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CBA3b IIEPBUYHOI'O ITATOJIOTHYECKOTI'O BJEYEHHUA K AJTKOT'OJIIO
C TEHETUYECKUMU ®AKTOPAMU PUCKA PASBUTHUA
AJIKOTOJIbHOM 3ABUCHIMOCTH ¥ ITIOAPOCTKOB
N MOJIOABIX JIIOAEU MYKCKROTI'O ITIOJIA

Benopycckuii 2ocydapcmeenmviii meduuunckuu ynusepcumem’,
I'HY <«Hncmumym zememuxu u yumoaozuu HAH Benapycu»

IIposedeno KaunuKo-zeHemuuecKoe UCCAe008aNUe NEPEULHOZ0 NATNAL0ZUYECK020 eedenus K ankozonio (ITITBA) ¢
UCNONL30BAHUEM HANPABIECHHOZO (POPMUPOBAHUS UCCAE006AMENLCKUX 2pynn Memodom cayuati-koumpors. Ocnosnas
epynna uz 245 nodpocmros u MoA00bLX M00el MYHKCK020 noaa ¢ A3, konmpoavuas epynna 122 uenosexa 6e3 npobiem
¢ anxozonem, 132 uenosexa epynna cpasHerus u3 63pocavix, cmpadaruux A3, ¢ 6orvwum cmaxem A3. Morexyaap-
HO-2eHemuyueckoe Uccaedoganue nposoodusIoC, MemoOoOM NOJUMEPAZHOU UENHOU peakyul. YCmanogiena 83aumocesidb
ITTIBA ¢ noaumopguvim aoxycom zena COMT (rs4680): zenomunom HH wnu annenem H.

ITonyuennvie pe3yomamol KeiameasHo Yuumvleams npu paspadomxe npohuiaKmuieckux npozpamM.

Katouesvie crosa: ankozonvHas 3asucumMocmy, NOOPOCMKY, MO00ble N100U, 2eHemuKd, NOJUMOPGHHLIE 0KYCbl
COMT.
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ASSOCIATION OF PATHOLOGICAL ALCOHOLISM WITH GENETIC RISK FACTORS
FOR MALE ADOLESCENTS AND YOUNG ADULTS’ ALCOHOLISM

Clinical genetics study of primary pathological alcoholism (PPA) with use of directed formation of study group
by case-control method. The main group consist of 245 male adolescents and young adults with alcohol dependence,
control group of 122 persons without alcohol-related problems and 132 persons comparison group of adults with long-
term alcohol dependence. Molecular genetic study by means of polymerase chain reaction was conducted. An association
was established between PPA with polymorphic locus of COMT gene (rs4680): genotype HH or allele H. The
obtained results could be preferably considered in working out prophylaxis programs.
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BnepBble poJSib reHeTUYecKnUx GaKTopoB B pa3BUTUKU anKko- [aHTHOCTb Mo A3 Yy MOHO3UTOTHbIX (0 70%) U Y AU3UTOTHbLIX (40—
ronbHOM 3aBUCMMOCTHU (A3) Bblla JOKa3aHa B 6113HeLo- 45%) 6nn3HeloB [15]. B MHOro4McneHHbIx pabotax no U3yyYeHuio
BblX UCCNEfOBaHUAX, MPU KOTOPLIX BbiAB/E€Ha BbiCOKaa KOHKOP- HacnefoBaHusa A3 UccneoBaHUa CTPOATCA Ha aHann3e 4acToT BCTpe-
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4aeMOCTH OTAENbHbIX FEHOB, FEHOTUMNOB, anienei nMbo ux coyerta-
HUSA nNpu A3. PeadynbTaTbl 3TUX UccieloBaHWin GbiBaloT BeCbMa Mnpo-
TMBOPEYMBLIMU, HEOAHO3HAYHO TPAKTYIOTCA M NOABEPraloTCs COMHE-
Huawm [1, 7, 8, 10, 11, 12]. OgHOW U3 BEPOSATHbIX MPUYUH TaKUX
HecoBMageHUN B MOJyYEHHbIX AaHHbIX ABASETCH OTCYTCTBUE BEpHU-
dUKaumm KINMHUYECKNX ocobeHHocTen A3, HEOAHOPOAHOCTL Mcce-
[yemMOro KOHTUHIeHTa, Korjaa BO rnaBy yria CTaBUTCS JMlb Hanuyue
y 1CCeflyemMoro ycTaHOB/IEHHOro AuarHo3a A3 B COOTBETCTBUM C KpH-
Tepussmu MKB-10 nan DSM-1V, KoTopble nNpefHa3HavyeHbl Npexae
BCEro [/ CTaTUCTUYECKUX Lienen.

