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MeHeHMne aTomep3ona (25 Mr/Kr) u ero KOMGMHaLumn ¢ NUpPasnMgonom
(1 mr/kr) B BOCCTaHOBUTENbHOM Mepuoge UMT ymeHbLUaeT ncuxona-
TOMOTMYECKYIO CUMMTOMATUKY W BOCCTaHaB/MBaeT peth1eKTOPHO-Mo-
BeAleHYECKUIA CTaTyC XMBOTHbIX 06enx rpynn. 3TomMep3on NpeBoCXo-
OUT MO 3PMEKTMBHOCTM MUPasUAon 1 Npu KOMOGMHMPOBAHUU C HUM
nposBnsfeT aaauTueHOe feiicTBue. MMUpasvMfon y KpbiC C aKTUBHOM
cTpaTerveii NoBeAeHNs CTUMYNUPYeT ABUraTeNbHYI0 aKTUBHOCTb, YMe-
HbLL@eT COCTOSHWE TPEBOXHOCTW, 3MOLMOHaNbHOW peakTUBHOCTU U
0Ka3blBaeT CeflaTUBHbIM 3MEKT y MMBOTHbIX C NACCUBHON cTpaTeruei
nosefeHns. MpuMeHeHne 3TOMep30ia U ero KOM6UHaLuu ¢ nupasu-
fonom nocne YUMT conpoBOXAaeTca CHuKeHnem npoayktos MOJT n
cTabunmsaumeil aHTUOKCUMAAHTHbIX CUCTEM B FOIOBHOM MO3re XXWBOT-
HbIX, YTO Hambonee BblpaXXeHO B Fpynne KpbiC akTUBHOW cTpaTeruei
nosefeHns. Takum 06pa3om, ahPeKTUBHOCTb AEACTBNS 3TOMEP30/a,
nupasugona v ux KoMmbuHaumm nocne YMT 3aBUCUT OT UHAUBUAYANb-
HOIA CTpaTermm aganTUMBHOIO MOBEfEeHMS.

AnnenbHble BapuaHTbl FeHOB HelipoTpaHcMuccum,
accouMMpoBaHHbIE C NPefPacnoNoXeHHOCTbHO
K aIKOTONbHOI 3aBUCUMOCTU ' -

3.3. 3eapTay', EM. Kpynuukuitl C.H. Muennnal?, A.E. TapackuHa2,
J. Lappalainen3
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-[ns oLeHKM BKNaja annenbHbiXx BapMaHTOB FEHOB CUCTEMbI Heii-
poTpaHcmuccun B OpMMpOBaHWE HacneACcTBEHHON mpegpacnono-
XXEHHOCTN K anKoronbHOW 3aBucumocTu (A3) B rpynne My>X4uH C
A3 (n=250, cpepHuii BospacTt 39,1+0,9 neT) u B rpynne KoOHTpons
(n=250, cpegHuii Bo3pacT 40,1+0,5 neT) 6bINU M3y4YeHbl YaACTOTbI
Creflylolmx reHeTUYeckux fetepMmuHaHT: Tagql A nonumoppusm
reHa peuentopa goamuta (DRD2), BapnabenbHoe 4ncno TaHAeMm-
HbIX NMOBTOPOB'B 3° HETpaHCMpyemMoun 061acTh reHa 4ohaMUHOBOTO
TpaHcnopTepa (DATL), annencHble BapuaHTbl -2922(C)2-3 B 5' He-
TpaHcAupyemoii o6nactu reHa sgepHoro peuentopa 1 (NURR1), uH-
CepLMOoHHO/AeNeLyMOHHbIA NOAMMOPHX3M B MPOMOTOPHOI 06nactu
reHa cepoTOHMNHOBOro TpaHcnopTepa (SLC6A4), a Takxe psaf OLHO-
HyKneoTuaHbIX nonmmopdusmos (SNPS) B reHax rnytamatzekap-
6oKkcunasbl-65, 0CHOBHOrO (hepMeHTa CUHTE3a raMma-aMuHomacns-
Hoii kucnotel (TAMK) (GAD65), n peuentopa FTAMK (GABRA2).

leHotnn C3C3 NURRL pgocToBepHO npesanupoBan B rpynmne
60nbHbIX A3 (p<0,009). YacToTa AaHHOrO reHoTuna Takxe npesanu-
poBana B rpynne 60MbHbIX C CeMeliHbIMM thopMamu A3 no cpaBHe-
HUIO € KOHTponem (p<0,001). Puck pa3BuTUA HacnefCcTBEHHbLIX hOpM
A3y HocuTeneli JaHHOTo reHoTuna noebilwancs B Asa pasa (OR=1,8,
95%Cl 1,24 — 2,47). C.nOBbIWEHHbIM PUCKOM pa3BuTus A3 6bin
TaKXXe accouumpoBaH annenbHblli BapuaHT (-243G) B NMPOMOTOPHO
obnactu reHa CNA55(p=0,038 n p=0,0009 ans HoCcUTeNbCTBA annens

