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DdopMupoBaHKEe ATKOTOJILHON 3aBUCMMOCTH CBSI3aHO C HapylleHueM (byHKIIMOHUPO-
BaHUSI CUCTEMBI Harpajbl, HEHTPOM KOTOPOI SIBJISIETCS ME30JIMMOMYecKasl 4acThb A0-
damunoBoit cuctembl. Kpoicsl imanu DAT-HET c ux 6a3oBoii runiepaodaMuHeprueit
SIBJISTIOTCSI TIEPCIIEKTUBHOM MOJIEJbIO IS UCCISIOBaHWsI HEMPOTICUXMYECKHX 3a00J1e-
BaHWUi, B OCHOBE KOTOPBIX JieXaT HapylleHUsl ToaMUHOBOI Heliporepenayu, B TOM
yucie ajgkoronmsMa. Llenpio paboTsl OblIa OlleHKa BIUSIHUSI CBOOOMHOI aJIKOTOJIN3a-
LIMY Ha TTUThEBOE, TOKOMOTOPHOE, UCCIIEAOBATEILCKOE MTOBEIEHUE, TPEBOTY U YPOBEHb
TUPO3UHTUIPOKCUIA3bl Yy KPbIC ¢ HapylleHueM (yHKUIMOHUPOBaHUs N0(haMUHOBOM
cucteMsl (DAT-HET). MccnenoBanue mpoBeneHO Ha MOJIOBO3PEIBIX CaAMIIaX KPBIC JTA-
Hun DAT-HET(n = 15) u Wistar (n = 13), KkoTopble ObLUIM pa3fejeHbl Ha 4 TPYIIbL:
“DAT-HET ethanol” (n = 10) u “Wistar ethanol” (n = 9), KoTOpble Ha NPOTSLKEHUM
112 gHeil sKcneprMMeHTa HaXOOWIMCh B peXnme CBOOOMHON ankorojm3amuu. KoH-
TposbHble rpynnsl “DAT-HET water” (n = 5) u “Wistar water” (n = 4) He UMeJIU 10-
CTyNna K pacTBOPY dTaHOJa, HE Y4acCTBOBAJIU B IMOBEIESHUYECKUX TecTax. sl oLeHKuU
TPEIOYTEHUS U TIOTPEOICHUS aIKOTOJIsI UCIIOJIb30BaIu TecT “JIBycTakaHHas mmpoba”
M eXeHeNeJIbHO (UKCUPOBAIM Maccy MoTpedIsieMOro pacTBopa 3TaHoJjia B JOMAaITHUX
KiteTkax. [ olleHKU MOBEIeHUs UCHOJIb30Balu TecThl “OTKpbiTOe noye” u “Ilpu-
TIOMHATHIN KpecTooOpa3HbIi 1abupuHT”. [locie ankoroau3anuy Ijisi OLEHKNA YPOBHS
TUPO3UHTUAPOKCUIIA3bl MTPOBOAWIOCH UMMYHOTUCTOXUMUYECKOE MCCIICIOBAHUE Ce-
puM GpOHTATBHBIX CPE30B MO3ra, CoiepKallux o01acTh npuiiexaulero sinpa. O6Hapy-
XEHO, YTO IPU CBOOOMHOI anKoroau3auuu Kpbeickl TuHuA DAT-HET He dopMupyoT
npearnouTeHus ataHosa. Ha (poHe Maoro nmorpe6iaeHust 3TaHOJIa M3HAYaIbHAasI TUTIeP-
aktuBHOCTB Y Kpbic DAT-HET Husenupyetrcs. DAT-HET monenb NpuBOIWT K yBeIU-
YEHUIO YPOBHSI TUPO3WHTUIPOKCUIA3bl B NpuiexaiieM siape. Kpome atoro, pexkxum
CBOOOIHOM aJIKOTOJIM3aLIMY TTPUBOIUT K CHUXKEHWIO YPOBHST TUPO3UMHIUAPOKCUIIA3bI B
MpujeXalleM siIpe Mpy pa3BUTHHY MATOJIOTMYECKOTO YBETMYEHUsI TUPO3UHTUAPOKCH -
na3sl, Habmonatomierocs y Kppic DAT-HET, Ho He oka3biBaeT addekra Ha KOHTPOJIb-
HBIX JKUBOTHBIX.

Knroueswie crosa: xpoichl inanu DAT-HET, nodamMuH, 3TaHOJ, aIKOTOJIM3allMsI, aJIKO-
roJibHasi 3aBUCUMOCTbD, MpUJIeKaliee siipo, TAPO3UHTUIPOKCUIa3a, MOBeAeHUE
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BBEJEHUE

HavanbHoe mpeanouyTeHre ajakoroisi, MpuUBojsiiee K GOpMUPOBAHUIO aTKOTOJIBHOMN
3aBHCUMOCTHU, CBSI3aHO C HapylleHreM (YHKIIMOHUPOBAHUS CUCTEMbI Harpaabsl. Me3o-
JMMOunYecKasl 4acTb 10(aMUHOBOI CUCTEMBI TOJIOBHOTO MO3Ta SIBJISIETCS] LIEHTPOM Ha-
rpazbl U MONKPETJICHUSI M HATIPSIMYIO BOBJIEYEHA B MEXaHU3M aJIKOTOJIbHOM 3aBUCUMO-
ctu [1]. Me3onumMOMYecKuii IyTh CUCTEMbI HArpaabl U MOAKPEIIEHUSI B OCHOBHOM CO-
CTaBJISIIOT JoaMUHEePIUYecKre HEHPOHBI, JJOKaAIN30BaHHbLIE B 00JaCTU BEHTPAILHOM
MOKPBIIKK cpeaHero mosra (VTA), MpoeKUunu KOTOPBIX TIPUXOAST B 00J1aCTh MpUiIekKa-
mero sinpa [2]. Tuposunruapokcwnasa (TI) — ocHOBHO# hepMeHT, TMUMUTUPYIOITU
CKOPOCTb CHHTE3a KaTeXOJIAMUHOB, COIEPXMUTCS BO BceX NO(GaMUHOBBIX HEWpOHaX.
C nmomompio TI' ammuHOKMCIOTa L-THpO3MH npeBpalaeTcs cHadajaa B 3,4-IUTUAPOKCH-
deHMIaTaHUH 1 nanee B nodaMuH [3]. OmTHUM U3 MEXaHU3MOB PEryJIsiiUi aKTUBHOCTU
TTI aBnsieTcsa MexaHU3M O0OpaTHOI CBSI3M, B XO€ KOTOPOTO MPOAYKTHI pacriaaa KaTexoJa-
MUWHOB TIOJABJISIIOT aKTUBHOCTBH 3Toro depmenTa [4]. T saBasieTcst oblienpu3HaHHBIM
MapKepoM [JIsl M3y4eHUs JoKanuzauuu, auddepeHIMPOBKU U pa3BUTHUS KaTexoJaMu-
HEPruYecKux HeHPOHOB.