OAHUM M3 3HAYMMbIX CUMNTOMOB, HAXOASALWMXCA Ha NepBoOW
nosuuuun cpeau Kputepues 3aBucumocten ot MNMAB B MKB-10 aBng-

Tabnuua 1. O6Wwasn xapaKTepucTuKa BbIGOPKHU

OpurunajbHbie HayYHble MyOmKanun [l

eTcs NepBMYHOE natonornyeckoe BraedveHue K ankoronio (MMNBA). Oa-
HaKO He Bcerfa 3ToT KPUTEPUI MPUCYTCTBYET Y NaLMEHTOB, CTpajalo-
wmx A3, nM6o MMeeT CBOM 0COBEHHOCTM B 3aBMCMMOCTM OT BO3pacTa,
cTaxa ynotpebneHus ankorons, ocobeHHocTen Metabonuama u ap.

[eHOMHblE UccneaoBaHusl, NPOBeAEHHbIE COBPEMEHHbLIMU Bbl-
COKOpaspelwawlmMm MeETOAaMK B NMOWCKaX «FEHOB aflkoroiMamar,
noKasasnu, 4To OAHOr0 reHa, onpeaenstouero NpeapPacnoNoXeH-
HOCTb MW YCTOMYMBOCTb K 3TOMY Heflyry, HET, @ YAC/IO TEeHOB, CBSA3aH-
HbIX C UHAMBUAYANbHON YyBCTBUTENLHOCTbLIO, UCUMCASETCS MHOTUMU
fecsitTkamu [16].

Haun6onee Lenecoobpa3HbIMU U MEPCNEKTUBHLIMU UCCELOBA-
HUSIMW Ha CErOAHSIWHWM AEHb SBASIOTCA UCCNEA0BaHUSA OTAENbHbIX

[TapameTpel or KT’ Ic
n=245 n=122 n=132

Bospacr (11eT) 22,11+0,31 | 21,6+0,23 | 37,2+0,8 Py 23<0,05

Cpennee (%) 56,3 52,3 39,2 P, 2.3<0,05
Oo6pasoBanue Cp./cnenan.(%) 422 31,3 53,3 P,.4<0,05

Bricmiee (%) 1,5 16,4 7,5 P».13<0,05
[Tepuon (net) hpopmupoBanus A3 2,95+0,16 - 10,5+£0,56 | P1.3<0,05
Bospact HayaJa ynotpebaenus | 15,02+0,18 | 16,01+0,6 17,1+£0,6 | P;.3<0,05
asnkorouis (yier)
Crax A3 (y1er) 3,54+ 0,2 - 12,4+1,6 P,5<0,05
OTdroleHHass HacJeACTBEHHOCTb I10 67,6 40,6 57,5 P, 32<0,05
A3 (%)
MecTo xuTeNbcTBa ropoji/cesio (%) 59,9 75,0 49,2 P».13<0,05

40,1 0,8
25,0

AUDIT (6ansbr) 25,9+0,6 4,13+0,5 29,2+0,8 P>.134<0,05

Tabnuua 2. YactoTHoe pacnpeneneHve CyoGbeKkToB UccaeayeMbix rpynn B 3aBucumocTu oT MIMNBA

[IepBruHoe ['pynmsl p
BJICUCHHE
Ic-2 or
OTcyTCcTBYET 10,5% 32.2% <0,05
HapszuuBoe 36% 33,7% >(,05
KomnynbcruBHOE 48.,8% 28.,9% <0,05
ITocTositHHOE 4,7% 5,3% >0,05

Tabnuua 3. Yacrtora pacnpegenenuns nuuy, O ¢ pasnuyHbiMy Buaamu MNIMBA B 3aBUCUMOCTU OT HacneacTBEHHOM OTAroweHHocTH no A3

IlepuuHoe or p
BIICUEHHE
HacnencrBennocts - | HaciencrBeHHOCTE +
HagssizuuBoe 45,8% 51,1% >0,05
KoMmnynbcuBHOE 48,2% 40,2% >0,05
ITocTostHHOE 6,0% 8,7% >0,05
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1 OpuruHaJbHble Hay4YHbIE MyOIMKAIMH

Tabnuua 4. PacnpepeneHune cybbektoB O B 3aBMCMMOCTM OT reHoTunoB reHa GABRA2A (rs 279826) wu IMNBA