‘1t i\mCHHO) N.OBa unncnsreix ClplaHTa rcllu GAS—

RA2(A76130 B 3k30He 5 1 A82730 B MHTpOHe 6, p<0,05). Bbina 06Ha-
py>eHa flocToBepHas accoumnauma reHotuna C3C3 NURRL un annens
L SLC6A4 c pa3BUTUEM AENPECCUN Y myxunn ¢ &NKOFONbHOW 3aBU-
cumocteio (OR=1,8 (95%Cl 1,28-2,59) u OR=1,9 (95%C1
1,01-3,65). Takum 06pa3om, C MOBbILLEHHBIM PUCKOM pa3BuTusa A3y
MYXUWH MOAaHHbBIM HACTOALLEr0 NCCNef0BaHNSA acCoLMMpoBaHbl an-
nenbHble BapuaHTbl reHoB NURRI, GABRA2 n GADG5.

OueHka P2-peLenTopoB Kak MULIEHel BO3aeiicTBUS
NoTeHLUMaNbHbIX IeKapCTBEHHbIX MpenapaTos

AY. 3uvriinumn, FO.T. 3edmposa, b.A. 3uradwwiuH, P.P. Kamanues
KasaHckuin rocyapcTBeHHbIV MeAULMHCKNIA yHuBepeuTeT, KasaHb, Poccus

P2-peLienTopbl, OCHOBHbLIM 3HAOIEHHbLIM NIUraHAOM KOTOPbIX ABNA-
eTcs afjeHo3MHTpudochopHas kucnota (ATP), 6binn 06HapyXeHbl
NPaKTUYeCKN BO BCEX OPraHax W TKaHAX XMBOTHLIX W Yenoseka, KOTo-
pble MoAsepranucb uUccnefosaHuio. LLInpokoe pacnpocTpaHeHue 3Tux
peLenTopoB NpefcTaBnseT 60MbLUION KAMHWYECKWIA NHTepec, onpesenss
P2-peLienTopbl Kak BEPOSATHYIO MWLLEHb /11 BO3AEACTBUS HOBbIX fe-
KapCTBEHHbIX MPenapaToB, .MMEILMX MPUHLMUMNANBHO OTANYHbLIA OT
N3BECTHbIX /IEKAPCTB MexaHu3M feiicTus. Momumo AT®, KoTopast yxe
[laBHO AB/IAETCA NIEKAPCTBEHHBLIM NpenapaToMm, B nocnefHue rofsl 6eiam
BHE/jpeHbl B KNVHWUYECKYIO MPaKTUKY fiBa aHTUarperaHTa — Kaonugor-
Pen 1l TMknonuauH, sBnawwmnecs 6nokatopamy TPOMOOLUTAPHbIX
‘ 2» 12 peuenTopoB. B HacToslee BpemMs MMeeTCs 60MbLIOe YMCIO MC-
CNefi0BaHUM, NOCBALLEHHbIX BO3MOXHOMY MPUMEHEHUIO APYTMX aroHu-
CTOB W @aHTaroHUCTOB P2 peLlenTopoB Npw WHCynbTaX, HeilpogereHepa-

TUBHbIX 3a60/1eBaHUsAX (60n1e3Hb AnblreliMepa 1 601e3Hb MapKUHCO-
Ha), 6071€eBOM CYHAPOME, NMPU HapYLLIEHMAX 3peHUs 1 ciyxa. B kayecTse
NepCcneKTUBHbLIX .HampaBfieHUii BEPOATHOrO KAWHWYECKOTO MpUMEHe-
HWS MpenapaTtoBs, MYPUHEPrUYECKOr0 MexaHu3ma [eiicTBUS paccMaTtpu-
BalOTCA TaKXKe 3a60/1eBaHNS CepAeYHO-COCYAUCTON 1 AbIXaTeNbHON cuc-
Tem, AMabeT, 0cTeonopos, BOCMANUTENbHbIE U OMYXO0/EBble MPOLECChI,
HapyLUeHNs 3peKTUNbHON DyHKUMW. B Halleli nabopatopumn yxe B Te-
YeHMe HECKOMbKUX NET NPOBOAATCS UCCNEA0BAHUA HAMUUA U PYHKL M-
OHa/IbHOW aKTUBHOCTM P2-peLienTopoB B Pa3MyHbIX TKaHAX YenoBeKa C
LeNblo BbISBNEHUS UX (DU3MONOTMYECKON M NaTodM3nonornyecko
ponu, a TaKkxe AN OLEHKM B KayeCcTBe MULLUEHEN BO3AENCTBUA MOTEH-
LiManbHbIX NIEKApCTBEHHbIX NpenapaToB. B 4yacTHOCTU, B HalMX HeAas-
HWX UCCNefOoBaHMAX Mbl YCTAHOBWAM HalM4uMe U 0XapakTepu3oBaH!
(hYHKLMOHANbHYH aKTUBHOCTb OMpeAeneHHbIX MoATMNoB P2-peuenTo-
pOB B KPOBEHOCHbIX COCYAaX W .MaTOYHbIX Tpy6ax YenoBeka, a Takke B
MUOMETPUN GEPEMEHHBIX XEHLLUH. DTN UCCNef0BaHNs OTKPbIBAKOT HO-
Bble NEPCMNeKTUBLI BHEAPEHUS arOHUCTOB U aHTaroHMCcToB P2-peuenTo-
pOB B MPaKTWUYeCKY MeAuuMHY. MOCKOMbKY MHOrve thapmaleBTuye-
CKue (hMpMbl BKIOYMANCH B HAcTOsLLEe BPeMsi B pa3paboTKy nypuHep-
rMYECKMX MpenapaToB, MOXHO OXWAaTb MOSBAEHUS HA PbIHKE HOBbLIX
NOAOGHBIX NIEKAPCTBEHHBLIX CPEACTB Ye B caMmoe Gavmkaiillee Bpems.

