBETJION cTopoHe mocie nocaaku. CyOxpoHndeckoe
Beesieane [MIK-72 (20 Mr/kr) B yCIIOBHSIX XPOHHYECKOH
CTPECCOBOM 3KCHO3UIUH JOCTOBEPHO YBEIHUYUBAJIO BpEMs,
MIPOBE/ICHHOE JKUBOTHBIMH B CBETIIOM OTCEKe, a TakXke IOJ-
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HOCTBIO YCTPAHSIO BEITSTHBAHUS Ha CBETIION cTtopoHe. Diy-
BOKCAMHH IIPU CYOXPOHHYECKOM BBEACHHH COKpaImaji Ja-
TEHTHBIN nepuox B 2,5 pasza (p <0,05) u va 70 % (p < 0,05)
YMEHBIIA KOJIIMYECTBO )KUBOTHBIX, JIEMOHCTPUPYIOIIUX BbI-
TSATHBAHUS B CBETIIOM OTCEKE.

PE3YNbTATbI U UX OBCYXXAOEHUE

WuBepcust ankcuonmTraeckoro sddexra iyBokcaMuHa B
TecTax “OTKpbITOE Mojie” U ‘‘3aKalblBaHUE HIAPUKOB’, MO-BU-
JUMOMY, OIIOCPENyeTCs pa3IndHbIMU MeXaHn3MaMu. B gact-
HOCTH, AMHAMUKAa aKTUBHOCTH ()IyBOKCAMHHA B TECTe “OT-
KpBITOE T0Jie” B YCIOBHAX XPOHHYECKOIO CTPEcca MOXKET
ObITH 00yCIIOBJIEHA €r0 CBOMCTBAMM aroHMCTa curma-l pe-
nenTtopoB [11]. M3BecTHO, uTO curma-1 He SBISIOTCS perien-
TOpaMH B KJIACCHYECKOM MOHMMAaHMUHU 3TOT0 TEPMHHA, OHU
o0agaroT YHUKaIBHOH manepoHHoii aktuHOCTRIO B [THC 1
CHIOCOOHBI peTyINPOBaTh OOJBIIOE KOTHYECTBO HeffpoMenna-
TOPHBIX CHCTEM, B YHCIIC KOTOPBIX M CHCTEMa JHJIOTEHHBIX
HerpocrepouaoB [11]. C ogHOI CTOPOHBI, psiJi HEUPOAKTUB-
HBIX CTEPOHJIOB CIIOCOOHBI HANPSIMYIO B3aUMOJICHCTBOBATH C
curma-1 penenTopamu: JAUTHAPOSNIHAHAPOCTEPOH SIBIISIETCSI
UX arOHHCTOM, B TO BpeMs KaK IPOreCTEPOH U TECTOCTEPOH,
HanpoOTHB, aHTAaroHUCTHI ATUX peuentopos [11]. C apyroi
CTOPOHBI, CUTMa-1 perenTopsl MOTYT UIPaTh BAXKHYIO POJIb B
mpolecce HEeHpOCTEPOUIOTreHes3a, YJ4acTBysl B TpaHCIOPTE
xojecteprHa BHYTpH KieTku [12]. Cnenyer oOpaTuTh BHU-
MaHHU€e Ha TOT (haKT, YTO TECTHI “OTKPHITOE Moe” U ‘“‘3aKaribl-
BaHHE IIAPUKOB” XOTh M SBJISAIOTCA MOJENSAMH TPEBOTH, HO
QITOPUTMBI TIOBE/ICHUS B 3TUX TECTaX HeoAWHaKoBele. Eciu
B “OTKPBITOM TI0JIe” TPEBOTA CUTyaIlMOHHAsI, TO B TECTE “3a-
KalrblBaHUE MIAPUKOB” — TCHETHYECKU JETCPMUHHPOBAHHAS
[23], gTOo OOycnaBnMBaeT MPEUMYIICCTBEHHYIO BOBIICYCH-
HOCTbB PA3JINIHBIX CHCTEM B PETYIISIIMIO TPEBOXKHOTO MTOBE/IE-
HUA. PaHee HaMH TOKa3aHO, YTO OPHEHTHPOBOYHO-UCCIIEO-
BaTEJIbCKAsl PEAaKNUsl W KOMITYJIbCHBHOE MOBEJICHUE MBIIICH
nHOpenHbIX JIMHKI BALB/c u C57Bl/6 B pa3Hoii crenenu 3a-
BUCAT OT (DyHKIMOHAJILHOW aKTMBHOCTH CHCTEMbI SHJIOTCH-
HbIX HelpoctepounoB [1,4]. CHWKeHHUE OPUEHTHPOBOU-
HO-HCCIIE/IOBATEIILCKON peaknny ObUIO0 OTMEUEHO ITpu OJloKa-
Jie BceX KIIFOUEBBIX 3BEHbEB HEHPOCTEPOUI0TreHesa, B TO Bpe-
Ml KaK 0cJ1abIeHHe KOMITYJIbCHBHOTO TIOBEICHUS TOJIBKO MPH
CEJICKTUBHOM WHTHOMPOBAaHMU S0L-pelyKTas3bl, YTO CBHUjIE-
TENBCTBYET O Pa3INYHOM CTENEHU BOBJIECUEHHOCTH CHUCTEMBI
SH/IOTEHHBIX HEHPOCTEPONIOB B PETYIALMIO TTOBEICHHS MbI-
el B TecTax “oTKpbITOE Moje” U ““3aKanbIBaHUE IIaPUKOB .