Breuenue k ['enotunel rena GABRA2A (1s 279826)
AJIKOT'OJII0 AA AG GG
Her 27,6% 37,9% 34,5%
Ectp 23,4% 55,0% 21,6%
p >(),05 =0,059 =0,059
=5,67

Tabnuua 5. PacnpegeneHve cyobektoB O B 3aBUCUMOCTHU OT reHoTUnoB reHa pepmeHta COMT (rs4680) u MMNBA

Brneudenue I'enotunsl reHa pepmernta COMT (rs4680)
AJIKOT OJII0 HH HL LL
Her 8,5% 55,9% 35,6%
Ectb 22.,4% 53,3% 24.,2%
p <(,05 >(),05 <0,05
1*=6,62

Tabnuua 6. PacnpegenexHve annenen u reHoTunos noanmopdHoro nokyca reHa GABRA2A (rs 279826) B 3aBUCMMOCTM OT Hanu4us MMBA

A€M ¥ T€HOTHUIIbI IIIIBA «+» IIIIBA «-» Bcero
n=171 n=58
Anneb A 174 54
Aenb G 168 62
Tenorun A/A 40 16 56
Tenorun A/G 94 22 116
Tenornn G/G 37 20 57
Ta6bnuua 7. MynsTUNAUKaTMBHAS MoAeNb HacneaoBaHus pucka MMBA (tect x2, df = 1)
I'enorunel M[IIBA «+» | IITIIBA «-» 2 OR
X P
n=171 n=>58 3HaY. 95% CI
Annens 4 0,509 0,466 1,19 0,78—-1,81
0,65 | 0,42
Amnens G 0,491 0,534 0,84 0,55-1,28

Tabnuua 8. PacnpeneneHue annenen u reHotunos reHa ¢epmeHta COMT (rs4680) B 3aBUCUMOCTU OT Hanuuus MMBA

AJIeNIN ¥ TEHOTUIIB IIIIBA «+» TITIBA «-» Bcero
n=171 n=58
Annenb H 162 43
Annenb L 168 75
Tenornn H/H 37 5 42
Tenorun H/L 88 33 121
TenoTmn L/L 40 21 61
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KNWHUYecKux ¢eHoMmeHoB A3, KoTopble ¢ 60bliel BEPOATHOCTbIO
MOTYT 6blTb CBSI3@aHbl C ONPeAEeNeHHbIMA MOHOHYKNEOTUAHBIMU MO-
nmMmopduramamu.

Llenblo uccnepoBaHus ABASNOCH U3Y4EeHWE POAM WM BKaaga Mno-
NMMOPOHBIX BAapUaHTOB pa3Hbix reHoB B dopmupoBaHue A3 y noj-
POCTKOB M MONOAbIX Nilofen. B KayecTBe reHoB KaHAMAATOB B HaCTO-
[auleM uccnenoBaHum paccmatpuBanucb: DRD2TAG1, GABRA2,
HTTLPR, COMT, MAOA, CYP2E1.

3ajayen uccnefoBaHWUa ABSNOCL OMpefeNieHne BKaja Kax-
[JOro U3 npeanonaraeMblXx reHOB-KaHAnAaToB B popmMUpoBaHue
pucka TMMNBA npu A3 y NOAPOCTKOB U MONOAbIX NIOAEN.

[n3zaiH: KInHMYecKoe o6cepBaLMOHHO-aHaNUTUYECKOE UCCne-
[OBaHWe C UCNONb30BaHMEM HampaBieHHOro GopMUPOBaHUA UC-
cnefoBaTeNbCKUX FPYNn METOAOM ClydYan-KOHTPOSb.

Martepuansl U MeTofbl. [eHeTUYeCKNE UCCnefoBaHNs NPOBEAEHb!
Ha 499 cybbeKTax MYXCKOoro nona. B cooTBETCTBMM C AU3aNHOM U Le-
NAMKU UCCNEAOBaHMS 06L1as BbiIGOPKa COCTOSIAa M3 HECKOJIbKMX rpymn.
OcHoBHas rpynna (OI) coctosina U3 245 cy6beKTOB MYXKCKOro rnona ¢
A3, COCTOALLMX Ha YHeTe Y HAapPKONOroB M/WaK NPOXOAUBLLKX fleYeHne y
Bpayvyen-HapKoJIoroB pasnuyHbIx permoHoB Pecny6nunkn benapycb. B
KOHTpOJbHYyto rpynny (KIM) Bownu 122 yenoBeKka, He UMeloLWne npo-
6nem c ankoroneM. B uccnegoBaHue BKIOYEHa rpynna cpaBHEHUS
(FC), coctosilwas ua B3apocnbix (nocne 30 neT) CyGbeKTOB, CTPajatoLLmX
A3, ¢ goctoBepHO 60nblNM cTaxkeM A3 (Tabnuua 1) - 132 yenoBeka.
O6Lwas xapaKTepucTnka BbIGOPKK NpeacTaB/ieHa B Tabauue 1.