HexBaTka dJOJ'IaTa B AMeTe yBenn4ynBaeT ypoBeHb rOMOLUCTENHA
N HapyllaeT nccnegosatenbCKoe noseneHne y Kpbic

H.H. 3o0n0toi. P.M. Canumos; I"A. Hasaposa, H.H. Nasnosa*
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MN3BecTHO, YTO HexsaTKa donata B Mulie ABASAETCA OfHUM U3
(haKTOPOB FOMOLMCTEMHEMUN, -KOTOPbIA MOXET Npeaonpegenstb
VUHAMBUAYATbHbIE Pa3Nnymna B UYBCTBUTENIbHOCTU K MCUXOTPOMHbLIM
cpeacTBam. Llenbto HacTosLlero skcnepumeHTa 6b110-onpegeneHue
B/IMAHUA HejocCTaTKa B AneTe ponarta B nepsble 2—3 Mec. MoCTHaTa-
NIbHOTO pPa3BUTUA"HA YPOBEHb FOMOLMCTENHA U POPMUPOBaHUME 3fe-
MEHTapHbIX KOFHUTWUBHbIX CNOCOBHOCTEN Y KpbiC.

C nosBeHNEM Y KPbICAT IMHUK Buctap cnocob6HOCTM K camoCToA-
TeNbHOMY NUTaHuto (B BO3pacTe. 2—3 Hefenn) UX B TeYeHne 2 Mec. Co-
fepXann Ha fueTte, He BKYawowel onata. KOHTPONbHbIE XMBOT-
Hble NOJlyYanyu aHaforMYHY AUETY, B KOTOPYIO 6bli fo6aBneH gonar.
YKVBOTHBIM neped TeCTOM OAHOKPATHO BBOAUAWN (DU3NONOTUYECKUI
pacTBop unM MeTUoHWH (B/6, 100 Mr/Kr, B KayecTBe 3Ta/IOHHOrO Be-
LLiecTBa, MOBbILIAKOLLETO YPOBEHb romMouucTenHa). OLeHnBanu nccne-
[loBaTe/IbCKOe MoBeJeHNe KPbIC B 3aKPbITOM KpecTtoobpasHoM nabu-
puHTe. IMpu 3TOM nokasaTenem 3MAEKTUBHOCTU WUCCNEe[0BATENLCKOrO
nosefieHuns (3V1M) cnyxumno 4ncno 3axofoB B pykasa flabupuHTa, He-
06xoanmoe 4ns 06xoAa BCex OTCEKOB NabupuHTa pyKaBoB (NMOBefeHMe
naTpynuposaHus). ocne noBefleHYECKOro TecTa Y XWUBOTHbIX 6paTu
npobbl KPOBW 15 OMNpefiesIeHNs YPOBHA rOMOLMCTENHA.

donaT-geMLMTHasA MeTa Bbi3blBasa YMEHbLUEHWE Macchl TeNla n
yBeNnuyeHve ypoBHA romouucTenHa Ha 64% (p<0,05). MeTuOHUH
yBefnmymBaa ypoBeHb roMoLMcTenHa B.AnasMe KpoBu 1 ero ahdekT
He 3aBucen oT Tuna fueTbl (Y KOHTPO/bHbIX KPbIC — YBENUYEHUNE HA
46%, p<0,05, a y )XMBOTHbIX, COAepXaBLUMXca Ha 6echonaTHoi gue-
Te, — Ha 52%, p<0,03). ®onat-fgeduULUmnTHaAs AMeTa Bbi3biBana yme-
HblieHne 3UVTT (yBenumyeHune yncna BM3UTOB Npu 1-M naTpynmposa-
HUM nabupuHTa Ha 10%, p<0,05) n 3amefneHne nepefBuKeHWUn B
nabupuHte (yBenumyeHwe BpeMeHM B Tynukax Ha 135%, p<0,01).
MeTUOHNH He OKasblBas CTAaTUCTUYECKM 3HAYMMOrO BAMAHUA Ha
3110 v CKOpOCTb NepexofoB Mexay oTcekamu nabupuHTta. Habnto-
faslumeca HapyweHus 3WT cXofHbl C U3MEHEHUAMMW MOBEAEHUS,
BO3HMKAKOLW VMW NPU CTapEHUMN KPbIC, Y4TO MO3BO/AET paccMmaTpu-
BaTb /INLLIEHNE NULEBOro (onata B Nepuoj pasBuTus opraHusma B
KayecTBe MOAeNN YCKOPEHHOrO CTapeHWs HEPBHON CUCTEMBbI.