Kproicel muanu DAT-HET — aTo rereposurotsl tnHun DAT-KO, y KOTOpPBIX ¢ TIOMO-
11IbI0 METOIMKM JJIsl peAaKTUPOBaHMSI FTeHOMa “HyKJlea3a IIMHKOBBIE NaJIblibl” YMEHBIIM -
JIV YMCJIO CAaliTOB pecTpuKIUu 6enka-nepeHocurka nodhamuHa (DAT) Toabko Ha ogHOM
autenu reHa. B pesynbrate y Kphic DAT-HET koinmdecTBO BHEKJIETOYHOTO JodaMUHa
MoBbIIIeHO Ha 50% 110 CpaBHEHUIO C XKMBOTHBIMU TUKOTO THIIA. B CBSI3U ¢ 3TUM maHHast
JIMHUS 00JIalaeT psIIOM MOBEIEHYECKNX XapaKTePUCTUK, TAKMX KaK MTOBBIIIIEHHAsI BO30Y-
IUMOCTbD, IOKOMOTOPHAsI aKTUBHOCTh U HECTAOMJIBHBIN YPOBEHb TPEBOXHOCTH [5]. Mo-
nenb DAT-HET noaxonuT mist M3ydeHUsl TaKuX 3a0oJieBaHUiT KaK CUHIPOM Ieduiinra
BHUMaHMSI ¢ ruriepakTuBHOCTBIO (CIBT), mm3odpeHns u amiIMKTUBHbBIE pacCTpoiicTBa [6].

B HEKOTOpPBIX UCCIEAOBAHUSIX Ha SKUBOTHBIX OBLJIO MOKAa3aHO, KaK yrnoTpebeHre a-
KOTOJISI B pa3JIMYHbBIX PEXMMaX aJIKOTOJIM3allUM BIUSET Ha N0(aMUHEPTUYECKYIO CUCTEe-
MY U BbI3bIBAa€T U3MEHEHUS B TMOBEACHUU. TaK, 3TAHOJ CHUXaJl ypoBeHb NodaMHUHA B
BEHTPaJIbHOM CTpHaTyMe Yy Kpbic Wistar, TOTpeOJISIIOIIMX pacTBOP 3TUJIOBOTO CIIMPTa B
YMEPEHHOM KOJIMUECTBE B PEKUME CBOOOIHOM alKOTOIM3allUM, a TAaKXKe OKa3bIBaJl aHK-
CUOIUTUYECKUI 3(PDEKT, KOTOPBII BhIpaXKaJICsl B CHUXKEHUHN aKTOB Jie(eKallM Y KPbIC B
Tecte “OTKphITOE TToJIe” [7]. XpoHMUecKoe MoTpebeHre aaKorojis B TedeHue 365 nHeit
TMIPUBOAMIIO K CHUXXEHUIO comepxkaHus depmenTta TI' u nodamuHa, a Takke K yBeanye-
Huio KonmmdectBa DAT B BeHTpaabHOM cTpuatyMe y Kpbic TMHUM Sprague-Dawley [8].
Ilpu npepbIBUCTOM TOJYNPUHYAUTEIBHOM CllauBaHUU Y Kpbic Wistar ¢ BBICOKMM MO-
TpebGJIeHUEM 3TaHoJIa CHUKAJICS YPOBeHb nodaMUuHa B TpuiexkaiieMm siape [9]. YV kpeic
suHuM Long-Evans yepe3 48 4 nocjiie OKOHYaHUS JTATETbHOM MTPEePhIBUCTOM aJIKOTOJIM -
3anmu ¢ 20%-HBIM 3TaHOJIOM Ha0IIOAIOCh TeMPEeCCUBHOE TToBeIeHre U aHTenoHus [10].
Bmecte ¢ TeM oTMedanoch U arpecCUBHOE MOBEACHUE, KOPPEJIUPYIOIee C MOBBIIIIEHUEM
YPOBHS noaMrHa B IIpUjIeXalieM sape, eCIv KpbIChl TToydanu 10%-Hblii 3TaHOJ nepen
colranbHbiMU TecTamu [11]. Tpancnioprep DAT Taxkxe BoBieueH B hOpMUPOBAHUE aAll-
KOTOJIbHOM 3aBUCUMOCTH. B pexkrMe cBOOGOIHOTIO BHIOOpA MPU YBEIUUYCHUU KOHIIEHTpa-
LIMU pacTBopa 3TaHoja 10 32% camubl Mbieit DAT-HET ynoTpe6iisiin 60J1blie 3TaHo-
sia o cpaBHeHUto ¢ camuamu DAT-KO [12]. ¥V kpeic imaun Wistar Kyoto, rmorpe6isiB-
mux OOJbIIoe KOJWYECTBO aJIKOTOJII TpU CBOOOTHOM BBHIOOpE, YBEIWUYMBAIOCH
KOJIMYECTBO caiiToB cBsA3bIBaHUS DAT B HelipoHax MHOTMX 00J1aCTei TOJIOBHOTO MO3ra, B
TOM 4KcIie B mpuexaiiem sape [13]. AJKoroas pacipocTpaHseT CBOE BAMUSIHUE TakKe Ha
aktuBHOCTh TT. TIpu OCTpOM BO3AEHCTBIHU MEPOPaAIbHO BBeaeHHOro 20%-HOro araHoja
y KpbIc TuHUM Sprague-Dawley 6bl10 oTMeueHO noBbilieHue ypoBHs TI' Bo MHOTHX 00-
JIACTSIX MO3Ta, B TOM YMCJIe B YEPHOI CyOCTaHIIMU, KOTOPAs SIBJISIETCS YaCThIO ME30IMMOUYe-
cKoii cuctemsl [14]. V 370l Xe IMHUU KPBIC IIPU XPOHUUYECKOM MTOTpebaeHnH 5%-HOro pac-
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TBOpa 3TaHOJIa B YCJIOBUSIX CBOOOJHOTO BbIOOpa OBIIO OOHAPYKEHO YBEJIUYECHMHE DKC-
npeccurn MPHK TT B BenTpasibHOM ctpuatyme [15]. ¥ kpbic Wistar mocsie HenmpepbIBHOTO
noTpebeHus pacTBopa 3TaHosa B TeueHue 20 gHeit HabIonaIoch CHUXXEHUE UMMYHO-
peaktuBHOCTU K TT B IEeHAPUTHBIX IIUIKKAX B 00J1aCTU IIpUJIexXallero siapa [16].

