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Lenvto Hacmosuwe2o uccied08anus ABULOCH U3YUEHUEe OCHOBHBIX IMAN08 MemabOIU3MA NYPUHOBIX HYKIEOMUO08 NPU
Passumuy yCmouuueoCcmu K HapKomuueckomy 0eticmauio Smanod.

Pesyromamol: Yemoiuuusocms Kk HGpPKOMU4ECKOMY 6030€UCMSEUI0 SMAanold, KOMopoe Paseusailoch 8 pe3yibmame ce-
MUOHEBHOIL ANKO2OIUAYUU, CONPOBOACOACMCSL AKMUBAYUEL KAMADOIUIMA NYPUHOB, YO NPOSGILEMCS POCHIOM YPOGHS.
A0EHO3UHA U MOUEBOU KUCTOMbL, d MAK’CE YeTUYeHUEM AKMUBHOCU OCHOBHBIX A0EHO3UH-MemMabonUusupyouux gepmen-
mog — S-HyKIeomuoasvl U adeHo3uHOeamunasvl 6 mosee. Ilpuuem, dannviil ¢hgpexm 6 boavuel cmenernu HabIIOOAICS 6
cmpykmypax kopvl Mo3zea. Ocmpoe arKo20abHoe 8030eicmeue RPUEOOUM K CHUNCEHUIO YPOGHSL A0CHO3UHA, d MAKdice
bonvuuncmsa e2o kamaboaumos na goue yeenuyenus konyenmpayuu nyia A/JO+AM®D u moyesoil Kuciomol 6 cCmpyKmy-
Pax KOpbl MO32a JCUBOMHBIX Oe3 NpedsapumenbHo20 KOHMAaKma ¢ 3manoiom. B mo dce epems, ocmpas anko2onbHAs.
UHMOKCUKAYUS SHAUUMO HE UBMEHSLEM YPOBEHb OCHOBHBIX MeMAOOIUMO8 NYPUHOB020 0OMEHA 8 MO32€ KPbLC, YCHOUYUBHIX
K HAPKOMUYECKOMY OetiCmeuio SMaHoud.

Bb1600b1: Pazeumue ycmouuugocmu K HapKOMu4ecKomy Oeicmeuro Smanoia ConpogoIcoaemcst akmusayuei Kama-
bonuzMa nypuHo8 U HAKONJIeHUEM AOeHO3UHA NPEUMYUIECMBEHHO 8 KOPe 20JI08H020 MO32d. Jlannblil pakm modrcem ceude-
MenbCmeo8ams 06 A0anMayUOHHbIX USMEHEHUSX 8 MEMAaboIU3Me NYPUHOB, KOMOPbLE NPOUCX00A BMECMe C PA3GUMUEM
YCMOUMUBOCU K HAPKOMUUECKOMY OeliCmEuio 3Manod.

Kmroueevie cnosa: nypunst, aoenosun, L{HC, smanon.

The aim of this study was to investigate the metabolism of purine nucleotides in developed resistance to narcotic effect
of ethanol.

Results: Resistance to narcotic effect of ethanol, developed within a seven-day alcoholization, is accompanied by
activation of purine catabolism which is manifested by the increase of adenosine and uric acid levels as well as by the
increase in activity rate of the basic adenosine-metabolizing enzymes (i.e. 5-nucleotidase and adenosinedeaminase) in
the brain. This effect was more often observed in the structures of the brain cortex. Acute alcohol-induced effect leads to
the decrease in adenosine level as well as the majority of its catabolites against the increase in concentrations of pool of
ADP+AMP and uric acid in the brain cortex structures of animals with no preliminary contact with ethanol. At the same
time acute alcohol intoxication did not significantly change the level of the main metabolites of purine metabolism in the
brain of rats stable to narcotic effect of ethanol.

Conclusions: Resistance to hypnotic effect of ethanol, developed within a seven-day alcoholization, is accompanied
by activation of purine catabolism and accumulation of adenosine in the cerebral cortex. The results obtained speak in
favor of adaptive changes in metabolism of purines which take place along with the development of stability to narcotic

effect of ethanol.
Key words: purine, adenosine, CNS, ethanol.

Brenenue

3noynorpediaeHne 3THIIOBBIM aJIKOTOJIEM MPHBOIUT K
Pa3BUTHIO YCTOHYMBOCTH (TOJIEPAHTHOCTH) K €r0 BO3/EH-
CTBHIO Ha OPTaHW3M M B TIOCJIEIYIONIEM K BO3HUKHOBEHHIO
AJIKOTOJILHOM 3aBUCUMOCTH [ 7].