WccnepoBaHne MHAMBUAYANbHOW YyBCTBUTENbHOCTM
LLEHTPasbHON HEPBHOW CUCTEMbI

cneynanncToB onepaTopckoro npoguns

npn npueMe npenapaTtos.c MeTaboNMUYECKUMU U NCUXOTPOMHbIMU
CBOWCTBaMU B YC/IOBUAX BbICOKOTOPHOW TMNOKCUN

A.3. 3ypauHos, Y.K. KyHgawes,\.C. Mopo3os\, B.B. bapuykos, H.C.
LLlecTonanosa
Kbiprbi3ckas rocyfapcTBeHHas MeAuLMHCKas akagemus, Bullkek,
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Ycnex NpUMeHeHNs NeKapcTBeHHbIX CPeACTB Y 3[0p0BOro Yeso-
BeKa ANA KOPpeKuun ero npodeccroHanbHOW AeATeNbHOCTH, Kak
13BECTHO, BO MHOIOM 3aBWCWUT OT MHAWBUAYaNbHbIX 0COBEHHOCTEN



opraHusma. 3Tu pasnuyus 06ycnoBfieHbl TUNOM MeTabonnyecKnx
NpoLECCOB, XapaKTepHbIX A1 KOHKPETHOr0 OpraHm3ma, CoCTOSAHU-
€M 1 peakTUBHOCTbLIO ero peLenTopHOro annapara u hopmMupytoLu-
mMucsa 0TClofa 0COOEHHOCTAMU LLeHTPanbHON HEPBHON CUCTEMBI.

B HalleM ncciefoBaHUM Mbl MOCTaBUAW Lieflb U3YUNTb UHANBUAYE-
NbHble 0CO6EHHOCTU pearmpoBaHns CEHCOMOTOPHbIX CUCTEM Y CreLu-
anncToB ONepaTopckoro NPoguAs B yCN0OBUAX BbICOKOrOPHOW FMMOK-
cuK, aTaKXKe BO3MOXHOCTM VX KOPPeKLMU npenapatamu mMetabonuye-
cKoro Trna (6eMmnTA) U C NCMXOTPOMHOW aKTUBHOCTbIO (BPOMaHTaH).

B pesynbTaTe NpoBeAeHHbIX UCCMef0BaHWUii YCTaHOBMEHO, YTO Npw
noAbLemMe OnepaTopos B ropbl Ha BbICOTY 3750 M Haj yYPOBHEM MOpS Bbl-
[ienseTca TpY TMNa N3MEHeHW B cucTemMax 06ecneymBatoLLX BbICOKYHO
3 heKTUBHOCTb CEHCOMOTOPHOIO pearnpoBaHus. Y 14,3% onepatopos
0TMeYanoch BbIPAXKEHHOE YXYALIeHNe (YHKLWOHaNbHON aKTWBHOCTU
3TUX CUCTEM, Yy 28,6% —YynyuLleHNe, ay OCTa/IbHbIX CYLLIECTBEHHbIX 13-
MEeHEeHW He oTMeyaTtocb. lNpuem 6emMuTUNA B YCNOBUAX BbICOKOTOPbA
CYLLECTBEHHbIX W3MEHEHUI B COCTOSHWE MCCnefyembiX CUCTEM, MO
CpaBHeHMIo ¢ nnaue6o, He BHec. MNpu nNpreme 6poMaHTaHa y YacTu nny,
(28,6%), BXOAALLMX B rpynny He OTpearnpoBaBLUMX Ha BbICOKOTOPHYHO
TMMNOKCWIO, COCTOSIHWE CUCTEM CEHCOMOTOPHOrO pearvpoBaHus ynyud-
LIMMOCh, M Tpynna BbICOKOYCTOWYMBLIX yBenuuunacb Ao 57,2%. Mpu
KOMOWHMPOBAHHOM MNpueMe 6eMuTnIa C BPOMAHTaAHOM CYLLECTBEHHbIX
n3MeHeHui B peakyum LIHC Ha rmnokcuio He oTMeYanochb.