KnuHuyeckas gMarHoCTMKa afKorolbHOW 3aBMCUMMOCTH U 3/10-
ynotpe6eHns Nnpon3Bojmnaach B COOTBETCTBMU C AUArHOCTUYECKM-
Mu Kputepuamm MKB-10, TecTa Ha BbiiBieHWE HapyLUEeHWH, CBA3aH-
HbIX C ynoTpe6neHnuem ankorons (tect AUDIT) [4]. [Ans oLeHKu Bbipa-
YKEHHOCTW aNKOrofbHOW aAAMKLIMU U CTPYKTYPbl aIKOFONbHbIX MPO-
6nem, coumanbHo-geMorpaduyecKkux cBeAeHUn Mcnonb3oBancs
Benopycckuin MHAEKC TAXECTU afAnKUWUK AT KIMHUYECKOro npume-
HeHuUs 1 obyyeHus («b-UTA», Bepcua 2.3-3.01.2001) [6]. Anda Bepu-
dukauymm MMNBA K NMAB wncnonb3oBanu «lLKany oueHKU ypoBHEN
peabunnMTaLMOHHOIO MoTeHunana 60/bHbIX HAPKOMaHUsIMW» [yaKo
T.H. v ap., 2006 [4].

O6cnenoBaHve MPOBOANUNOCH C COracusa UCCNeayemMoro He pa-
Hee, yem 4Yepe3 10 AHeN nocne nocnefHero ynoTpebreHns anKkoro-
n§, NPU OTCYTCTBUMU KIMHUYECKUX MPU3HAKOB COCTOSAHUS OTMEHbI,
NOATBEPXAEHHbIX MeTofaMu NabopaToOpHON AUArHOCTUKM.

KpuTtepuu ucknioueHus. U3 nccneaoBaHns UCKIOYaIUCh NaLneH-
Tbl C OCTPbIMU U XPOHUYECKUMU COMATUHECKMMM 3a60/1€BaHUSMM, Bbl-
paeHHON AenpeccUBHON CUMNTOMATUKOW Ha MOMEHT UCCeA0BaHuS,
BblPaXEHHbIMW KOTHUTUBHbBIMU HapyLIEHUSIMU, OCTPble U XPOHUYEC-
Kue Mcuxuyeckue 3aboneBaHus, Apyre paccTponcTBa, NPensiTcTByio-
e BbINOMHEHUIO 3aaHni, OTKa3 OT Y4acTusi B UCCIe0BaHWU.

CratncTMyeckasi 06paboTKka pe3ynbraToB NPOBOAUIACh C MCMOMb-
30BaHueM nporpaMmmbl SPSS 17.0 [5] u oH-nanH «Calculator for
confidence intervals of odds ratio». CTaTucTM4ecKast 3Ha4MMOCTb pas-
anuun npu p<0,05.

MoneKkynsipHo-reHeTM4yeckoe uccnegosaHue. Mcnonb3oBanu
metoabl MUP n MAP®P aHannsa no cTaHAapTHbIM MeToaMKam [3].

Pe3ynbtathl U 06¢yxAeHuUe. [pu npoBefeHUU CPaBHUTENBHOIO
CTaTUCTMYECKOro aHanu3a yctaHoBeHo, 4to B OI TMMNBA BcTpevaeTcs
y 67,8%, B I'C-2 'y 89,5% ()?=36,03; p<0,05). [locToBEPHOCTL OT/IU-
Y yKasbliBaeT Ha T0, 4To co ctaxkeM A3 [MMBA cTtaHoBUTCS xapaKTep-
HbIM AN8 60MblIEro KofMyecTsa NuL, UMelLWwmnx Npo6aembl € anko-
ronem. bonee nogpo6Hble AaHHble 0 Hanuyuu MMBA n ero Bugax
npeacTaBneHbl B Tabnuue 2.