Pa3BuTHE yCTOHYNBOCTH SIBIISIETCS PE3YIIBTATOM aIaITHB-
HBIX U3MEHEHU opraHn3Ma B oTBeT Ha 3¢pdeKThI FTaHONa,
MIPUYEM, 3TH aIaITUBHBIE N3MEHEHUsI KacatoTCsl KaK (DyHK-
LIMH OPTaHOB U CHCTEM, TaK U IOBeAeHHs1. TaKas aganTais
Ha3bIBaeTCs PyHKIMOHATBHOW ToNepanTHOCTHIO [ 10]. Ipu-
MepoM (DYHKIMOHAIIBHOW TOJIEPAHTHOCTH MOYKET CIIY)KUTh
OTCYTCTBHUE BBIPKEHHBIX MPU3HAKOB aJKOIOJbHONH MHTOK-
CHKallMM Y MHAWBUAYYMOB C JUIUTEIBHBIM aJIKOTOJBHBIM
aHaMHE30M NP KOHIIEHTPAIMH Y HUX B KPOBHU ATAHOJIA, KO-
TOpasi y APYrux JIIO[el BhI3bIBAET OCTpoe orpasienue. [1o
MIPUYUHE Pa3BUTHS YCTOHYMBOCTH K ATAHOIY YENIOBEKY, JITH-
TEJILHO YIOTPEOIISIONIEMY aJIKOTOMb, JUISl IOCTHKEHUSI Tpe-
OyembIx 3¢ dexToB (diidopust, cenarys), HEOOXOIUMO T10-
CTEMEHHO yBEITMYMBATh JI03y CIIUPTHOTO, YTO BIIOCIIEICTBHN
MIPUBOJIUT K Pa3BUTHIO (PU3NUECKOI 3aBUCIMOCTH OT 3TaHO-
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na. [Ipu aToM, yeM ObIcTpee pa3BUBAETCS YCTOHYUBOCTH K
aJIKOTOJIBHBIM A peKTam, TeM CKOpee pa3BUBAETCS aJIKOTO-
m3M [7].

B pe3ynbrarte MHOTOYHCIIEHHBIX CCIIEIOBAHUI TTOKa3a-
Ha POJIb Pa3JINYHBIX HEHPOTPAHCMHUTTEPHBIX H HEHPOMOTY-
JISITOPHBIX CHCTEM B MEXaHM3MaX Pa3BUTHS YCTOWYMBOCTH K
a¢dekram dTaHONA B IIPOIIECCE AIKOroNu3amu [4], oqHoi
U3 KOTOPBIX SIBJISIETCS ITypHHEPTUYECKass HEHPOMOIYIISITOP-
Has cuctema [19].

Lenpro HACTOSILETO UCCIIENOBAHUS SIBUIIOCH N3y4YEHHE
OCHOBHBIX 3TaroB MeTaboJIM3Ma MyPUHOBBIX HYKJIEOTHIIOB
IPY Pa3BUTHH YCTOMYUBOCTU K HAPKOTHUECKOMY JIEHCTBHIO
JTaHOJA.

MartepuaJbi 1 METOABI

B skcriepuMeHTax UCToIb30BAINCH OelTbie KPBICHI CaM-
sl Maccord 120-180 r. mopoxnsr Wistar. Ha mporspxenunn 7
JTHEH )KUBOTHBIM BHYTpUOPIOMMHHO BBoAMIICS 20% 3TaHoIN
B 103e 3,5 r/kr/cyr [1] (rpymmna TonepantHbie). Kputepuem
CHIKEHHSI YyBCTBUTEIILHOCTH CIIY)KHJIO YMEHBILICHUE BpeE-
MEHH CHa I10]] BO3JIeHCTBHEM dTaHoNa. B mpouecce cemu-
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JTHEBHOM aJIKOrONU3aly ObIJIO OTMEYEHO CHIDKEHHE IPOo-
JIOJDKUTENBHOCTH MOCTAJIKOTOILHOTO Hapko3a ¢ 108,8+14,3
muH 710 13,0£9,0 mun. KoHTposeM ciyKuiiu *KUBOTHbIE, KO-
TOPBIM B TeUeHHE 7 JAHEH BBOAWICS (U3MOJIOTHUECKUI pa-
CTBOP B SKBUBAJICHTHOM 00beMe (TpyIIa KOHTPOIIb). 3a00it
MPOBOAMIICS Uepe3 24 yaca rocJie IOCIIeTHEro BBEIeH s 3Ta-
Hona. OCTpyI0 aNKOTONBbHYIO HHTOKCHKAIHIO OCYIIECTBIIS-
JM TIyTEM OAHOKPATHOTO BHYTPHOPIOUIMHHOTO BBEICHHS
20% pacTBopa 3TaHoja KpbIcaM B 103€ 3,5 I/KI Macchl Tea
3a OIIMH Yac 0 AeKanutanun. B pesynsrare Obutn chopmu-
POBaHBI YETHIPE IKCIIEPUMEHTAIbHBIE TPYIIITBL:

1. KoHTponbHasi rpymiia — >KUBOTHBIE, KOTOPHIM B Te4e-
HUe 8 JHEH U B IeHb SKCTIEPHMEHTa 32 Yac 70 320051 BHYTPH-
OPIOIIMHHO BBOAWIN (PU3HOJIOTMYECKHI pacTBOP XJIOpUIa
Hatpus 1 pa3 B cyTkH (TocneHsst iHbeKnus 3a 60 MUHYT 110
3a00s). Jlanee B pucyHkax u TaONIMIIAX TaHHAS TpyIa 000-
3Ha4asack Kak «KoHTpoIb».