3T0 N03BONAET 3aKNOUYUTb, YTO Haubonee-aPheKTUBHLIM Ha-
npaBneHNeM KOpPPeKLUn NHAMBUAYanbHbIX peakuymnii LIHC onepato-
pOB Ha rMNOKCUIO ABNAIOTCA Mpenapatbl, o6nagatoLine Hapsgy ¢ Me-
Tab0MYECKUMMN CBOWCTBAMLL-PEryINPYIOLL MM BAUSHUEM Ha peLien-
TOPHbIA annapart.

Ponb KNMHUKO-fEMOTpadruyecknx
N Cy6bEKTUBHO-MCUXONOTNYECKNX (PaKTOpPOB
B NMPOrHo3e 3apeKTUBHOCTM Tepanuum aHTugenpeccaHTamm

0.d. N6parnmos
MHUC'm CMum. B.M. Cepbekoro Poc3gpasa, Mocksa

Llenb: nsyyeHne COOTHOLIEHUA O6BLEKTUBHBLIX “(3KCMEPTHLIX) W
CYOBbEKTUBHO-MCUXONOTNYECKUX (HhaKTOPOB M OLLEHKA ero BANAHUSA B
npouecce Tepanuun 60MbHbIX C AeNPeCCUBHbIMU-PACCTPOCTBAMMU Ha
TUMOaHanenTUYecKyo 3PPEKTUBHOCTb.

Martepuanbl n meToabl uccneosaHus. Boibopka 13 80 601bHbIX
(65 >eHLWMH 1 15 My>4nH cpefHero BospacTa 45,3 roga) ¢ fuarHo-
30M [enpeccUBHbI 3NU30[, PeKYppeHTHOe [enpeccrBHOE pac-
CTPOICTBO M AWCTUMMSA. Vicnonb3oBanuchb LWKanbl: genpeccun [la-
MWU/IbTOHA 1 CaMOOLEHKMN fenpeccun baka; ONpoCHUKW: UHANBUAY-
anbHo-TUNonornyecknin (HTO) n BHYTpeHHel- KapTUHbI 60ne3HM
(BKB); nHankatop cTpateruii npeogoneHms (UCrIT).

PesynbTaTbl. B 3aBUCMMOCTU OT COOTHOLLEHUS .BbIPAXEHHOCTU 06b-
eKTUBHbIX U CYy6bEKTUBHO-NCMXOMIOTMYECKMX MOKasaTeneit 6binmn Bblge-
NleHbl 4 TUMa OLEHKN TAXECTU cocToAHMA: 1) AfleKBaTHas OLeHKa Xa-
paKTepu3oBanach 3ro-AWCTOHHbIM TUMOM OTHOLEHWA K 6onesHn ¢
«OCO3HaHWEM» MCMX0NaTONOrMYeCKNX MPOABMEHWUIA fenpeccuun, BOC-
NPYHUMAEMbIX Kak Yyx/fble nnyHocTu. Mpeobnagana y nauneHToB € T0-
cKnuBoiA fenpeccueit (43,6%) npu rapmoHuMyHoM Tune.BKB v konuHre
pewueHvie npo6aemsl. 1) MMneprHo3ms xapakTepusoBanach 3ro-AUCTOH-
HbIM TUMOM OTHOLIEHWUS K 60ME3HW C MepeoLeHKON BbIPAXKEHHOCTM
MCKUXONATONOrMYeCKUX PaccTpoiicTs. MpeBanupoBana y 60AbHbIX C MC-
Tepuueckoii (57,4%) 1 TpeBOXHOI fenpeccusmu (26,2%) npu aroLeHT-
puueckom Tune BKB n konuHre noucka noggepxku. I1) FunorHosus
XapaKTepu3oBanacb 3ro-CUHTOHH.bIM TUMOM* OTHOLUEHUSA K 60Me3Hn ¢
BOCMPYATMEM NCUXONATONOrMYECKNX NPOABNEHUIA AeNpeccun Kak npu-
06peTeHHbIX YepT xapakTepa W amanbraMypoBaHUEM MMELOLLeAcs CuM-
NTOMaTMKM C NaToxapakTeponormyeckumm pacctpoiicteamu. Mpeobna-
[lana y naumeHTOB C MNOXOHAPUYecKo (28,6%) v anaTuyeckoi genpec-
cuammn (47,3%) npu nnoxoHgpunyeckom tune BKB 1 KOMUHr-cTpaTerum
nsberaHua. 1V). AHO30MHO3Ms XapaKTepn3oBanach 3ro-CUHTOHHbLIM TU-
MOM OTHOLLEHMUA.K 60/1e3HN C OTCYTCTBMEM OCO3HAHWA PaccTPOCTBa U
BOCMPUATMEM MCUMXONATONOrMYECKUX MPOSABAEHWI [enpeccun Kak
«BPOX[EHHbIX» CBOWCTB NMYHOCTU. Habnoganacb-y 60MbHbIX C anaTu-
YECKOI 1 TOCKMBOIA fenpeccueid (no 50%) npu paBHO BbIPaXKEHHOCTM
KOMUHT-CTpaTernii n3beraHma n NoMcKa coLnanbHON NoAAePXKKU'M Npu
aHo3orHosnyeckom tune BKB. -