Tab6nuua 3. Dddexrsl TNAK-72 (20 mr/kr) u dpayBokcamuna (25 mr/kr) B Tecte “yépHo-0enas kamepa” y mbimeii iuaud BALB/c npu cyox-
POHUYECKOM BBEJEHHH B YCJIOBHAX HENMpPeICKA3yeMOro XpOHUYECKOro YMEPEeHHOro cTpecca

CoenuHeHne

JlaTenTHslit nepuon, ¢

Bpewms, nposesieHHOE Ha CBETION
CTOpOHE, C

BeITArMBaHUS HAa CBETJIOH
CcTOpOHE, % KHUBOTHBIX

IIpu oTcyTcTBHM cTpecca

Kontpons, =10 156 + 1,8 45,1 +21,7 60
CyOxpoHHueckoe BBelecHUE B YCJI0BHSAX 14-1HEBHOI0 HelpeIcKa3yeMoro XpOHHYeCKOro YMepeHHoro crpecca
Koutposb, n= 10 44,9 + 93" 16,1 + 5,2 100
[YK-72, 20 mr/xr, n= 10 34,5+5,7 72,6 £ 8,0 ** 0*
diryBokcamuH, 25 mr/kr, n =10 18,0+3,2 * 24,5+59 30*

Jlannble npencraBiensl kak M = S.E.M., n — KOJIMYECTBO MBIIIEH B IpyIIie; # p <0,05 — oTiuus OT KOHTPOJIS IIPU OTCYTCTBHHU cTpecca; * p < 0,05; **
p < 0,01 — omnuus oT CTPECCUPOBAHHOI'O KOHTPOJIS.
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CyOxpoHnyeckoe BBeAeHHE (IIyBOKCAMHHA B YCIOBHUSX
14-nHeBHOTO cTpecca MOXKeT ycuitrBarh oopasoBanue TAMK,-
MO3UTHBHOTO HEWPOCTEPOMIa — aJUIONPErHAHOJIOHA, YTO,
MO-BUMMOMY, OOYCIJIaBIMBAET AHKCHOIUTUYECKUH d(derT
(yBOKCaMHHA. YCHIIEHHE TPEBOXKHBIX PEAKIM 1MOCIe Xpo-
HUYECKOTO BBEJCHUSI MOXHO OOBSCHHUTH C MO3UIMN HUCTOIIIE-
HUSl HEHPOCTEPOUIHON CHUCTEMBI BCIEACTBHUE JUIMTEIbHOU
aKTHBAIMKU curma-1 perentopos. B cnoxuBiieiics curyannu
CHUCTEMA HHJIOTEHHBIX HEHPOCTEPOUIOB IOJIy4aeT JBOMHYIO
CTUMYIISIIMIO — (DTyBOKCaMHHOM 4epe3 curma-1 perenTopsl
1 HETIOCPEJICTBEHHO CTPECCOBOM MPOLETY PO, UTO, TIO-BUAHN-
MOMY, IPUBOJIUT K €e OBICTPOMY HCTOLICHUIO. JlononHuTeNb-
HBIM apryMEHTOM, IOJJICP)KUBAIOLINM 3Ty KOHLEIIHIO, SIB-
nsercs ToT (akT, 9To TepameBTHUeckuil apdekt dryBokca-
MHHA IPU KYPCOBOM JIEYEHHU OOJIbHBIX, CTPAAAIOINX O0JIb-
IIAM  JIETIPECCHBHBIM  PAacCTPOHCTBOM, COHPOBOXKJIACTCS
MOBBIIIEHNEM HCXOJHO CHIDKEHHBIX KOHLEHTPAILMH ajio-
[IPErHAaHOJIOHA B JIUKBOpE [24].