Cnepyet OTMETUTb, YTO Y MWL, NOAPOCTKOBOrO ¥ MOAOAOMO BO3pa-
CTa [0CTOBEPHO MeHblue nuL, ¢ MNMNBA, a Take CYyObeKTOB C KOM-
nynbcuBHbIM MMNBA (tabn. 2). CnegyeT 06patutb BHUMaHUE Ha TO,
410 BHYTpPKU OF (C HEGONLLIMM CTaxeM ankoronusauuu) npeobnaga-
10T cy6beKTbl ¢ Hanuymem MMNBA 1 focTaToO4HO 60bLION YaENbHbIN
BeC UL, ¢ KomnynbcuBHbIM MMBA. HaBasunsoe MMBA oTparkaeT ncu-
XONIOrMYECKYI0 MOTUBALIMIO BNEYEHUSA K anKOronto, KOMMynbCUBHOE -
6onblle yKa3blBaeT Ha Hanuyne GU3nM4eCKOn 3aBUCUMOCTU U MOXKET
CBMAETENBLCTBOBATb O TAXecTu A3.

OfHaKo KoNb peyb MAET O BAUSAHUM FreHeTUHeCcKux GhaKTopoB, Npo-
1M3Be[eHa KayecTBeHHas U KonnyecTBeHHas oueHKka MMNBA y nvy OF B
3aBWCUMOCTU OT HaNMYUS OTATOLLEHHON HacneacTBEHHOCTU Mo A3 U Ho-
CUTENbCTBA Pas3/IYHbIX FrEHOTUMOB, U3y4aeMblX B uccnefosaHuu. MNpo-
1M3BefeHa OLeHKa pucKa aTux dakTopoB Ha dopmupoBaHue MMBA.
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Ona I'C-2 peTanbHbIM CTAaTUCTUYECKUIA aHaNN3 BAUSHUS TEHETUYECKNX
daKTopoB 0TAENbHO He npeacTasneH. O6ycnoBneHo 3To Tem, 4yto B [C-
2, nmerolen 60bLIoN cTax A3, Ha BflIeYEHME K aNIKOTO0 BAMSIOT He
TOSIbKO reHeTu4ecKne daKTopbl (Kak, npenmyliectseHHo B Or), a ewwe u
6uonornyeckue nameHeHnsa s LIHC n comatnyeckom crartyce, o6ycnos-
NEHHblEe LIMTENbHBIM TOKCMYECKUM JENCTBMEM anKorons. 3To Bbl3bl-
BaeT onpeje/ieHHble CIOXHOCTA B pa3rpaHu4yeHuUn posn U BAUSHUU
HacneacTBeHHbIX dakTtopos Ha [MMNBA B 'C-2.

B pesynbrate NpoBeAEHHOr0 CTaTUCTMHECKOrO aHann3a yCcTaHoB-
JIEHO, 4YTO KonmnyecTBo cybbekToB O ¢ Hanu4ymewm [MNBA goctoBepHO
He OT/IMYyaloTCs MO Aofie AUCHEePCUN UL uMeloLwnx (66,2% ) n He
nmetowmnx (71,6%) oTAroweHHbIn alKoronbHbln aHamHe3 no A3
(X?=1,08; p=0,3). M3 06X AaHHBIX CEMYeT, YTO HACNEACTBEHHOCTb
B 06LLEM CMbICNe CyllecTBEHHO He cBfA3aHa c MMNBA. He yctaHoBne-
HO Take B3aumocBsA3en Hannyus MMNBA ¢ HacneaoBaHWeM no pas-
JINYHBIM POACTBEHHbLIM NUHUAM (x2:2,25; p=0,33). NMpousBeneH
YaCTOTHbIM aHanu3 pacnpegeneHuns nuy OF ¢ pa3nnyHbIMUM BUAAMU
MMNBA B 3aBUCUMOCTU OT HalM4YUA HaCNELCTBEHHOW OTArOWEHHOCTH
no A3. [laHHble B Tabaule 3.

[aHHble npeAcTaBneHHble B Tabnuue 3 cBMAETENbCTBYIOT 06 OT-
CYTCTBMM CYLLECTBEHHbIX 3aKOHOMEPHOCTEW B3aMMOCBSA3U pas3nny-
HbiX BUAoB MNIMBA 1 HanM4Yns OTArOWEHHOW HacneacTBEHHOCTM Mo A3
(X*=1,7; p=0,43).