BbiBogpbl. MporHocTuyeckas oueHKa 3MMeKTUBHOCTU Tepanuu
aHTuaenpeccaHTamy 60/bHbIX C [eNPecCUBHbIMU PacCTPONCTBaAMM
3aBMCUT OT Bblfle/IeHHbIX BAPUAHTOB, KOTOPble OTpaXKatoT 40CTOBep-
HOe yBennyeHne aHeKTUBHOCTM Tepanumn Npu NOBbIWEHUN CTene-
HV afleKBaTHOCTU OLLeHKU COCTOSHWUA B pAfY OT «aHO30rHO3UU» [0
«afileKBaTHON OLLeHKN™. A» o .

NHanBnayanbHble 0COGEHHOCTU FeMOfUHAMUYECKUNX
nokasaTeneil M 3aNeMeHTHbI cTaTyc opraHusma
W.B. VBaHoB. A.B. CkanbHblii, C.K. CongaTos
ocyfapCTBeHHbIN Hay4YHO-MCCNeA0BATENbCKINA CMbITATENbHBIA NH-
CTUTYT BOEHHOI MeauLHbl MO P®, Mocksa

[na nsyyeHnsa BAUAHWUA 3MIEMEHTHOrO CTaTyca OpraHu3Ma Ha UH-
ovBMAYyanbHble 0CO6GEHHOCTW FeMOAMHAMUYECKUX MoKasaTeneil op-
raHmsma 6blM conocTaBfeHbl NMoKasaTenu LeHTpanbHoN n nepude-
pyvyeckoi remofuHamuku (MeTof 06bEMHON KOMMPECCUMOHHOM
ocuunnorpamMm) M MHOrO3/IeMEHTHOr0 cocTaBa Bo/oc (MeTof
aTOMHO-3MWCCUMOHHOI CMEKTPOMETPUU W Macc-CreKTPOMeTpus ¢
WHAYKTWBHO CBA3aHHOI aproHoBOW nnasmoii). Bcero o6cnegosaHo
36 yen. B Bo3pacte ot 20 Ao 40 nert.

AHann3 3NeMeHTHOro cocTtasa BOMOC B 3aBUCUMOCTM OT TuMa re-
MOJMHAMUKW MO3BOINA YCTAaHOBUTL OMpefeseHHble 3aKOHOMEPHO-
cTn (cMm. Tabnuyy).

Tabnuua
3NeMeHTHbI cOCTaB BONOC MPU Pa3INYHbIX TUNAX FEMOAUHAMUKM

COOTHOLIEHNE TUMOB

reMOoAUHAMUKN OC06EHHOCTU 3M1EMEHTHOrO cocTaBa

T J, Mg, Cd, Zr, Cr
1 P (p<0,05)

IMnepKuHeTYeCKNii / (p<01)

TMNOKUHETUYECKMIA

t Ca, Co, Sr (p <0,05);-Cd (p<0,01
4 P (p<0,05)

IMnepkuHeTUYeckui /
3yKNHETNYeeKuii

IMnepKuHeTUYeCKNii / t Mg (p <0,01), Sr, Zr

CMeLLIaHHbI

t
4 K (p<61l)

CMNOKMHeTUYEeCKunin /
CMeLLaHHbI

Pb, Cr (p<0,05)

mnoknHeTuyeckuii /
SyKMHETMHeeKMﬁ

OTMeYeHbl HanbonbliMe U3MEHEHUS Y NNL, C TUMEPKUHETUYe-
CKUM TUMOM TFeMOAUHAMUKN — MO CPaBHEHUIO-C TUMOKUHETUYE-
CKMM TWUMOM B BOSIOCaxX MOBbIWEHO cogepxaHue |, Mg, Cd, Cr Ha
(hOHE CHVXEHHOro YpPOBHA P; Mpu CpPaBHEHUU C IYKUHETUYECKUM
TMNom — nosblweHbl yposHu Ca, Co, Cd Takxe Ha (hoHe AeduumnTa
P, a co cMellaHHbIM TUMOM — MOBLIWEHO cogepxkaHne Mg. Xapak-
TepHbl gucbanaHcol Ca/P, Mg/P, Cd/Zn n Cd/Cu, ¢ n3bbiTkom Cd.
370 MOXeT MPUBOAUTL Y AaHHbIX NNL, K HApYLIEHNAM CepAeyvHO-Co-
CYAMCTON, renatobunmapHoin 1 Mo4enonoBoi Cuctem, OMOPHO-ABN-
ratenbHoro annaparta. Takum 06pa3som, 0CO6EHHOCTU Makpo- u
MWKPO3/IEMEHTHOrO COCTaBa OpraHu3Ma KoppenupyloT ¢ npeobna-
[aloWMUM TUNOM remMoAnHaMUKN. VIHANBMAYaNbHbIA.NOAXOL K KOp-
peKunMn 3NeMeHTHOro cTatyca Makpo- U MUKpO3neMeHTamn B 61o-
[OCTYMHOW ¢hopMe MOXET 6blTb 3 (heKTUBEH .NPU NPOhUNaKTUKe
3aboneBaHunii cepAeyHO-COCYUCTON CUCTEMbI W APYrux cuctem y
UL, C HapyLWeHNAMU 3/1IEMEHTHOrO cTatyca opraHusma.