B rtecre “3akanbiBaHne mapuKoB” (IyBOKCAMUH YCHIIH-
BaJI TPEBOKHBIE PEAKINH II0CIIE CYyOXPOHMYECKOTO M XPOHHU-
YeCKOTO BBEJICHUS B YCJIOBHSX CTpecca, YTO MPUHIUIHAIBHO
OTJIIMYAJIOCh OT aKTUBHOCTH Iperapara B “OTKpBITOM I0je”.
Panee Y. Ichimaru u coasrt. (1995) nokazano [14], uto anTH-
KOMITYJIbCUBHASI aKTHBHOCTH (pIIyBOKCaMHHA B TecTe ‘‘3aKa-
MIBIBaHHE MIAPUKOB” 3aBUCHT OT (DYHKIIMOHAIEHOW aKTHBHO-
ctu 5-HTs-penientopoB. B To e Bpemsi XOpoI10 U3BECTHO,
YTO MpoLEaypa HEMPEACcKa3yeMOro XpOHUYECKOrO YMEpEH-
HOTO CTpecca MPOAOIDKUTENEHOCTEIO OT 6 10 70 mHel nmpuBo-
JUT K JI€CEHCUTH3AlMd M CHIKECHUIO SKCIPECCUM TI'eHa
5-HTs-penentopa B THUNIIOKAaMIIE TPHI3YHOB, a TAKXKE K yBe-
mnyenuto ypoBus MPHK u cBs3biBatomieid crnocoGHOCTH
5-HT,4 u 5-HT,c peuenropoB [13]. AkTuBanusi MOCIEAHUX
MOKET OIOCPENOBATH TPEBOKHBIE PEAKIINH U IOTCHIIMPOBATH
BO3/IEHCTBHE CTpecca MOCPEACTBOM yBEIHMUCHHS KOHIICHTpa-
uuu xkopruxkoctepona [17]. Tlo-Buaumomy, nepecrpoiika pe-
LIETITOPHOIO armapara B yCIOBUAX XPOHUYECKOM CTPEeCCOBOM
9KCIIO3UIMK OO0YCIIaBIMBAET IPOKOMITYIbCHBHOE JeHCTBHE
(myBOKCaMHHA TIPH CYOXPOHNYECKOM M XPOHHYIECKOM BBEJIC-
HUH (PUCYHOK).

B “yepHo-Ocnoit kamepe” CyOXpOHHYECKOE BBEICHHE
(yBOKCaMHHA B YCIIOBHSIX CTPECca HE U3MEHSIO OCHOBHOM
rapaMeTp — BpeMs, IPOBEICHHOE B CBETIOM oTceke. OHa-
KO TIperapar JOCTOBEPHO CHMXKaJI JIAaTeHTHOE BpeMst (TIpH Ha-
YaTbHON TIO3WITMH Ha CBETIIOH CTOPOHE) M KOIUIECTBO KH-
BOTHBIX, JIEMOHCTPUPOBABIINX BhITArUBaHus. [lonoOHbIe n3-
MEHEHHS MOXXHO HMHTEPIIPETHPOBAaTh KaK OCIablIeHHue BO3-
JICUCTBUSL CTpecca, IOCKOIbKY YBEIHUYCHUE JIATCHTHOTO
BpeMeHH, Kak mnoka3ano P. Ardayfio, et al. (2006) [6], moxeT
OBITH CJICAICTBHEM CYyOXPOHHUYECKOTO BBEICHHSI KOPTHUKOCTE-
pona. B 1ienom, MOXKHO cienath BBIBOJ O CIIOCOOHOCTH ¢uTy-
BOKCAMMHAa OKa3bIBaTh A(P(EKT B OTHOILECHNH OTAEIBHBIX MO-
BE/ICHYECKHX JIEMEHTOB Yy MBIIIEH MOCIe CyOXpOHUYIECKOTO
BBEJCHUS B YCIOBHUAX HEMPENCKa3yeMOro XpPOHHYECKOTO
YMEPEHHOTO cTpecca.