N3yyeHune MMBA NnpoBoAMAOCH C YYETOM pacnpeaeneHns 4acTtoT
reHOTUMNOB W annienev pasnnyHbIXx NOAUMOPPHbIX NOKYCOB FEHOB HEK-
pomeanaTopHbIX NyTen: peuentopa godamuHa DRD2(Tag | A), pe-
uenTopa 2-ro tuna Y-amuHo-macnsaHon kucnotsl (FAMK) GABRA2A
(rs 279826), nepeHoc4YnKa cepotoHMHa SLC6A4 (BHTTLPR), uutox-
poma CYP2E1(rs 2031920), depmeHTa KaTexon-O-metuntpaHcoe-
pa3dbl COMT (rs4680), depmeHTa MOHOamuHoKcuaassel A MAOA (LPR).

B3anmocsa3b ¢ Hann4yvem [MMNBA o6HapyeHa € noaiMMopdHbIMU
noKycamu reHoB GABRA2A (rs 279826) n ¢epmeHta COMT (rs4680).
Cpean cybbekToB Ol ¢ Hannyunem MMNBA goctoBepHo 6onblie aons
aucnepenu nuL, ¢ reHotrnom AG no cpaBHEHUIO € cyobeKTamu 6e3 MNBA
(tabnuua 4), a cpean nuu 6e3 IMINMBA JOCTOBEPHO 60/ibLie CYGHEKTOB C
FOMO3UroTHbIM reHoTunoM GG no reHy GABRA2A (rs 279826). B oTHo-
weHun reHa COMT (rs4680) o6HapyxeHbl cnegylolmne 3aKOHOMEPHOC-
Tu. feHoTun LL goctoBepHO yalle BCTpeyaeTcs y UL, C OTCYTCTBUEM
MMNBA, a reHotMn HH y nuu, npu ero Hannyuu (Tabauua 5).

C nomoLLblo KaNnbKynaTopa 19 FreHETUYECKUX UCCNefoBaHUn B
pexume oH-nanH («Calculator for confidence intervals of odds ratio»)
NpoOu3BeNW pacyeT YacToT annenen U reHeTMYECKUX Mogenen pucka
HacnepoBaHus MMBA ans reHoB GABRA2A (rs 279826) 1 depmeHTa
COMT (rs4680). B KavyecTBe YCIOBHOIO KOHTPO/S UCMONb30BaNun
rpynny 6e3 MMNBA, B KayecTBe «Ccny4yaeB» CyObEKTOB C €ro Hannvmem.

PacyeT pacnpegeneHus annenein A u G reHa GABRA2A (rs
279826) npeactaBneH B Tabnauue 6.

MNepen pacyeToM ageKBaTHOM MOAENM PUCKa NMPUMEHWIN TecT
Xapau-BanH6epra, pe3ynbTaTbl KOTOPOro cBMaeTeNnbCTBOBaNN 06
OTCYTCTBMM OTK/IIOHEHUI B MUcCcrefyeMbix rpynnax. [lanee ans aHanu-
3a MCNOJIb30BaNU MYAbTUMIMKATUBHYIO MOLENb.

M3 npefctaBneHHbIX AaHHbIX (Tabnauua 7) MynbTUNAUKATUBHOM
MOJeNnn HacnepoBaHus cnegyet, 4To o6a annena (A u G) reHa
GABRA2A (rs 279826) He BbicTynaloT B ponn GaKTopoB puUcKa B
OTHOWeHUK Hanuyua MMNBA y NoAPOCTKOB U MOMOAbIX NtoAeN, He-
CMOTPS Ha TO, 4TO NO pe3y/nbTataM METOAO0B OMNWcaTeNIbHOW CTaTUCTU-
Ku (Tabnvua 6) nmeloTcs AOCTOBEPHbIE OTIMYUS pacnpeaeneHuns vya-
CTOT reHOTUNOB NO AAaHHOMY NOAUMMOPGOHOMY JIOKYCY.

[aHHble pacnpegenenua H u L annenen nonmumopdHoOro nokyca
reHa COMT (rs4680) npeactaBneHbl B Tabnuue 8.

PesynbTathl TecTa Xapaun-BavH6epra noagTBeEpPANIN OTCYTCTBUE
OTKJIOHEHWW B UCCledyeMbIx rpynnax. [ns AanbHenwero aHanusa
MCNOAb30BaNN MYyAbTUMIMKATUBHYIO MOAENb.

M3 npeacTtaBneHHbIX AA@HHbIX MYTbTUMIMKATUBHOM MOAENU Ha-
CrefoBaHUA cneayeT, 4TO HOCUTeNbCTBO annens H aBnsetca dakTo-
pOM OTHOCUTeNbHOro pucka ang MMBA y noApOCTKOB U MONOAbIX
nogen (95% Cl[1,09 - 2,59]).