HecmoTpst Ha Gosbllioe KOJIMYECTBO MCCIIENOBAHUM, M3YYalOlIMX CBS3b MEXIY IO-
TpeOGJIeHUEM aJIKOTOJIs, €ro BIUSIHUEM Ha JODaMUHEPTUYECKYIO CUCTEMY U MOBEIEHUE,
MEXaHU3MBbI TIPEATNOYTEHUS] 3TAaHOJIa MPU TUNepAodaMUHEPTUU 10 KOHIIA HE U3Y4YEHHBI.
HcnonbszoBanue kpoic DAT-HET B kauecTBe Moaenu HapylieHUs! (DyHKIIMOHUPOBAHMS
nohaMUHEPTUYECKO CUCTEMBI 1aeT BO3MOXHOCTD OLIEHUTh U3MEHEHUE MOBENeHYECKUX
XapaKTepUCTUK IO/ BIMSHUEM 3TaHOJIa U TOJYyYUTh HOBbIE aHHBIE TSI U3YYEeHUST BO3-
neiicTBUS 3TaHOoJa Ha ypoBeHb 11, KOTOpPHI SIBJIsIeTCS] BAXKHBIM 3BEHOM B CUHTE3e noda-
MUHa. MeTonbl TIPEepPhIBUCTON M TIONYNPUHYAUTEIBHON aJIKOTOJU3ALMU OOBIYHO Ha-
npasyieHbl Ha (OPMUPOBAHUE MOTUBALIMU MPEANOYTEHUS aJIKOTOJISI U BKJIIOYAIOT JOIOJI-
HUTEIbHBIN (PaKTOp cTpecca, KOTOPhIA MOXET OKa3bIBaTh CUJIbHOE BO3AEHCTBYE HA KPBIC
DAT-HET. Panee B JIOTHOM HCCIETOBAHUM HAMU OBLIO TTOKa3aHO, YTO MIPU MOTYTPU-
HynuTtenbHoOU ankorojusauuu Kpbickl DAT-HET dopMupyooT npeanoyreHue 3taHoja
OpIcTpee, YeM KphIchkl Wistar, I IIpXA 3TOM Y HUX CHU3KAeTCs YPOBEHb TPEBOXHOCTH [17].

PexxuM cBOOOIHOI ajiKOroim3aiyu BKJIOYaeT B ce0si CBOOOMHBIN JOCTYI K Jt000it
KUAKOCTU B JOMAIIHE KJIeTKe 0e3 JTOMOJTHUTEIBHOTO CTPECCOBOTO BO3IEHCTBUS, T10-
3TOMY OoJiee BCEro MOIXOOUT ISl U3YyYEHUs TIPEAINOUTeHUS] ajlKOTOJsI U CBS3aHHBIX C
9TUM TEPBUYHBIX U3MEHEHUU B MOBENCHUHN XXUBOTHBIX B JAHHOU Moaenu. Takum obpa-
30M, 1IeJIbI0 PabOThI ObLIa OlLIEHKAa BIMSTHUS CBOOOMHOM ajKOroju3aliii Ha MUTbEBOE,
JIOKOMOTOPHOE€, UCCJIENOBATEIbCKOE MOBEAEHUE, TPEBOTY U ypoBeHb TT' y KphIc ¢ Hapy-
meHueM GYHKIMOHUpoBaHMs nodpamuHeprudeckoii cuctemel (DAT-HET).

METOAbI UCCIIEJOBAHUA

Obsexm uccaedosanus

WccnenoBanue nmposBeneHo Ha monoBo3pebix camiiax Kpbic tuauu DAT-HET (n = 15)
u nonyasitiun Wistar (7 = 13) B Bo3pacTe O1ByX MecsilieB, Maccoii Teja He MeHee 180 r Ha
Havayio akcnepuMeHTa. Kpbicsl iuHun DAT-HET Ob11 motydeHbl U BepudUIIMpOBaHbI
B BuBapuu CaHkKT-IleTepOyprckoro rocyaapcTBEeHHOro yHuUBepcuTeTa. Bepudwukaiiys
HaJIU4YMsI HOKayTHOTO TeHa TPOBOAMIIACH C TIOMOIIbIO TEHOTUTTUPOBAHUS KJIACCUYECKUM
MeTomoM TonuMepasHoii uerrHoii peakuu (ITLIP) B peansHoM Bpemenu. Kpoicer Wis-
tar ObLIM MOJIy4eHBbl B BUBapuu MHCTUTYTa 3BOTIOIIMOHHON (U3MOJIOTUMN U OMOXUMUU
M. U.M. Ceuenosa PAH.

Bce >xuBoTHBIE OBbUIM pa3aeieHbl Ha 4 TpyMIibl. DKcepuMeHTaabHble TpyIsl “DAT-HET
ethanol” (n = 10) u “Wistar ethanol” (n = 9) Ha npoTsikeHuM 112 gHeit 3KcnepuMeHTa
HaxoIWJIUCh B peXXrMe CBOOOMHOM aJIKOTOJIM3AIMU, T1Ie UMEJIM TIOCTOSTHHBIN JOCTYI K
nowike ¢ 10%-HbpIM pacTBOPOM 3TaHOJIA M K TTOWJIKE C BOJOI, y4acTBOBAJIM BO BCEX TO-
BeneHuecknx Tectax. Crycrsa 30 mHeit mociie OKOHYaHMs ajKoroiamzanuu (142-it meHb
9KCIEPUMEHTA) M3 3TUX TPYIIl ObUIM OTOOpPAaHBI IIPOU3BOJBHBIM 00pa3oM 5 KpBIC IS
MMMYHOTUCTOXUMMUYECKOTo uccienoBanus. KonrponbsHbie rpymnsl: “DAT-HET water”
(n = 5) n “Wistar water” (n = 4) UMeJIM TIOCTOSIHHBII JOCTYII K BOJIE U €lie, HO HEe UMEJIN
JIOCTYIa K pacTBOPY 3TaHOJIa, HE YYaCTBOBAJIM B ITOBEACHUYECKHUX TecTax, U yepe3 142 nHs
9KCIIEPUMEHTA ObLIIY B3SITHI IJISI UMMYHOTHCTOXMMUYECKOTO UCCIeIOBAaHUSI MO3Ta.

Codepacanue HUBOMHbBIX

Bce KpbIChI coiepKaivch Ha CTAaHIAPTHOM pallMOHe IO TpU (IB€) 0COOU B KJIETKE pa3-
mepoM 570 X 350 X 250 MM co CBOOOIHBIM IOCTYIIOM K MUIIE U MOWJIKaM C BOAOH U C
3TaHOJIOM B YCJIOBUSIX OCBEIIeHHOCTH 12 4 cBeT, 12 4 TeMHOTa, TeMIlepaTypa Bo3myxa —
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20 + 3°C u BaaxHocTh 50—55%. B xadyecTBe MUILM XKUBOTHBIE MOJyJYaIu COaTaHCUPO-
BaHHBII TToHopalMoHHbIN KopM JIBK “TocHeHCcKMiT KOMOMKOPMOBBIit 3aBOI” B rpaHy-
JIMpOBaHHOI (hopMe, aHepreTudeckasi ieHHOCTh 11.39 MK /KT.