2. Tpynma KphIC, HOABEPTHYTHIX OCTPON aJIKOTONBHON
WHTOKCHUKAIIUU — YKMBOTHBIE, KOTOPHIM B TeUeHWe 7 JHEH
BHYTPUOPIOMIMHHO BBOAWIN (PU3HOJIOTHYECKUN pPacTBOp
XJIOPUZA HATPHS B CYTKH, a B JIHb DKCIIEPUMEHTA 32 Yac JI0
320051 OJJHOKpATHO BHYTpHOprommHHO BBOMH 20% pa-
CTBOp 3TaHoINa B 103¢€ 3,5 /KT Macchl Tena. Jlajee B pucyHKax
U Tabinuiax naHHas rpynmna odo3Hadanach kak «KoHt-
POIBL+ITY.

3. I'pymma kpsic co chOpMHUPOBAHHOM YCTOHYHUBOCTHIO
K HapKOTUYECKOMY AEHCTBHIO STaHONA — )KUBOTHBIE, KOTO-
PBIM Ha TPOTSDKEHUH 7 JHEH BHYTPHOPIOIMIMHHO BBOJHIICS
20% aTanon B 1o3e 3,5 I/Kr/CyT, a B ICHb SKCIICpUMEHTA (e-
pe3 24 vaca mociie oclieTHEero BBEICHHsI TaHolIa) 3a 4ac JI0
320051 BHyTPHUOPIONIMHHO BBOJMIHN (BH3HOJIOTUUECKHI pa-
CTBOp XJIOpHa HaTpus. J{anee B puCyHKax v TaOIMLAX AaH-
Has rpynmna obo3Havanzack Kak « Tom».

4. Tpymma kpbic co chopMUPOBaHHON YCTOHYMBOCTHIO
K HAPKOTHYECKOMY AEHCTBUIO 3TaHOJa, OIBEPTHYTAsI OCT-
PO¥1 AKOTONBHOM HAarpy3Ke — )KUBOTHBIE, KOTOPHIM HA MPO-

TSDKEHHH 8 JTHEel BHYTPHOPIOMMHHO BBOIIIICS 20% 3TaHoN B
no3e 3,5 r/xr/cyt (mocieansss MHbeKIus 3a 60 MUHYT 10 3a-
00s1). J{asiee B pucyHKax 1 TaOJIHIIAX JTaAHHAS TPYIIIa 0003Ha-
yanach kak «Toa + O.91».

3a60ii YKUBOTHBIX TPOBO/IIIIHM OCPEACTBOM JICKAITHTA-
LMK, TIOCJIE YET0 MO3T M3BJIEKAIN U3 YEePEHON KOPOOKH U
noMerany B aenasHoit 0,35 M pactBop caxapo3sl B 10 MM
oydepe TRIS/HCI, pH 7,4. 3atem Ha J1bTy M3 MO3T'a BBIICIIS-
T CJIEAYyIOUIMe OTAEbI: (PPOHTAIBHYIO 1 OOKOBYIO KOpY,
THIIOTAJIAMYC M TIPOJIOJITOBATHIA MO3T.

Konnenrpanuio AM®+AJID, anenoznHa, THO3UHA, KCAH-
THHA, TUIIOKCAHTHHA U MOYEBOW KHCIIOTHI B TOMOTEHATaX
PETHOHOB MO3ra ONpEessuTd METOIOM BBICOKOA((EKTHB-
HOM )KUIKOCTHOH XpoMmarorpaduu [16]. OnpeneneHue akTus-
HOCTH 5’-HYKJICOTU/1a3bI ¥ aJICHO3UH/ICaMHUHA3bI TIPOBOIHIIN
criekTpodoromerpuuecku [2, 3, 11].

Pe3ynbTatsl u 00cy:xaeHue

OmnpeieICHHBIN B TaHHOM pab0Te YPOBCHD aJICHO3UHA H
€ro MeTabOoJIMTOB B TKAHU MO3Ta CPAaBHUM CO 3HAYCHUSIMHU,
MOJTY4eHHBIMU APYrUMU aBTOpamu [17, 18].

Hamu BBIsIBII€HO, 4TO pernoHaIbHBINH Tpoduis MeTabo-
JIUTOB ITYPUHOBOTO PSAZIa y Y)KUBOTHBIX, TIO/IBEPTHYTBIX CEMH-
JTHEBHOM aJIKOTOJIbHOM Harpy3Ke, ObUT CXOXK C TAKOBBIM y KOH-
TPOJIBHBIX KHUBOTHBIX (Tabnuia). Tak, MaKcuMaibHast KOH-
neHrpars myna AJJO+AM® B 0b6eux rpymmax >KUBOTHBIX
HaOJTrOMaach B OOKOBOM KOpE TOJIOBHOTO MO3Ta, IMIPHYEM,
YPOBEHb 3TOT0 [TOKa3aTeN sl B JaHHOU CTPYKTYpe MO3ra 3Ha-
YUMO OTINYaNcs oT KoHueHTparuu myna AJ{P+AM® kak
BO (ppOHTAIBHOM KOpE, TaK U APYTHX HUCCIICIOBAHHBIX OTIIE-
sax Mo3ra. CeMuIHeBHAas! aJTKOTOT3alHs IPUBOIMIIA K 3HA-
yuMoMy yBenuueHuto ypoBHsa AJId+AMO Bo Bcex uccie-
JIOBaHHBIX CTPYKTYpax MO3Ta, 32 UCKIIIOYEHHUEM IIPOJIONTO-
BaTOro Mo3ra. MakcuMasbHBIN aJIKOTOMTb-UH TYITUPOBaHHBIM
poct AIO+AM® ormeueH B 60KoBoii kope Mo3ra (54%) u
runorainamyce (50%). Bo ¢hpoHTaIbHOI KOpe yBeInYeHUE
66110 Ha 14%.