McxoaHas MHAMBUAYaANbHAs PEaKTUBHOCTb M 0COGEHHOCTU
peakunii opraHuama Ha 06M1ydYeHWe B ManblX f03aX

W.B. ViBaHoB. H.I'. NapeHr.kaq", WN.b. Ywaknn .

oCcyfapCTBEHHbIA HAayYHO-UCCNeA0BATENbCKUA UCMbITaTeNbHbIA WH-
CTUTYT BOEHHOW MeaunLunHbl MO P®, *IUL, «MHCTUTYT 6uochusu-
Ku», Mocksa t

[ns KoppekuuM NCUXO3IMOLMOHANbHBLIX peakuuidi N HapyLueHuii
B COCTOSHWMW 3[0p0BbA NNLaM, NOABEPTHYTbIM 06/YYEHWIO B MasbIX
[l03ax, Ha3HayalTCA NPOMUNAKTUYECKNE N IEKAPCTBEHHbIE CPEACT-
Ba. [pn 3TOM, KaK NpaBufio, UCXOAAT NN b U3 BbIPAXXEHHOCTU CUM-
NTOMOB HapyLlUeHWii BCNejCTBME HEJOCTAaTOYHON N3YUYEHHOCTW Npu-
YMH, ONpefenaoWwmnx HANBUAYanbHble peakLnn-opraHn3Ma Ha 06-
nyyexue. Llenb nccnefoBaHnA COCTOANA B YCTAHOB/IEHUW 3HAYeHUA
MCXOAHON peakTWBHOCTU OpraHu3ma Ana pasnuuunii B peakumax op-
raHu3mMa Ha WOHM3UpPYIOL e U3NyYeHUs B HEOGOMbLUMX [o3aX.

VMccnepgoBaHue nposefieHo Ha 249 ucnbitTatenax "CemunanatuH-
CKOFO MONUrOHa, MOABEepraBLUMXC BO3[AEACTBUIO MOHU3NPYIOLLEro
n3nyyeHus B fosax fo 34 clp. KoHTponbHYylo, rpynny coctasunu



could be useful arc cardiovascular and pulmonary diseases,
.coporosis, inflammation, tumor, erectile dysfunction,

laboratory, during last several years we study the presence

.ional activity of P2 receptors in some human tissues in order

I their possible physiological and pathophysiological role, as

to evaluate them as potential drug targets. Recently we have

i the presence and characterized the functional activity of some

Ipes of P2 receptors in human blood vessels, fallopian tubes and

regnant uterus. Our results open up possible new areas for intro-

ng P2 receptor agonists and possibly antagonists in clinical medi-

. Since several pharmaceutical companies are currently involved

:velopment of purinergic drugs, we can expect very soon the ap-

ance of such compounds on the market.

ary folate deficiency increases plasma homocysteine
land disrupts exploratory efficacy in Wistar rats

Zolotov. R.M. Salimov, G.A. Nazarova, N.N. Pavlova*

tute ofpharmacology of Russian Academy of Medical Science,
cow, Russia; * — Institute ofgeneral pathology and pathophysio-
of Russian Academy of Medical Science, Moscow, Russia

)ietary folate deficiency is known as an important postnatal deve-
nental factor producing homocysteinemia and individual variati-
i sensitivity of nervous system to psychotropic drugs. The purpose
le present experiment was estimation of effects of dietary folate
;iency during first 2—3 months of postnatal development on plas-
lomocysteine level and efficacy of exploratory behavior in Wistar
Rat pups (starting from 2—3 weeks age) during 2 months were
jd on folate-free diet. Control animals of the same age received
lar diet enriched with folate.

iefore exploratory cross-maze test, animals received single i.p. ad-
istration of placebo or methionine (i.p., 100 mg/kg, as a reference
tance capable of increasing level). Exploratory efficacy was measu-
as number of visits by rat to maze arms needed to attend all com-
ments of the maze (patrolling behavior). After the behavioral test,
d samples were taken and plasma homocysteine level measured,
bearing on folate-deficient diet produced reduction in body we-
and increase in plasma homocysteine level (by 64%, p<0,05).
effect of methionine on plasma homocysteine did not depend on
of a diet (in control rats — increase by 46%, p<0,05, in fola-
eficient group — increase by 52%, p<0,05). Folate-deficient diet
;red exploratory efficacy (increased number of visits on 1st patro-
by 10%, p<0,05) and slowed ambulation in the maze (increased
1in arms by 135%, p<0,01). Methionine did not produced statis-
ly significant effects on exploratory efficacy and velocity of tran-
ns between maze compartments.