Tecm “Jlsyxcmakanuas npoda”

J17151 OLIeHKU MPEeNNOYTeHUSI AJIKOTOJISI KpbIca MOMEIAIACh B KJIETKY, aHAJIOTUYHYIO J10-
MaIITHEe, ¢ IByMsI OMMHAKOBBIMU ToikaMu. OTHA M3 MOUWJIOK cofiepkalia BOMY, Apyrast —
10% -HbIi1 pacTBOP STUIIOBOTO CITUPTA. JIOKATM3aHIO TTOWIIOK MEHSIITU TIPH KaXKIIOM CIIeTy-
I0IlIeM TeCcTUpOBaHUU. [lepen TecTupoBaHUEM KPBICHI MIOABEPTavCh MTUTHEBOI IEeTpUBa-
MUY B TedeHre 24 4. OnieHnBamu 107110 (%) BBIITATOTO pacTBOPa 3TAHOJIA IO OTHOIIICHUIO
K 00l1lIeMYy KOJTMYECTBY BBIMTUTOM XXKUIKOCTU B TeueHue 10 MUH HabIoaeHUSL.

IMpoun3BoauiIN OILIEHKY TTOTPEOICHUS MACCHl PACTBOPA 3TaHOJIA, BBIITUTOTO 32 HEAEIIO.
Kaxmyio Hemelo onpenessisii Maccy BHIITUTOTO U3 TOWJIKK pacTBopa aTaHona. s Kax-
JIO KJIETKU OMPEeNessIi MacCy BBIITUTOTO 3TaHOJIa B T HAa KI' MaccChl Tejla KUBOTHOTO B
niepecuete Ha 100%-HBII 9TaHOM, 3aTeM PAaCCYMTHIBATM CpeHee ISl OMHON KPBICHI 3a
ONVH IeHb HENEU.

Tecm “Omkpovimoe none”

TecTupoBaHMe TTPOBOIWIIN B YCTAHOBKE, KOTOpAasi TPEACTABIIsIeT COOO0I apeHy pa3Me-
poMm 600 X 600 MM, CHAOXKEHHYIO MSTHIO “HOPKOBBIMU” OTBEPCTUSIMU U OCBEICHHYIO
JnamMItoil HakaiauBaHus 720 JIOKCOB, Ha paccTossHUM 1.5 M oT rmona. B TeueHue 5 MuH pe-
TUCTPUPOBAIM CJEAyIONIMe TapaMeTphl: UIMHY MNPOHASEHHOTO MYyTHU, BEPTUKAJTbHBIE
CTOMKHU (KOJIMYECTBO), 3amIsiAbIBAaHUS B “HOPKU” (KOJIWYECTBO), TPYMUHT (TIPOIOIKM-
TEJIbHOCTb, C), OOJIOCHI (KOJMYECTBO), ypUHAIIUU (KOJIMYECTBO).

Tecm “IIpunodusmetii Kkpecmoobpa3smwiii rabupunm”

TectupoBaHue TPOBOAMIIN HA YCTAHOBKE, MMEIOIIEH JIBA 3aKPBHITHIX M ABA OTKPBITHIX
pyKaBa, B MeCTe TepecedeHUs] KOTOPhIX HaXOMUTCS OTKPBITas TuTomianka. JIaGupuHT ObLT
YCTaHOBJIEH Ha BbIcoTe 1 M OT 1ona. Pasmep kaxmoro pykasa coctapisur 50 X 10 cM, pasmep
neHTpa JabupuHTa — 10 X 10 cm. Kpbicy moMeniaim B HEHTP YCTAHOBKM HOCOM K OTKPHBI-
TOMY PYKaBy U B TeUEHUE 5 MUH PETrMCTPUPOBAIM BpeMsI HAXOXKIEHUSI B OTKPBITHIX U B
3aKPBITBIX pyKaBax, BpeMsl HaXOXIEHUsI LIEHTpe JIAOUPUHTA, a Takke BepTUKaJbHbIE
CTOMKHU, CBEIIUBAHMS C JaOUPUHTA, aKThl JedeKaluu U ypuHaIuu.

Iflmmyuoeucmoxumu!tecxoe uccaedosarue

BceM oToOpaHHBIM KpbICaM B KaueCTBE HapKo3a BHYTPUOPIOIIMHHO BBOJMIIU XJIOpa-
runpar (400 Mr/Kr) U aeKkanuTupoBaiu. Mo3r GUKCUPOBaJIU C TIOMOIIBIO TTOTPYXKEHUS B
4%-nb1ii pacTBOp MapacdopManpiaernuna B TeueHue 6 nHeii (rmpu 4°C). TMocne Kpromnpo-
Tekuuu B 30%-HOM pacTBOpe caxapo3bl, pa3BeleHHOI B (pochaTHO-coieBOM Oydepe ¢
0.9% NaCl (pH 7.4) Mo3r 3aMopaXXuBajIu ¢ TOMOIIBIO n3oreHTaHa (Sigma, CIIIA) npu
—42°C u xpanunu ripu —80°C. C nmomorbio Kpuocrtarta (Leica CM-1520, I'epmaHust) ObI-
JIV U3TOTOBJIEHBI Yepeaytolrecs: cepun GpOHTAIBHBIX CPe30B Mo3ra (ToiiuHa 20 MKM)
n3 obyacTu IIpuiIexalrero sapa (nAcc — nucleus accumbens) COIJIacHO aTyiacy Mo3Ta
Kpbichl [18]. Kaxnaplii 1ecToit cpe3 MoHTUpOBaiau Ha ctekiia Super Frost/plus (Menzel,
T'epMaHus), BEICYIIMBAIU IIPU KOMHATHOM TemIiiepaType v xpanuiau rpu —20°C. s uc-
c/IeI0BaHUs MCMOJB30BaH MPOTOKOJI, ONMMCcaHHbIi paHee [19]. I mpenBapuTenbHOMR
JIEMacCKHUPOBKM aHTUTEeHA Cpe3bl Ha CTEKJIaX KUITATUIA B LIMTpaTHOM Oydepe (pH 6.0) B
TedeHue S5 MUH. [JIs peakiiuu MCIOIb30BaIy MEPBUYHbBIC aHTUTENA MbIIIU TIpoTuB TT
(TT, Sigma, CIIA), pa3zBenennsble 1 : 1500, BropmyHbIe aHTUTeIA KO3bI IIpOTUB IgG MEIIM,
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Puc. 1. IIpeanourenue staHoia B Tecte “JIByxcrakaHHas rpo6a”. I1o ocu aGermce — THU alKOToJIu3aluu, o
ocu opauHat — noiist (%) BBIIIUTOTO AJIKOToJisl. 3Iech U Aajiee yKazaHa 3HauyumocTb ominuuii (p < 0.05) mo
Mann—Whitney U test.

KOHBIOrMpoBaHHbIe ¢ 6uoTuHOM (VectorLabs., Bennkoopuranust), passeaeHHsie 1 : 600 u
pacTtBop cTpenroBuanH-nepokcunassl (BioLegend, CIIIA), pazBenenHsiii 1 : 700. Crek-
Jla TIOIBEPTay CTaHAAPTHOM THCTOJOTUYECKON 00paboTKe M 3aKITIOYaIn B MIPO3PAYHYIO
cpeny Bio-Mount (Bio-Optica, Utamms). CrieunpnIHOCTh peaKIIuy IIPOBEPSIIA C TIOMO-
IIbI0 HETaTUBHOT'O KOHTPOJIS (peakiuu 0e3 mepBUIHBIX aHTUTeN). MI3006paxkeHust nu3 00-
JacTu nAcc ObLIU MOJIYYeHBbI B MIPOXOISIIEM CBETe ¢ MOMOIbIo MuKpockona Carl Zeiss
Imager Al (I'epmaHusi) cO BCTpOEHHOI BUIeoKamepoit Axiocam 712, mporpaMMHOIo
obecrieueHus1 J1sl 3axBara n3oobpaxkeHus Zen 3.4 (blue edition). C momMolbo mporpaMMbl
Image J (NIH, CIIIA) oueHMBaIM ONTUYECKYIO IUIOTHOCTh 11 B MMMYHONO3UTUBHEIX
OTpOCTKaX. Pe3ybTaThl TIpeAcTaBiIeHbI B YCIOBHBIX eMMHMIIAX (Y. €.).