Taénuya — KoHueHTpanys afeHo3MHa 1 MeTabOJIUTOB ITyPUHOBOTO Psifia (HMOJIB/T TKAHH) B PA3IMYHBIX PETHOHAX MO3Tra KPbIC CO
cOpMHUPOBAHHOH YCTOWYNBOCTHIO K HAPKOTHIECKOMY JISHCTBUIO ATaHONA Yyepe3 60 MUHYT IOCIIe OCTPOii alTKOTOJIBHON HAarpy3KH

(3,5 r/kr maccel Tena). (M ., n=6)

Peruon Tpynna [Tapamerp
Mosra Mouesas kucnora | ['unokcanTun Kcantuu AJI® + AMD WNHOo3uH AleHO3UH
®porransias Konmpons|  237,049,5% 116,6+41,5 |102,3+24,3*" | 2480,8+322,5%" | 92.3+19,9" | 330,9+23,3*"
Kopa Konmpons+3m|  303,6+45,9" 107,04353 | 52,9122 | 3185,8+485.2" | 52.2+14,6" | 209,6+34,9"
TOJIOBHOTO Ton| 284,6+473" 95,3+9,3" 57,843,7 | 2821,2+181,0 |103,8+15,1%| 405,9+57,9
Mosra Ton+29m|  460,8+518 12475163 | 61244 | 2472.4+542.1 | 136,1£72 | 402.8+17.6
Bokopas Konmpons| 209,249 3% 3635,8+856,1%" | 168,9+35,3" | 394,1+38,1*"
Kopa Konmpons+3m|  2623+13 4" 44723+293.7 | 106,0+17,4 | 264,6+20,9"
TOJIOBHOTO Ton| 394,1£17,5 5588,74334,3 | 164,4+25,2" | 505,7+65,6"
Mosra Ton + Om|  369,5+69.4 4920,7+1109,0 | 117,2433,9 | 425,0463,0
Konmpons|  91,3+19 4* 64,8+19,0 14,745,1%" | 1723,74269.2" | 78,5+24,9" | 224,7+50,5%"
Turo- Konmpons+3m|  1159+11,6" 55,3+7,2" 31,8+3,9% | 2156,6+204,1% | 52,6+8,5 | 94,7+22,9
TajaMyc Ton 179,8+32.5 67,4+11,2 20,6+2,17 | 2588,6£90,2" | 81,7+8.4" | 309,5+43,7"
Ton+Om|  161,6+102 77,0+18,6 455+79 | 3162,54330,8 | 58,2+12,5 | 209,0+72,7
Konmpono 98,1+7,8 17,5£2,9%" | 1925,0£171,8 |190,4£11,0"| 231,5+27,8*
Fnoi‘;ﬂzil Konmpons+m 120,1432,1 | 38389 | 1717,1£2002% | 135,5+13,4 | 202,8+15,1"
MO3T Ton 112,7+18,1 | 242+1,9° | 1790,9+266,2 | 177,0£22,0 | 271,0+28,5
Ton + Dm 11334150 | 37,746,8 | 2101,8+341,6 | 151,3+30,2 | 241,4+18,5