Junamuka aktuBHoctd ['MK-72 B ycnoBusIX XpoHHUE-
CKOTO CTpecca OTiiyanach ot (pJiyBOKCaMUHA U IPEICTABIIS-
Jack OoJee CIIOKHOW JUIsi MHTEPIIPETaluy U3-32 OTCYTCTBHS
JTAaHHBIX O MEXaHMU3ME €T0 JeHcTBHA. TeM He MEHee MOTyUYeH-
HBIE pe3yNbTaThl MO3BOJSIOT BBICKA3aTh DS MPEAIIONOXKe-
HU, KOTOPbIE MOTYT ITOCIY)KUTh OCHOBOW JAJIbHEHIINX HC-

. KonTpons D T'MX-72 D DrryBOKCaMUH
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§ OpnokpatHoe  CyOxpoHHYecKoe XpoHnueckoe

= BBEICHUE BBezieHue (14 nueii) BBenenue (28 nHei)

™ IIpu orcyrcTBUM Henpenckaszyemsblii XpoHuueckuit
cTpecca YMEpEHHBI cTpecc

O pextsr 'NK-72 (20 mr/kr) u ¢ayBokcamuHa (25 MI/KT) B TeCTe
“3aKanblBaHUE IIAPUKOB” IPU PA3IMUYHBIX PEKUMax BBEICHUS B
YCIOBHAX HEMPEICKa3yeMOro XpOHHIECKOTO YMEPEHHOTO CTpecca.

* p <0,05 — B cpaBHEHHH C KOHTPOJIEM BHYTPH OJHO TPyIbI (110 PEXXKUMY
BBEJICHUS);
# p < 0,05 — B CPaBHEHNH C KOHTPOJIEM IPH OTHOKPATHOM BBEICHHH.

caenoBanuid. B yactHocTH, nuHamuka aktuBHoctH ['IK-72
B “OTKPBITOM I0JI€” MO3BOJISIET MPEAIONIOKUTh HAJTMUKE HE-
POCTEpOHMIHOTO KOMIIOHEHTa B MeEXaHU3Me JCUCTBHSA
I'MXK-72, otmudHOro OT (hIIyBOKCAMHHA, TAHHBIC IO MOJaB-
JICHUIO KOMITYJIbCHBHOTO TTOBEICHHUSI — O BO3MOKHOM B3aH-
moneiictBun [MXK-72 ¢ cepoTOHUHEPrHUECKON CHUCTEMOM.
0O0a MoNMoKEHUsI MOTYT OBITH IOJKPEIUICHBI CIICTYFOIIIMU
apryMeHTaMH.

O¢pdexrer [MK-72 B “OTKpBITOM 10J1€” OBUTH IPOTHUBO-
TIOJIOKHBI AP dexTaM (pryBOKCaMIHA, M 3TO MO3BOJISET MPEA-
OJIOKUTE, 4TO I MIDK-72 MOKeT OBITH aHTAarOHUCTOM CHUIMa- 1
penenTopoB, MomoOHO mporecTepony [11], obmamarormemy
TaKXe aHKCHOINTHYECKUMH CBOMCTBAMH y MBIIIEH C OTCYT-
CTBHEM IporecTepoHoBbIX perentopos [20]. C apyroit cro-
pounbl, I'TIDK-72 MoxeT neHCTBOBAaTh Ha IPYyroe Hav4ajJbHOE
3BEHO HEWPOCTepOUJOreHe3a — TPAHCIOKAIIMOHHBIA MHUTO-
xoHapuanbHelii Oenok 18 kla (TSPO). Cpenn nuranmos
TSPO BBIABICHBI BeEmIECTBA, ONHM3KHE IO CTPYKType K
I'M2K-72, nanpumep, anmuaeM — NPOU3BOHOE UMUIA30TIH-
puauna [16], DPA-713 u DPA-714 — npousBoHbIE THPA30-
nonmupumunuHa [21].