ITIpomoxon uccaedosanus: Maccy BBITIMTOTO PacTBOpa 3TAHOJA B IOMAITHUX KJIETKaX y
KpBbIC OlLIeHUBaIM exXeHeneabHo. TecT “JIBycTakaHHast mpo6a” rpoBoawiu Ha (—1-if), 27-,
55-, 83-m 111-i1 mHM 1 Yepe3 28 gHEM nmociie oKoHYaHus ajnkoroau3anuu. Tect “Kpecrto-
00pa3Hblil 1abUpUHT” — Ha (—2-it), 54- u 110-i1 qHU anKoronmzauu, Tect “OTKpbITOE
none” — Ha (—4-1i), 52- u 108-if mHu. B3BemmBaHMe KPHIC IIPOBOIWIN KAXKIYIO HEICTIO
9KCIIEPUMEHTA.

Cmamucmuueckas 00pabomka pe3yibmamos

PesynbTaThl UMMYHOTMCTOXHUMUYECKOTO MCCIIEIOBAHUS OLIEHUBAIU C TOMOIIbI0 H-Kpu-
Tepust Kpyckana—Yoiutica v MOCJIEAYIONIero alioCTepHOPHOTO aHaIM3a MEXTPYITIIOBBIX
pazauunii mo U-xputepuio ManHa— YuTHU ¢ rioripaBkoii Xonmma—bordepponu. Pesynb-
TaThl MPEACTABIEHBI B BUIE OOKC-TIOTOB ¢ MeauaHoit (M) 50% ¢ MHTEpKBaPTUILHBIMU
pazmaxaMiu. JIoOCTOBEPHOCTh Pa3IMUMii B TOBEJEHUECKUX TeCTaX OLIEHWBAIU C IOMOIIILIO
U-kputepusi ManHa—YutHu. [TogydyeHHBIE pe3ysibTaThl MOBEACHUECKUX TECTOB IIpe-
CTaBJIsUIU B BUjie rpachMKOB C MEIUAHO C MEXKBAaPTUJIbHBIM UHTEPBAJIIOM.

PE3VIIBTATBI UCCIIENOBAHHWA

I1pu olieHMBaHUM NpeaNOYTEHMS 3TaHoJIa B TecTe “JIByxcTakaHHas1 mpoba” ObLIO 00-
Hapy>KeHO, YTO BCE KMBOTHBIE Ha IMPOTSKEHUU SKCIIEPUMEHTA B YCJIIOBUSIX CBOOOIHOTO
BbIOOpA B TOMAIITHE! KJIETKE HE TPEANIOYNTAIN 3TaHO BOJIE (I0JIsl BBITUTOIO 3TAHOJIA B Te-
ctax He TpeBbIaia 50% ot o6I1ero KoanmdecTBa BeIMUTOM XuakocTr). Kpeickl “DAT-HET
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Puc. 2. Cpennsist Macca pacTBOpa 3TWJIOBOTO CIIMPTA, BHITTUTOTO OJHOM KPHICO M3 TPYMIILI 32 OMH JEHb (B Te-
pepacyeTe Ha YMCTBI 3TAaHOJ) B JOMALIHUX KJeTKax. [1o ocu aGeuuce — Heaeau alkoroJn3alnu, Mo oOCu op-
IIMHAT — CPEIHSISI Macca pacTBOPa THJIOBOTO CITUPTA, BBIITUTOTO OJHOM KPBICOW M3 TPYNIILI 32 OIWH JE€Hb, B
/KT Macchl TeJia XKUBOTHOTO.

ethanol” TOCTOBEpHO MEHBIIIC TIPEANOYNTAIN 3TAHOJI II0 CpaBHEHUIO ¢ KpbIcamu “Wistar
ethanol” Ha 111-it meHp ankoronu3auun. Yepes 28 mHeit mociie OKOHYAHUS aJIKOTOJIM3a-
LIMU J0JIsI BBIITUTOTO 3TaHOJIa He TipeBbiiana 30% mis o6eux rpymit (puc. 1).

AHanu3 exeHenebHbIX U3MEPEHUI MacChl BBIMUTOTO PaCTBOPA 3TAaHOJ1Aa B JOMAIITHUX
KJIeTKax Tokasai, uto Kpbichl Tpynnbl “DAT-HET ethanol” ynoTpe6asiu 10CTOBEpPHO
MEHBIIIe aJIKOTOJISI B ceperHe crianBaHus [cpemnHee (7-a—11-s) Hemels| IT0 CpaBHEHUIO
¢ KkpbicamMu “Wistar ethanol” 1 He OTJIMYAJIUCh OT HUX B niepBhie [cpenHee (1-51—6-51) He-
nenst| u riocieqHue [cpeaHee (12-s1—16-s1) Hemenst| Heaenu ankoroausauuu (puc. 2).

B cpenHem no BceM nsiTHanuatu namepeHusiM Kpoichl “DAT-HET ethanol” takke BbITIM-
JIM TOCTOBEPHO MEHBIIIE AJIKOTOJIs MO CpaBHEHUIO ¢ KphicaMu “Wistar ethanol” 1.3 £ 0.2 u
2.0 £ 0.2 r/kr cootBeTcTBeHHO (p = 0.03).

B tecte “OtkpriToe moiie” kpeickl “DAT-HET ethanol” meMoHCTpUpOBain BHICOKYIO
JIOKOMOTOPHYIO U BEPTUKAIbHYIO aKTUBHOCTD (IJTMHA MPOWAEHHOTO TyTH, CTOHKM) TIO
cpaBHeHUIO ¢ Kpbicamu “Wistar ethanol” mo Havaia aIKoroJn3aiuy U He OTINYaInuCh 110
HUCCeA0BaTeIbCKO aKTUBHOCTU (3amisiabiBaHus). [locne Havana aJikoroausaiuu IBU-
ratenbHast akTUBHOCTh Kpbic “DAT-HET ethanol” cHu3uaack, U MoBeaeHUE KUBOTHBIX
obeux rpynit He paznuyanoch (puc. 3). MccnenoBarenbcKast aKTUBHOCTb CHU3UJIACH B Ce-
penvHe U KOHIE CIauBaHUSI Y KPbIC 00EUX TPYMIl, pa3indnii MeXIy rpyrmnaMu He Ha-
omonanu. [1o BereraTuBHBIM aKTaM U TPYMUHTY KPBIChI HE Pa3InyaiCh Ha TPOTSKEHUU
BCEro 9KCIepUMEHTA.