ITpumeuanue: Kontpons (8 mueit B/6p pactop 0,9% NaCl), +31. — rpymnna kpsIc, HOABEPrHYTas OCTPON Harpy3Ke 9TaHOJIOM (9TaHON B 1o3¢ 3,5
r/kr B/6p), Tonm - rpynma Kpsic co c()OPMHUPOBAHHOH YCTOHYMBOCTBIO K HAPKOTHYECKOMY JACHCTBHIO 3TaHONA, *— CTATUCTHYECKH 3HAUMMAast
pasHuna 1o oTHomeHuo K rpynmne «Tom (p<0,05), + — craTucTHYecKkn 3HaUNMAast Pa3HHIA [0 OTHOLICHHIO K )KHBOTHBIM aHAJIOTUYHOH IPYIIIBI
6e3 octporo ankoroysHOro BosaeiicTus (p<0,05), # — cTaTHCTHYECKH 3HAYMMAast pa3HHUIA 110 OTHOMIEHHIO K rpymme «Tom+21»
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[MonoOHeI AP HEKT XPOHUIECKOH aJTKOTOIIBHON HArpy3-
KU HaMH BBISIBJIEH U JU1s1 KOHIIEHT ALK aICHO3MHA B PETHO-
Hax Mo3ra. Tak, ypoBeHb 3TOro MerabosuTa Mmocie CeMH-
JTHEBHOM AJIKOTOJIM3allMH 3HAYUMO YBEJIUYHBAJICSI B KOpE
MO3ra U TUnoTajaMyce. DTaHOJI-UHIYIIMPOBAHHBIN pPOCT
KOHLICHTPALIMHX a/ICHO3MHA ObLII MaKcUMaJsieH B OOKOBOH Kope
u runoranamyce — 29% u 36%, COOTBETCTBEHHO, HECKOJILKO
B MEHBIIIEH CTENIeHN KOHIIEHTPALUs a/ICHO3MHA YBEINIHBa-
JIaCh BO ()pOHTAJIBHOM Kope Mo3ra — 22%. D¢ ekt 7-aHeB-
HOH aJIKOTOJIM3AIMY Ha KOHLIEHTPAIMIO KCaHTHHA ObLT pa3-
HOHAIpaBJIeH B KOPE MO3Ta, 110 CPAaBHEHHIO C IPYTUMH UC-
CIIEIOBaHHBIMHU perroHaMu. Tak, BO ()pOHTaIILHON KOpEe KOH-
LEHTpALMsI 3TOro MeTaboJIHTa IO IEHCTBHEM ITaHOMa JI0C-
TOBEPHO CHIanack (Ha 45%), B TO BpeMst KaKk B THIIOTaja-
MYCE U POJI0JITOBATOM MO3Te TOJIEPAHTHBIX KPHIC YPOBEHb
MHO3MHA OBII BEIIIE, COOTBETCTBEHHO, Ha 45% u 38%, mo
CPaBHEHHIO C aHAJIOTMYHBIM TIOKa3aTesieM KOHTPOIBHBIX K-
BOTHBIX.

YpoBeHb HHO3WHA M TUTIOKCAHTHUHA OCTaBaJICs CTa0MIIb-
HBIM BO BCEX UCCIIEIOBAHHBIX PETHOHAX MO3Ta T10CIIE CEMU-
JIHEBHOM aJIKOrOJIbHOW Harpy3ku. KoHIIeHTpalusi MOueBOi
KHCJIOTHI 3HAYUMO YBEJTHYHBAIACH BO BCEX HCCIIEJOBAHHBIX
OT/IEIaxX MO3Ta y QJIKOTOTU3UPOBAHHBIX KUBOTHBIX. MakcH-
MaJTbHBIN POCT OTMEUEH B O0KOBOI Kope (Ha 88%) u rumora-
namyce (Ha 97%), MUHUMaJIbHBIA — BO (POHTAIBHON KOpe
(20%)

HawuOosbiiieit akTHBHOCTBIO 5'-HYKJICOTHAA3BI U aJICHO-
3WHACAMHHA3bl OTJIUYAETCSI MPOJOITOBATHIA MO3T KOHT-
POJIbHBIX )KUBOTHBIX, B TO BPeMsI KaK Y aJIKOTOJIN3UPOBAHHBIX
KpBIC MAaKCUMaJIbHAsl aKTHBHOCTB 5'-HyKJI€OTHIa3bl HAOJI0-
JlaeTcsl B KOpe OONbIIKX IMONyHIapHHA TOIOBHOTO MO3ra, a
aJICHO3MH/IEAaMHUHA3bI — B TIPOJIOJITOBATOM Mo3re (puc. 1 u 2).

XpoHHUUECKasi alKoroibHas Harpy3ka MPUBOIUT K yBe-
JIMYEHUIO aKTUBHOCTH 5'-HYKJIEOTHJa3bl B KOPE MO3Ta U T'-
ToTajamyce, He BJIMSS HAa aKTUBHOCTBH TOro (pepMEHTa B
nponoiaroBatoM Mo3re. [10cKonbKy TI1aBHBIM aJIeHO3UH-00-
pasyIolyM SH3UMOM B MO3Te SIBJsIeTCs S'-HyKIIeOoTHa3a,
(baxT n30MpaTeabHON ANKOTOIBFHOM aKTHBAIMK ATOTO (hep-
MEHTa B MO3Te MOXET OOBSICHSTh BBISIBJICHHBIH HAMH POCT
YPOBHSI a7ICHO3MHA B KOPE U TUITOTAIaMyce MOCIIe CEMHTHEB-
HOH aJIKOTOJTM3AlMU M OTCYTCTBUE Takoro 3¢ ¢exra B mpo-
JIOJITOBATOM MO3Te.