Mpu NonbITKe YCTaHOBWUTbL CBA3b MEMAY reHOTUNamu reHa GpepmeH-
Ta COMT(rs4680) ¥ pa3nnyHbIMU POACTBEHHbLIMU NTUHUSIMU, MO KOTO-
pbIM YCTAHOBJIEHO HaNMyMe OTArOLLEHHOWM HacneACTBEHHOCTH no A3, He
06HapyEHO 3HaYMMbIX CYLLECTBEHHbIX cBA3en (Y *=2,37; p=0,67).

Ha ocHoBaHuu faHHbIX Tabnuubl 10 cneayeT caenatb 3akatoye-
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HUWe, 4yTo annenb H AaHHOrO reHa NoOBbIWAET PUCK HaNUYUS KOM-
nybCMBHOTO (6M0NOrnyeckoro) u noctosiHHoro MMNBA ynuy, nogpocTt-

KOBOIro U mMosiogoro so3pacra.

Mony4yeHHble pe3ynbTaTbl O MOBbILEHWE OTHOCUTENIbHOIO PUCKa
npucytcteusa MMNBA npu Hannyuu annens H v reHotuna HH rena

COMT (rs4680)
poccu ACKUMMU nccenegoBatenamu

i1, 2.

HECKOJIbKO pacxoadaTca ¢ AaHHbIMU MOJy4YE€HHbIMU

CnepyeT HanOMHWTb, YTO AaHHbLIA NOAMMOPPHbLIV NOKyC (rs4680)

(Vall58Met), pacnonoxeHHbl B

panoHe 9K30Ha

3, umeeT ABa

annens, getepMuHupytowne Hu3Kyto (L - low activity) n Bbicokyto (H -
high activity) akTuBHOCTb PpepmeHTa Katexon-O-meTuntpaHchepassbi.
Mo faHHbIM POCCUMCKMX aBTOPOB YCTAHOBJIEHO, YTO anjenb L u
reHotun LL siBnsioTCA AOCTOBEPHBLIM MapKepoM MpenpacrnonoXKeH-
HOCTU K A3, U Yy UX HOCUTENEN UMEETCH NEePBUYHO BbICOKUIA YPOBEHb
Breyenuns K MAB, obycnaBnusatowmmi pa3ssute 3aBUCUMOCTU [axe
Npu HEWTPaNbHOW WKW HEraTUBHOM peakuMK Ha nepsyio nNpoby an-
Korons. Pa3Butre 3aBMCMMOCTM MPOrpeinMeHTHOe, HO He 3/10Kaye-
cTBeHHoe. Aninenb H 1 reHotvn HH aBnsoTCA YCNOBHO NMPOTEKTUBHbI-
MW MapKkepamu 6e3 cBA3K C ypoBHEM BlieyeHUs K MMAB u anHamu-
KOW pa3BUTUS 3aBUCMMOCTW. B AaHHOM criydae onpaBaaHo v yTBep-
waaTb, YTO OAHOHYKNEeoTUAbIN nonuMopduam reHa dpepmerHta COMT

(rs4680)

nmbo B BuAe annensa L uam reHotuna LL moryt ogHoBpe-

MEHHO U CYLEeCTBEHHO B/INATb CPa3y Ha HECKOJIbKO KIIMHUYECKUX

deHomeHOB A3 (BNieyeHue, NporpeaMeHTHOCTb, BMA TevyeHus). Bos-
MOXHO, pacxoxjeHue faHHbIX 06yc/IOBAEHO 0CO6EHHOCTAMM Bbl-
60pKK. BolBOpKa poccuicKMX uccnegosatenen mlyvyanacb 6e3 Be-
pvdurKaLmn Bo3pacTa, ClefoBaTeNbHO, ABASAIach KIMHUYECKU Heo-
OHOPOZHOM, YTO He NO3BONSET U3bewaTtb apdeKTa cny4yanHoOCTH pac-
npegenexHusi. BolbopKka Hallero uccnefoBaHus Coctosna U3 uy, noa-
POCTKOBOIO M MOJOAOrO BO3pacTa, a ee 3HaYUMbIMU OCOBEHHOCTS-
MU ABASIOCh PaHHee Hayano ankoronnsauuun u 6oictpoe GopMHUpo-
BaHue A3.