'he observed deterioration of exploratory behavior due to folate
eiency is similar to behavioral changes during ageing of rats sug-
ing that early postnatal dietary folate-deficiencv may serve as a
lei for accelerated ageing of nervous system.

vidual sensitivity modification of specialists-operators
inst a background of metabolic and psychotropic
Jications usage in the conditions of mountain hypoxia
Zurdinov. 11.S. Morozovl, UK. Kundashev, V.V. Barchukov,
Shestopalova

XYL State Medical Academy, Bishkek city, Kyrgyzstan

'is it is known success of medicament correction of healthy per-
s professional activity depends mainly on organism’s individual
jliarities. These differences are caused by the type of metabolic
;esses typical for specific organism, state and sensitivity of his re-
:or apparatus and as a result reactivity of central nervous system
ig formed hence. Aim ofour research work was to study individual
iliarity of sensomotor response systems organization of specia-

150

lists-operators against a background of usage of medications of meta-
bolic (bemithil) and mediator (dophamin-mimethic) types of influ-
ence and their combinations in the conditions of mountain hypoxia.

As a result of carricd out research work it was found that three types
ofchanges in the systems providing high effectiveness of sensomotor res-
ponse come forth when operators climb mountains (3750 m. high above
sea level). 14,3% of operators had marked worsening of functional acti-
vity of these systems, 28,6% had improvement and the others had no
any essential changes. Bemithil reception in the mountain conditions
did not bring any reliable changes in the state of investigated systems in
comparison with placebo. State of sensomotor response systems of some
persons (28,6%) who entered group of operators, that took bromantan
but did not response mountain hypoxia, improved, and as a result a gro-
up of high-stable operators made 57,2%. Any essential changes in cent-
ral nervous system response to hypoxia were not marked when bemithil
was taken in combination with bromantan.

Thus mountain hypoxia influence leads to formation of high-stable
operators group and a medicine of metabolic type of action (bemithil)
does not essentially influence upon individual stability to hypoxia while a
medicine of mediator type with psychotropic properties (bromantan)
doubled a number of high-stable operators. Combined doze of these
medicaments did not change parameters of investigated index. It gives a
chance to conclude that modification of receptor apparatus functioning
plays a leading role at pharmacologic correction of operator’s activity.

Allelic variants of neurotransmitter genes
associated with predisposition to alcohol dependence

E. Zvartaul E. Krupitsky', S. Pchelinal2, A. Taraskina2, J. Lappalainen3

1— Saint-Petersburg Pavlov State Medical University, St.Petersburg,
Russia; 2 — Petersburg Nuclear Physics Institute, St.Petersburg, Rus-
sia; 3 — Yale University School of Medicine, New Haven, USA

To study the contribution of genetic factors of neurotransmitters
systems that play an important role in the individual’s vulnerability
to alcohol dependence (AD), the genetic variations of the major ne-
urotransmitter genes, including the dopamine D2 receptor (DRD2)
Taql A polymorphism, variable number of tandem repeat (VNTR)
polymorphism at the 3'untranslated region of the dopamine trans-
porter gene (DAT1), 2922(C)2-3 polymorphism at the 5 'untransla-
ted region of the nuclear-related receptor 1 gene (NURRI), the
44-bp insertion/deletion (Ins/Del) polymorphism L/S, (L-long,
S-small) in promoter region of serotonin transporter gene
(SLC6A4), several single nucleotide polymorphisms (SNPs) in glu-
tamate decarboxylase-65 gene (GADG65), a major enzyme in the syn-
thesis of y-aminobutyric acid (GABA) and in GABA 2 receptor sub-
type gene (GABRA2) has been studied. Subjects were 250 alco-
hol-dependent men (mean age 39.1+0.9 years) and 195 nonalcoho-
lic control subjects (mean age 40.1+0.5 years) representing popula-
tion of the North-West region of Russia.

C3C3 NURRI genotype frequency was significantly higher in AD
subjects than in control group (p<0,009). In AD men with positive fa-
mily history, this genotype was found more frequently than in control
group (p<0,001) with two-fold increased risk for AD development
(OR=1,8, 95%CI 1,24—2,47). The allelic variant in promoter region
of the GADG65 gene (-243G) was associated with AD (p=0.038 and
p=0.0009 for allele and genotype, respectively). Two allelic variants
ofthe GABRAZ2 gene were also associated with AD (A76130 in exon 5
and A82730 in intron 6, p<0.05).

A significant associations between genotype C3C3 NURRI and L
allele of the SLC6A4 gene was also observed as well as development
of depression in alcohol-dependent men: OR=1,8 (95%C1 1,28-2,59)
and OR=1,9 (95%C1 1,01-3,65), respectively.

Our findings indicate that the genetic variants of NURRI, GAB-
RA2 and GADG65 might be assessed as the genetic risk factors for AD
in Russian population.
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