B tecte “IIpunonHsaTeiii Kpectooopas3Hblit 1adupuHT” Kpbickl “DAT-HET ethanol”, B
oTinuMe oT Kpbic “Wistar ethanol”, nmpeanoynTanu OTKPhIThIC pyKaBa B Havyajie U CIyCTsI
54 nHs nocne Havana ankoroiu3anuu. Kpeicel “DAT-HET ethanol” npoBonwim nocro-
BEPHO MEHbIIIE BpeMEHU B LICHTPE KPecTOOOpa3HOro JIAOMPUHTA 10 Havaja v Ha 54-ii TeHb
AJIKOTOJIM3allM 110 CPaBHECHMIO C XWBOTHBIMM M3 rpymirbl “Wistar ethanol”. Kpbicer
“DAT-HET ethanol” mpoBoauiau OJOCTOBEPHO MEHBIIIE BPEMEHHU B 3aKPBITHIX pyKaBax
JIaGMpPUHTA OO Havyaljla ajJKoroju3auuu. B KoHLe ajkorojn3zaluuu Mexnuy rpynmnamMu go-
CTOBEPHBIX OTJINYMIT He 0OHapykeHo. KoanuecTBo CBelIMBaHUI C OTKPBITHIX PYKABOB Y
rpyrnbl “DAT-HET ethanol” B Hauase onbiTa 06110 6oJbiie (8.3 £ 4.6 mporus 3.0 £1.0,
p <0.01), ogHaKO B TOCJEAYIOINX TECTAX PA3TUUUST MEXIY IPyIIaMu He JOCTOBEPHBI.
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Puc. 3. JIsurarenbHast 1 BEpTUKaIbHAsi aKTUBHOCTD Y KPBIC Ha MPOTSIKEHU U aikoroiu3aiuu. [To ocu aGemce:

JTHU aJIKOTOJIM3aLlMK; TI0 OCH OPAMHAT: JUTMHA NIPOIIEHHOTO MYTH, B MM (a), BEepTHKAJIbHbIE CTOMKH, KOJIUYe-
ctBO (b).
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Puc. 4. BpeMsi, npoBeaeHHOE B 3aKPBITHIX (@), OTKPBITHIX pyKaBax (b) v B LieHTpe (C) MPUIOAHSATOrO KPecToo6-

pasHoro JadupuHTa. [To ocu aGeluce: THU aTKOroanU3aluu; o OCU OPAUHAT: BPEMSI B MC.

Takke He 0OHAPYKEHO JOCTOBEPHBIX PA3IMUMIl MEXIY TPYIIIaMH 10 BpEMEHU, MPOBe-
JNIEHHOMY B OTKPBITBIX pyKaBax.

B nanHOM McciaemoBaHMU NPOBEACHO U3MEPEeHUEe ONTUUYEeCKOM TIOTHOCTH TT- num-
MYHOITO3UTUBHOTO MaTepuaia B OTPOCTKaX A0(paMUHEpruuecKux HeiipoHOB B 006ja-
CTU mpuiexariero sinpa (nucleus accumbenc) (puc. 5) Bo Bcex IpyImnax KpbIC JUHUMN
DAT-HET u Wistar.

OTmeueHa UCXOIHO OoJiee BbhIcOKasi onTuyeckast MiIoTHOCTh T -MMMYHOIMO3UTHUBHBIX
OTPOCTKOB B 0GjacTu Tpuiiexaitero siapa y Kpeic “DAT-HET water”: M = 113 (0.108;
0.126) o cpaBHeHMIO ¢ Tpymmoit “Wistar water”: M = 108 (0.103; 0.115). ITocie ankoro-
mmzaiuu 'y Kpbeic “DAT-HET ethanol” ormeuaercst cHukeHue ypoBHs TI: M = 109
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Puc. 5. UMmmyHorncroxuMuueckasl peakiyst K TUPO3MHIMIPOKCUIa3e Ha (POHTAIBHOM Cpe3e MO3Ta KpPbIChI
Wistar ¢ o6acTblo Ipuiiekaiiero siapa (nAcc). [1pu maoMm yBenndeHUM o061acTh NAcC BbIIeJIeHa KBaIpaToM,
Mpu OOJbIIEM YBEIUYEHUH B NACC PACIONIOXEHBl TUPO3MHTUAPAKCHIA3a-MMMYHOIIO3UTHBHbBIE OTPOCTKU.
Ob6o3nauenue: ac — anterior commissure, Macirad: 5 Mm (a) u 200 Mmxm (b).
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Puc. 6. Ontuyeckas miaoTHOCTb TT-MMMYHOMO3UTUBHBIX OTPOCTKOB B 00JIACTH MPUJIEXKALIETO s1Apa y Uccie-
nyembix rpyni kpeic tuHuil DAT-HET u Wistar. ITo ocu opauHaT: onTuyecKas JIOTHOCTh B YCIOBHBIX €11~
HuLax (y. e.).

Ob6o3nauenus: YepHast IMHUS BHYTPU OOKca — MeIuaHa, JUHUM Mpesesia — MHTEPKBAapTUIbHbIN pa3max. [lo-
croBepHOCTh ominuuii ripu p < 0.05, mo Mann—Whitney U test.

(0.103; 0.114) o cpaBHeHuto ¢ rpymnmnoit “DAT-HET water” (puc. 6). CHUXXeH1e OITUYe-
ckoit mmotHocT! TT y xpreic “DAT-HET ethanol” ormedaeTcss m mo cpaBHEHUIO C TPYI-
moit “Wistar ethanol”: M = 112 (0.106; 0.117) (p = 0.04).

OBCYXIAEHWE PE3YJIbTATOB

B nannom skcniepumenTte Kpbicbl DAT-HET He moxkazanu npenrnodreHus: 3TaHojaa B
YCJIOBUSIX CBOOOMHOM ajiKoroiu3anuu B “JIByxcTakaHHOi 1pobe” U 1eMOHCTPUPOBaIU
HU3KMI YpOBEHbB €ro MOoTpebIeHUS B IOMAIIIHUX KJIETKaX B TeueHUe Heaenu. PaHee ObL1O
MOKa3aHo, YTO B YCJIOBUSX MOJYNPUHYIUTENbHOM ankoronu3anuu Kpbickl DAT-HET no
cpaBHeHUIO ¢ Wistar yBeJIMIMBAIOT MMOTpeOIeHe U IpenanodTeHue staxoma [17]. [Moiy-
YeHHBIE B TAHHOM 9KCTIEPUMEHTE Pe3yJIbTaThl MePEKINKAIOTCS ¢ 6osiee paHHUMU UCCIIe-
noBaHussMM 0 poiid DAT B (popMUpoBaHUM MPENIOUTEHUs K 3TAHOJy UMEHHO B YCIOBUSIX
CBOOOMHOI ankoroiau3anuu. Tak, B aHAJIOTUYHBIX YCJIOBUSIX Y camiioB Mbieir DAT-KO
n DAT-HET cHuxanoch morpebiieHue u npenmnodreHue 3taHoia [20]. Cnenyer oTMe-
TUTb, UTO KpbIchl Wistar, moTpebstolime 60bliie 3TaHOIa B HEIeJIbHBIX ITP0o0ax B cepe-
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JIMHE 3KCMIEPUMEHTA, TOXE He IEMOHCTPUPOBAIM JOCTOBEPHO YCTOMYMBOIO MPEAINOYTe-
HUS B ITPOLIECCE AIKOTOJIM3ALMU U CITYCTSI Mecsll rocie Hee. Hamm nanHble comtacyrores ¢
pesyJibTaTaMu paboT, MoKa3aBIInuX, YTO TTOAOOHAsT TMHAMUKA IMOTPEOJIeHUsI 3TaHOJIa Xa-
pakTepHa ISt XKUBOTHBIX, KOTOPBIC TTOJIYYarOT 3TAaHOJ IPU CBOOOTHOM BeIOOpE [21].