AJleHO3MH/IeaMHHAa3a aKTUBUPYETCS O] ICHCTBUEM Ce-
MU/IHEBHOH aJIKOTOJTM3AIMU B KOpe OOJBIIUX IOTyIIapHid
Mo3ra ¥ runoranamyce. Panee npozeMOHCTpUPOBAHO, 4TO
XPpOHUYECKas aJIKOTOJIbHAsI HArPy3Ka NPUBOAUT K aKTHBALIN
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* 1 FKoHTponk
T F777]1 TonepaHTHLIE

20

Tp. Kopa Bok. kopa FvnoTanamyc Np. mosr

FervoHe mozra

Pucynok 1 — Akmusnocmes 5'-nykneomuoasol
(HMoOIb/M2 DenKka /MUH) 6 pe2UOHAX MO32a KPBIC CO
chopmMupoeanHoil ycmoiuugocmoyio K HAPKOMUUECKOMy
deiicmeuto ymanona (n=6, M+tm).

* - pasHuya no OMHOULEHUI0 KOHMPON
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aJIeHO3MH/IeaMHUHa3bl CHHAIITOCOM T'OJIOBHOTO MO3T'a KpPbIC
[6]. MakcuManbHBIN PocT 3TOro hepMeHTa OTMEUAIICS B TH-
TMoTajJaMyce aJIKOroJIM3MPOBAHHBIX KHUBOTHBIX (Ha 70%) 1 B
MEHBIIICH CTETICHU B Kope OonbIux nonymmapwii (42%). Co-
TIOCTABJISISI 3TH JJAHHBIE C TIOyYSHHBIM HAMH aJTKOTOTb-HH-
JTYIIUPOBAHHBIM POCTOM MOYEBOM KHCIIOTHI B TAHHBIX CTPYK-
Typax, MOXKHO C/A€aTh BBIBOJI, UTO YBEJINUEHHE KOHIICHTa-
LIMM MOYEBOM KHCIIOTHI B UCCIIEYEMBIX CTPYKTypax Mo3ra
TIOCJIE CEMHTHEBHOM aJIKOTOJIM3AIMH, BEPOSITHO, 00YCIIOB-
JIeHa aKTHBaIMeil OCHOBHOT'O aJIeHO3WH-MEeTa00IM3UpYoLIIe-
ro (pepMeHTa — aJICHO3UHACAMHHA3BI B 3THX CTPYKTYpax.

OcTpas ankoronbHas Harpy3ka IIpUBOIWIA K yBEIHUYe-
HUIO KoHIeHTpanuu myna AJIO+AM® B cTpyKTypax KOpsI
MO3Ta KpBIC KOHTPOJIBHOM Ipynmsl mpuMepHo Ha 30%, 3a
HCKITIOYEHHEM TPOIOIrOBAaTOro Mo3ra (tadiuua). MoxxHO
MIPEIONIOXKUTh, 4TO yBenuueHue ypoBHsI AIlD+AM nox
JIEWCTBUEM OCTPOM aJIKOTOJIbHOW MHTOKCHKAIMH SIBIISETCS
CIIeICTBUEM aKTUBALIMH a1rieTara B aleTHiI-KoA cunreTazHoit
peakimu. Y ToJIepaHTHBIX >KUBOTHBIX 3TOT IOKa3aTeNb 0CTa-
BaJICsl CTAOMIIBHBIM Yepe3 Yac Mociie MHbEKIIUH STaHOa.

OcTpoe BBeJEHHE ITaHONIA MPUBOAWIO K 3HAYUMOMY
CHIDKEHUIO YPOBHS aJIeHO3MHA (B cpefiHeM Ha 35%), HHO3u-
Ha (B cpenHeM Ha 40%) 1 kcaHTHHA (46%) B CTPYKTypax KOpbI
Mo3ra KpbIc 0e3 peaBapUTEIbHOrO KOHTAKTa C 3TAHOJIOM.
10T 3)PEKT COMPOBOKIAICA 3HAUUMBIM YBEITUICHHEM
YPOBHS MOUYEBOM KHCIOTHI (B cpenHeM Ha 30%) B uccneno-
BaHHBIX PErMOHax MO3ra KpbIC 3TOH rpymmsl. [TomoOHbIH
3¢ deKT MOKET OBITH 00YCIIOBJICH aKTHBAILIUCH aJICHO3HH IC-
aMUHA3bI MOJ ISNCTBUEM OCTPOM aJKOTOJIBHON Harpy3KH.
Taxk, paHee MPOIEMOHCTPHUPOBAHO, YTO B KOPE TOJIOBHOTO
Mo3ra KpbIC Yepe3 yac 1ociie BHYTPHOPIOIMINHHOTO BBEIe-
HUS 3TaHOJIAa aKTUBHOCTH aJICHO3MH€aMHUHA3bI 3HAUNTEIb-
HO yBeiu4uBaiach [ 15]. B Mo3re kpbIc, moBeprIMX s Ipei-
BapUTENIbHON 7-THEBHOU ankoroau3anuy, yepe3 60 MUHyT
TI0CJIe BBEICHUS ATAHOJIa YPOBEHb a/ICHO3MHA B CTPYKTYpax
KOpbI HE W3MEHSUICS, a KOHIIEHTPAIUsI MOYEBON KHCIOTHI
YBEJINYMBAJIACh TOJILKO BO (PPOHTAIILHOM KOpE.