Ha Bo3MOXXHOE HanM4Me CEpPOTOHMHEPTUYECKOTO KOMIIO-
HeHTa B MexaHusMme aerictBus [ MIK-72 KOCBEHHO yka3biBa-
10T cienyronme Gaktel: 1) B Ooliee paHHUX HCCIIEI0BAHHAX
T'MK-72 dgepe3 24 4 mocie OMHOKPAaTHOTO BBEACHUS BBI3HI-
BaJl BBIPKEHHOE yMEHbIICHUE Nepr(epuiecKoil ropu3oH-
TAJIFHON aKTUBHOCTH (aHTUTHIMOTAKCUCHBIN 3deKT) B Tec-
Te “OTKPHITOE TOJIE”, YTO XapaKTEPHO JJIsI CEPOTOHMHEPTH-
4yeckoro ankcuonutuka oycrmpona [3]; 2) O. K. Menetosoit
OBUTM TIONMYYCHBI JaHHBIE 00 OJHOHAINPABICHHOM J(QeKTe
tmyokcernna u I'MDK-72 Ha comepkaHHe CEpPOTOHMHA B TH-
noTajamyce U npuiexarieM siape kpoic [5]; 3) nuHaMuka aH-
TUKOMITYIIbcHBHOM akTuBHOCTH [ VIXK-72 B TecTe “3akambiBa-
HHE NIAPUKOB” B COYETAHHUHU C JIAHHBIMHU O (D)YHKIIMOHAIBHOM
MepecTpOKe CepOTOHMHEPTUIECKON CHCTEMBI IO eHCTBHU-
€M XPOHHUYECKOTO YMEPEHHOTO CTPeCCa MOKET CBUIETEIbCT-
BOBAaTh O BO3MOYKHON BOBJICUEHHOCTH MOCIEIHENH B Mexa-
HH3M JICHCTBHS 3TOTO COCANHEHUS.

BMecTte ¢ TeM OKOHYATENbHBIE BEIBOABI O MOTEHIIMATIBHBIX
MoJNeKyIsIpHeIX MumeHsx [MDK-72 Moryt OBITH clemaHbl
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EXPERIMENTAL EVALUATION OF ANXIOLYTIC-LIKE ACTIVITY
OF PYRAZOLE[C]PYRIDINE DERIVATIVE GIZH-72 ON CHRONIC
UNPREDICTABLE MILD STRESS MODEL

N. V. Kudryashov"?, T. S. Kalinina', A. A. Shimshirt', A. V. Volkova',
L. A. Zhmurenko', and T. A. Voronina'
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Anxiolytic properties of the new pyrazole[Clpyridine derivative GIZH-72 (4,6-dimethyl-2-(4-chlorophenyl)-2,3-dihydro-1H-pyrazolo[4,3-c]pyridin-3-one
chloralhydrate, 20 mg/kg, i.p.) under chronic unpredictable mild stress conditions were examined using open field test, marble burying test and light-dark box
test in comparison to fluvoxamine (25 mg/kg, i.p.) in Balb/c mice. The anxiolytic effect of GIZH-72 was observed after chronic treatment and its withdrawal
under the chronic unpredictable mild stress in the open field test and marble burying test, whereas chronic and subchronic treatment with fluvoxamine led to an
increase of anxiety. Subchronic treatment with both GIZH-72 and fluvoxamine under the chronic unpredictable mild stress conditions led to anxiolytic effects
in the light-dark box test.

Keywords: anxiolytics; obsessive-compulsive disorder; stress; fluvoxamine; GIZh-72.