JlokoMoTtopHast akTuBHOCTB y Kpbic DAT-HET mo Havana aikorojam3amnuy JOCTOBEp-
HO BBIIIE, YeM y KpbIC JuHMM Wistar, 4TO HEOQHOKpPATHO OTMeYajoch paHee [5, 6].
B nanpHeiieM Ha ¢oHE aTKOroau3aluy K cepeuHe 9KCIIEpUMEHTa TIOKOMOTOpHAas aK-
TUBHOCTB XXKUBOTHBIX TMHUU DAT-HET cHusunace 1 He oTiinyanach OT nmokasareJsieit ai-
KoroJim3upymoimuxcest Kppic Wistar. Paznmuuuii B McciaenoBaTebCKOil aKTUBHOCTU KPBIC
DAT-HET no cpaBHeHuto ¢ Wistar He ObIJI0 0OHapykeHO, OHA OblJIa BEICOKOI B TTIEPBOM
TECTMPOBAHUU 0 Havyaja CllauBaHUsl U CHU3WJIACH B MOCJIEAYIONINX TeCTax. DTU Xe pe-
3yJIbTaThl OTMEUAIOTCS U B KOHIIE 9KCIlepuMeHTa. BodaMoxxHo, Ha hoHe cBOOOIHOI ajiko-
TOJIM3ALIMU, TTIPU OTCYTCTBMU (DOPMUPOBAHUS TIPEANOUTEHUS 3TAHOJIa, YMEHbIIEHNE JIO-
KOMOTOPHOM U uccienoBaTeabckoil akTuBHOCTH y Kpbic DAT-HET cBsizaHo ¢ cenatuB-
HbIM 3(ddeKToM 3TaHoMa, KOTOPBHIi CHUXAET TUMEPPEaKTUBHOCTb 3TOM TPYIIbI
JKMBOTHBIX. Takke MOKHO BbICKA3aTh MPEIIOJNIOKEHNE, YTO Ha 3TO MOTYT BJIUSITh TaKue
¢akTOphl, KaK MPUBbIKAHUE K TECTOBOI apeHe OTKPBITOTO T0JIsI U CTapeHNe XKUBOTHBIX B
npoliecce SKCIepUMeHTa.

TumeppeakTuBrOCTh Kphichl DAT-HET memoncTpupyior u B Tecte “IlpunomHATHII
KpeCTOOOpa3HblIil JAOUPUHT”, UTO TAKXKE COOTBETCTBYET MOBEACHUYESCKUM XapaKTEePUCTH -
KaMm JuHuM [6]. o ajJKoroju3aluu OHU CTATUCTUYECKM 3HAYMMO OOJIbIIE IO CpaBHE-
Huto ¢ Wistar IpoBOASIT BpEMEHU B OTKPBIThIX PyKaBaX W MEHbIIIE B LIEHTPE JaOUPUHTA.
Takoe cooTHOILIIEHNE HAaXOXIEHUST B OTKPBITHIX PYKaBax U B LIEHTPE, BO3MOXHO, CBUIIC-
TEJIbCTBYET O BBICOKOI PEaKTMBHOCTM KpbIC MaHHOI muHuu. Ha ¢doHe ankoronuzauuu
9Ta TEHACHUMUSI COXPAHSETCS A0 CePEeIVHbI SKCIIEPUMEHTA, OIHAKO B KOHIIE IKCIIEpU-
MeHTa pa3anuus ¢ KpbicaMu Wistar HUBEJIUPYIOTCSI.

Ipoexuuu nobaMrUHEPTUIECKUX HEMPOHOB, JTOKATM30BAaHHBIX B 00JIACTU BEHTPaJb-
HOM MOKpBIIKM cpenHero Mo3sra (VIA), mpuxoasiT B 00J1aCTh IIPUJICKAIIIETO SIpa U CO-
CTaBJISIOT ME30JIMMONYECKUIA MyTh, KOHTPOJUPYIOIIMI CUCTEMY Harpajbl U MOAKPeErie-
Hus [2, 22]. TToatoMy onieHka ypoBHs1 TT mpoBoauiach B UMMYHOITO3UTMBHBIX OTPOCTKaX
nodaMUHEPTMYECKNX HEMPOHOB B 001aCTH TIpuiexaillero siapa. HecMoTpst Ha HEBBICO-
Koe noTpebieHue pactBopa sraHona y Kpeic “DAT-HET ethanol”, yposens TI' B mpoek-
1UIxX 1oaMUHEPTUYECKNX HEHPOHOB B 00JIaCTU MPUJIEKAIIETO SApa OblJT HUXE Y KPbIC
“DAT-HET water”, Ho He orimyajcs oT Kpeic “Wistar ethanol”. Takke nMen TeHIeH-
1o K cHikeHu1o ypoBeHb 1Ty kpeic DAT-HET mno cpaBHeHUIO ¢ aJIKOTOJIM31MPOBaHBIMU
Kkpbicamu Wistar, oqHaKO MpU CTaTUCTUYECKOU 0OpaboOTKe Tocje MOMpaBKU XoiIMa—
BoHdeppoHr pasnnunst HUBEUPYIOTCS, BEPOSITHO, M3-3a HEOOJIbIIIOI BHIOOPKH.