B nuteparype 10cTaTOYHO MIMPOKO MPEACTABICHBI KaK
SKCIIEPUMEHTAJIbHBIE, TAK 1 SITUJIEMUOIOTHUECKUE TaHHbIC
0 B3aUMOCBSI3U TIOTPEOIICHHUS STAHOJIA M YBEIMUEHHEM YPOB-
Hsl MO4eBOM kucioTh! B kKpoBH [10]. IIponemoncTprpoBaHo,
YTO MOTPEOIICHUE STaHOJIa TIPHUBOIUT K BEIPAKEHHOMY yBeE-
JIMYEHUIO HCTionb30BaHust AT® u pocTy KOHLIEHTpauuu B
KpPOBH IPOYKTOB MypUHOBOTO MeTabonu3ma [8]. JlaHHbIH
(akT MOXET OOBACHATHCS yBEIMUEHUEM TMPOIYKIIUHU ajie-
HO3MHA B NIpoIiecce aKTUBAIMY arjeTaTa B aleTui-KoA cun-
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Pucynox 2 — Akmuenocmo adenozunoeamunaszvt (A/JA)
(HMoOIb/M2 DenKka /MUH) 6 pe2UOHAX MO32ad KPBIC CO
chopmuposannoii ycmouuueocmuio K HapKOMUYECKOMy
deiicmeutro ymanona (n=6, M+tm).

* - pasHuua no OMHOWEHUIO KOHMPOIA
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OPUTUHATIBHBIE NCCNEQOBAHNA

Tera3Hou peakiyu. Y neficTBUTENbHO, aKTUBAIIHA alleTaTa B
aneTi-KoA cuHTeTa3HOM peakiyy COMPOBOXKAAETCS UCTIONb-
3oBaHreM AT® 1 0Opa3zoBaHNEM YKBUMOJISIPHBIX KOJTHYECTB
AM®, KOTOpHIN SABJISIETCS OCHOBHBIM HCTOUHUKOM aJI€HO-
3WHa B opranusMe. Panee ObLIO IOKa3aHo, 4TO aleTaT yBe-
JIMYMBAaEeT YPOBEHb a/ICHO3MHA B IJIa3Me KPOBH, a TAKXKE B
Pa3IMYHBIX TKAHSAX )KUBOTHOI'O OPTaHU3Ma, BKITIOYasi MO3T
[13]. iabekuus anerata, a Takke MHKyOMpOBaHHUE TelaTo-
LIUTOB B CPEZE C al[eTaTOM MPUBOIMIN K YBETUUEHHIO KOH-
neHTpamud AM® B TKaHU TCUEHH U MHKYOAIIMOHHOM Ccpe-
JIie, cCooTBeTCTBEHHO. [1pu 3ToM cooTHOIeHne ATD/AMD B
TIEYEHHU KPBIC CHIDKAJIOCH IO ICHCTBHEM alleraTa ooJiee ueM
B4 paza[21]. Panee HaMu IpoA€MOHCTPUPOBAHO, YTO CEMU-
JTHEBHAsI aJIKOTOJIM3alusl TPUBOAUT K YBEITMYECHHUIO YPOBHS
alerara B pa3JIHMyHbIX pernoHax mo3sra kpeic [3]. IIpu atom
BBISIBIICHO, YTO aKTUBAIMs aleTHiI-KoA cuHTeTa3sl B MO3TeE B
Ppe3yibTaTe CeMUIHEBHOM aJIKOTOIIBHOM Harpy3KH COIPOBOXK-
naercs ypenudeHueM ypoBHs myna AMO+AJID. Jlanee
AM® non aeiicTBHEM 5'-HYKIIEOTHAA3HI OJBEPraeTcs Jer-
panaiuu 10 aneHo3uHa. [lpuuem, 5'-HykneoTiuiasza oTBedaeT
Ha yBenuueHue ypoBHI AM® mponopuuoHaiabHBIM POC-
TOM TIPOAYKIWH aJIcHO3WHA, YTO 00ECHEeYHBAET IMPIMYIO
3aBHCHMOCTh MEX]Iy HHTEHCUBHOCTBIO Aerpanarmu AT® n
obpa3oBanueM azeHosuHa [20]. Kak moka3zaHo Ha pUCYHKE
2, aKTHBHOCTB 9TOI'0 3H3UMa Y JKMBOTHBIX MOCIIE 7-THEBHON
aJIKOTOJIM3ALINH YBEIMYMBAETCS B KOpe OONBIIMX TOTyIa-
pHii MO3Ta, U B 3TOH XKe CTPYKTYpe Mo3ra HaMu oOHapyKe-
HO yBEIMYEHHUE YPOBHS aJIeHO3MHA. B CBSI3M C BBIIIECKa3aH-
HBIM, HarOoJIee BEPOSTHON MPUYNHON YBETMYESHUS YPOBHS
aJIeHO3MHA B KOpe TOJIOBHOTO MO3Ta KPBIC B pe3ylbTare ce-
MUJTHEBHOI HArPy3KH ATAHOJIOM SIBJISIETCS] HapabOTKa JI0TOJI-
HUTENBHBIX KOJIMYECTB ajicHo3uHa u3 AM®, obpasyrorero-
s B IIPOLIECCE aKTUBAIMH alleTaTa.