N3zBecTHO, uTo DAT perynupyert nepegayy CUTHAJIOB Ha BCeX IMpe- U MOCTCUHATITUYEC-
CKUX penienTopax fodamMrHa, ynajisist HeiipoTpaHCMUTTEP U3 BHEKJIETOYHOTO MPOCTPAH-
CTBa, METOIOM OOpaTHOrO 3axBaTa [23], ero INIOTHOCTh HanboJjiee BEICOKA B CTPUATyME U
npuiexaiieMm sape [24]. Y Bcex kpbic ¢ HokayroM DAT HapyiieHne o6paTHOTo 3axBara
MNPUBOIUT K AucOagaHCcy cuHTe3a fodamMuHa, B yactHocTH, y DAT-KO cHuxaercs ypo-
BeHb MPHK TT B cpenHem mo3sre u yposeHb 0eika TI' B ctpuaryme, a y DAT-HET yBe-
JIMYEH BHEKJIETOUHBIN ypoBeHb nodamuHa B crpuatyme [S]. 1o 310l mpuunHe y KpbIC
DAT-HET wu3HavyanbHO MoBbIlIEHHOE KojinyecTBO TI' B mpoekiusx nodaMuHeprude-
CKUX HEMPOHOB B 00JIACTU TIPUJIEKAIIIETO SIIPAa MOXKET OBITh CBSI3aHO C BBICOKUM COJIep-
JKaHUEM BHEKJIETOUHOTO AodamMuHa B crpyuaTyme. MOXHO MPEAIONOXUTh, YTO JaXe Ma-
Jible 103bl 3TAHOJIA MOTYT BO3IE€HCTBOBATh Ha NO(haMUHEPTrUUeCKUX HEIUPOHBI, BbI3bIBAsI
CHIKeHMe o011iero ypoBHs TI' B X mpoeKIusIX B IIpujiexalleM siape, U, BeposSITHO, CHU-
JKaIOT YPOBEHb BHEKJIETOYHOTO 10(haMHa B BEHTPAIILHOM CTPUAaTyMe U APYTUX CTPYKTY-
pax Me3onumbuueckoit cucteMsl. [1pu atom y kpsic DAT-HET He Bo3HMKaeT mpearo-
YTEeHUS K 3TAHOJIY IO TPUUYUHE pabOThl KOMIIEHCATOPHBIX MEXaHU3MOB B To(haMUHEPTU -
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yeckoii cucteme. Kak ciieactsue, 3To NpUBOAUT K CHUKEHUIO colepKaHus fodaMuHa U
U3MEHEHUIO XapaKTepPHOTO MTOBEICHUS TSI TAaHHOMW MOJEIU XXUBOTHBIX, ITPEXIIE BCETO UX
TUTIEPAKTUBHOCTU.

Taxum obpa3om, MOXKHO caeiaTh BBIBOI, YTO y Kpbic TnHUM DAT-HET Habmonaercs
yBenudeHue ypoBHs TT B mpusexaiiem sinpe. KpoMe 3Tor0, pesxuM CBOOOIHOM aIKoro-
JM3aluu cHUxaet ypoBeHb TI' B mpuiiexaiieM siipe NMpu pa3BUTUM MATOJIOTMYECKOTO
yBeJqnueHus coaepxanus TT, HaOmogaromerocs y xXKuBoTHbIX TMHUM DAT-HET, Ho He
okasbiBaeT 3(deKTa Ha SKUBOTHBIX B KOHTPOJIbHBIX rpyIinax. JlaHHBIi BBIBOI XOPOIIIO CO-
1acyeTcsl ¢ MOoJlydeHHBIMU MOBEAEHUYECKMMU TaHHBIMU, TIpU KOTOPBIX Y Kpbic DAT-HET
CHMXAeTCs U30BITOUHAS JIOKOMOTOPHASI aKTUBHOCTD B YCJIOBUSIX ajkoroausauuu. OnHa-
KO Heo0Xxoamumo ydecTh TOT akT, yTo KpbIichl DAT-HET He chopMmupoBanu npearoyure-
HUS 3TAaHOJIA B YCIOBUSIX CBOOOMHON aJIKOTONIU3ALMU U TTOTPEOJISIIA MEHbIIIEe aTKOToIs,
YeM XKMBOTHbIE KOHTPOJIbHOI rpynnbl. TakumM o0pa3oM, cpaBHUBaeMble IPYIbI ObUIN
MOIBEPTHYTHI BO3IEHCTBUIO Pa3HOTO 0ObEMa 3TaHOJIA, YTO BBI3BIBACT TPYAHOCTHU IIPU
WHTepIpeTalluy JaHHBIX C MTO3ULIMU HEMPOXMMUYECKOTO U (hapMaKOJOTrHIeCKOTro Mo~
x0J1oB. OJTHAKO 3TU TPYAHOCTU MOTYT OBITh IMPEONOJICHBI B CJIEIYIOIINX 9KCIIEPUMEHTAX,
HarnpuMep, ¢ UCMOJIb30BaHUEM MPUHYAUTEIBHOTO BO3ACHCTBUSI OAMHAKOBBIMU HU3KHU-
MU 00bEMaMU 3TaHoA.

OepaHuuenus uccaedo8anus

BbbL1 ucciienoBaH TOJBKO MoKa3aTelib 0o1ero ¢pepmeHTa TI' B BoJTOKHaX mpuJjiexalie-
ro sapa. PasHoe KoimmduecTBO KMBOTHEIX B rpynmnax. He mpousBoamiachk olieHKa YpOBHSI
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Changes in Behavioral Characteristics and Tyrosine Hydroxylase Levels in the Nucleus
Accumbens of the Brain of DAT-HET Rats during Free Alcoholization

I. V. Antonova® *, E. O. Kucher® %, E. V. Filatova’, A. E. Veraksa?, I. Yu. Morina?,

V. A. Zavyalov®, and A. Yu. Egorov® % ¢

4Sechenov Institute of Evolutionary Physiology and Biochemistry of the Russian Academy of Sciences,

St. Petersburg, Russia
A2 Petersburg State University, St. Petersburg, Russia
“Mechnikov North-Western State Medical University, St. Petersburg, Russia
*e-mail: risha.irina999@mail.ru

DAT-HET rats with their underlying hyperdopaminergia are a promising model for the
investigation of neuropsychiatric diseases, which are based on impaired dopamine neu-
rotransmission, including alcoholism. The aim of the work was to evaluate the effect of free
alcoholization on drinking, locomotor, exploratory behavior, anxiety, and Tyrosine hydroxy-
lase (TH) levels in rats with impaired functioning of the DA system (DAT-HET). The study
was carried out on adult male rats of the DAT-HET (n = 15) and Wistar (n = 13), which
were divided into 4 groups: “DAT-HET ethanol” (n = 10) and “Wistar ethanol” (n =9),
who were in the mode of free alcoholization for 112 days of the experiment. The DAT-HET
water (n = 5) and Wistar water (n = 4) groups did not have access to an ethanol solution
and did not participate in behavioral tests. Ethanol preference and consumption was as-
sessed in the “Two-bottle test”. The amount of ethanol consumed in the cells was re-
corded weekly. Behavior was assessed using the Open Field and Elevated Plus Maze
tests. After alcoholization, to assess the level of TH, an immunohistochemical (IHC). It
was found that during free alcoholization, DAT-HET rats do not form preferences for
ethanol. Under the low ethanol consumption, the initial hyperactivity in DAT-HET rats
is leveled. The DAT-HET model leads to an increase in TH levels in NAcc. In addition,
the free alcoholization reduces the level of TG in NAcc with the development of a
pathological increase in TH, observed in the DAT-HET model, but has no effect on
healthy animals.

Keywords: DAT-HET rat, dopamine, ethanol, nucleus accumbens, tyrosine hydroxylase,
free alcoholization, alcohol dependence, behavior
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