CrnemyeT OTMETHUTD, UTO POCT YPOBHS a/IeHO3MHA B KOPE
MO3ra IIpy CEMUAHEBHOM aJIKOroIbHOM Harpy3Ke CorpoBOX-
JlaeTcsl yBeNUYSHUEM aKTUBHOCTH aJICHO3MHIeaMHHA3bI (0C-
HOBHOTO (hepMEeHTa JIerpafallii a/IeHO3MHA), BCIEACTBHE
Yero B 3TOM PErHOHE MO3Ta YBEJIMYUBAETCS YPOBEHb MOUe-
BOW KUCJIOTBL. DTOT (DaKT COINIAacyeTcs C MOMy4YeHHBIMH pa-
Hee JIaHHBIMH 00 aKTHBAIIMH MPOLIECCOB JIETPaIaliH aJIeHO-
3WHA U YBEJIMUYEHNH YPOBHS MOYEBOW KHCIIOTHI B KPOBH Ue-
JI0BEKa 1oJ JeiictBueM 3taHona [§]. Kpome Toro, B KITMHU-
YECKHX MCCIIEIOBaHMSIX MPOAEMOHCTPHPOBAHO, YTO THIIEPY-
PHUKEMUSI SIBJISIETCS] OYCHB YaCTHIM SIBJICHHEM IIPH yHOTPeO-
JICHUY OOJBIIMX JI03 aJIKOTONIA y YesioBeka [ 14].

@akT CHWKEHUS! YPOBHS KCAHTHHA M TMIIOKCAHTHHA B
peruoHax Mo3ra KpbIC MOCjIe CEMHUIHEBHOTO aJIKOTOBHOTO
BO3JICHCTBUS, BO3SMOXKHO, OOBSICHSIETCS] TEM, UTO 3TAHOJ MH-
JyLUPYET pa3BUTHE OKUCIUTEIHHOIO CTPecca B TKAHU MO3-
ra, U 3TO IIPUBOJIMT K YBEITMYECHHUIO aKTUBHOCTH KCAHTHHOK-
cunasbl [5]. Kpome Toro, ObLIO yCTAHOBIICHO, UTO BBEIICHUE
yepes xKelynouHbId 3011 50% sTaHona B 1o3e 12 mur/kr Mac-
CBI TIPUBOMIIO K 3HAYUTENILHOW aKTUBAIMH ATOTO (hepMeHTa
B IJIa3Me KPOBH KpBbIC 1 XoMs1KoB [ 12]. TTockonmbKy cyOcTpa-
TaMH KCAHTUHOKCHIa3bl SIBJISIOTCS KCAHTHH M TUTIOKCAHTHH,
MOXXHO O’KUJIaTh CHIIKEHHS YPOBHEH 3THX MeTaOOIHUTOB B
OTBET Ha aJIKOTOJIbHYIO MHTOKCHKAIIUIO.

Ha ocHOBaHMU HOMYYEeHHBIX PE3yIbTATOB MOXHO CIe-
JIaTh CJIEYIOIUE BHIBOABI:

1. YcroiunBOCTE K HAPKOTHUYECKOMY BO3JIEHCTBHIO Ta-
HOJa, KOTOpas pa3BUBAJIaCh B pe3y/IbTaTe CEMUIHEBHOM ajl-
KOTOJIN3aIMH1, CONPOBOXKIAETCS aKTUBAIMe KaTtabonu3ma
IIyPUHOB M HAKOIUIEHHEM aJICHO3MHA IPEUMYIIIECTBEHHO B
CTPYKTypax KOpbI TOJIOBHOTO MO3Ta.

2. OcTpoe anKorosHOe BO3/IeHCTBUE IPUBOAUT K CHU-
YKEHHIO YPOBHSI aJICHO3HMHA, a TAK)Ke OONBIIMHCTBA €TI0 KaTa-
OOITUTOB Ha (POHE YBEITMUYCHHUS KOHIICHTpaIuH myna A J[d+-
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AM® 1 MOYEBOM KHCIOTHI B CTPYKTypax KOpPBI MO3Ta KU-
BOTHBIX 0€3 MpeBapUTEIHHOI0 KOHTAKTa C TaHOIOM. B TO
e BpeMs, OCTpasi aJIKOTOJIbHasi UHTOKCUKAIU 3HAYMMO He
M3MEHSET YPOBEHb OCHOBHBIX METa0OIMTOB ITypHHOBOTO 00-
ME€Ha B MO3T€ KpBIC, YCTOMYUBBIX K HAPKOTHUECKOMY JIeii-
CTBHIO 3TaHoNa. [laHHbI (haKT MOXKET CBU/ICTENBCTBOBATh
00 alanTalOHHBIX U3MEHEHHSX B METa00IN3MeE ITYPHHOB,
KOTOpBIE IPOUCXOAST BMECTE C Pa3BUTHEM YCTOMUHBOCTHU K
HApKOTUYECKOMY JIEHCTBHIO 3TAHOMA.
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