Kpome Toro, B paboTax 3apybexHbIx UCCegoBaTenen Hapsaay ¢
KOHCTaTaLuuen pesynbTaToB UCCNEfOBaHWI paccMaTpuBaloTCs BEpo-
ATHblE MeXaHW3Mbl, 06bSACHAOWNE NONyYeHHble pe3ynbTaThl. [eH
depmeHTa COMT, urpatoLlero BaxHylo posib B pacnaje Katexonamu-
HOB W perynauuu ypoBHa godpamuHa B npedpoHTanbHOM KOpPTEKCe,
3aeCTBOBaH B HEMPOOMONOrMYECKMX MEXaHU3Max noaKkpense-
HWS, KOHTPOJIA NOBEAEHWs] U CTPECCOBOW YCTOMYMBOCTH, BOB/EYEH-
HbIX B @IKOrO/IM3M W Apyrue ncuxuatpuyeckue saboneBanusa. [11,
12]. Tomoaurotel Val/Val (HH) B 4eTbipe pa3a 60nee aKTUBHbI B
mMeTabonuame godamuHa, Yyem romosurotel Met/Met (LL) [14]. Bbi-
CTpbii META60/IM3M NPUBOAUT K CHUMKEHUIO YPOBHS odaMuHa B
CUHarcax, YTo CHUXaeT MOCTCMHAMTUMYECKYIO aKTMBALMIO, B pesynbTa-
Te 4Yero NPOUCXOAWUT rMNoaodaMUHIPruyecKoe GyHKLIMOHMPOBaHue,
obycnosnuBalollee cBA3b ¢ 3aBUcUMoCTbio OT MAB [10, 13]. OgHako

Tabnuua 9. MynbTUNNIMKaTMBHasA Mofenb HacnegoBaHus pucka MMBA (tect x?, df = 1)

I'enoTnnel IIIIBA «+» | IITIBA «-» . OR
L 4
n=165 n=2>59 3HAY. 95% CI
Annens H 0,491 0,364 1,68 1,09 — 2,59
5,60 | 0,02
Asnens L 0,509 0,636 0,59 0,39 -0,92

Ta6bnuua 10. [MokasaTtenu oTHocuTeNbHOro pucka H annena nonumopdHoro nokyca reHa COMT (rs4680)

Buns [ITTIBA

OR 95% CI Se Sp AUK p
Hass3zuuBoe 2,84 0,97-8,36 0,21 0,91 0,56 >0,05
KomnynscuBHOE 3,14 1,09-9,01 0,22 0,92 0,57 <0,05
[locTosinHOE 4,8 1,08-21,35 0,31 0,92 0,62 <0,05

Hanun4ua MNrNBA

Ta6bnuua 11. PacnpeneneHus 4acToT reHoTMnoB nonnmopdHoro nokyca reHa COMT (rs4680) cpean cy6bekToB 'C-2 B 3aBUCMMOCTH OT

[TIIBA

I'enoTunsl rena gepmenta COMT (rs4680)

HH

HL LL

Het

20,0%

40,0% 40,0%

Ecth

22.0%

48,6% 29,4%

P

>0,05

>0,05 >0,05

£=0,5

Ta6bnuua 12. PacnpeaeneHus

4acToT reHoTUMNoB NoaMMopdHoro nokyca reHa COMT (rs4680) B o6Luien rpynne nuL, cTpagaowmx A3
(FCA3), B 3aBMCUMOCTHK OT Hanuuus MMBA

[ITIBA

I'enoTunsl rena pepmenta COMT (rs4680)

HH

HL LL

Het

9,7%

51,4% 38,9%

Ecth

22,0%

51,7% 26,4%

p

<0,05

>0,05 <0,05

v=7,59
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He BCe UccneaoBaHUs NoATBEPXAaloT 3Ty cBA3b [8]. B Toxe Bpems B
ucecneaoBaHusx 6e3 BepuduKaLmn KIMHUYECKOrO COCTOSIHUS U BO3-
pacTa, yCTaHOB/EHO, YTO YacToTa annens Metl158 HM3KOAKTUBHOIO
depmMeHTa Bbiwe cpean G60MbHbIX alKOroNM3MOM, YHEM B KOHT-
ponbHOM monynaumu [7]. OgHaKo YactoTa BCTpeYyaemocTu He Bceraa
MAEHTUYHA GYHKLMOHANIbHOM aKTUBHOCTU U BO3MOXHOCTU BIIUSAHUS
Ha KJIMHMYECKME MPU3HAKK. M0 HEKOTOPLIM AaHHbIM, NOAUMOPdU3M
reHa depmeHTta COMT oKa3biBaeTcs 3HAa4YMMOW MPUYUHOWM Pa3BUTUSA
anKorosiMama ¢ No3AHWM HavyasoM 3a60NeEBAHUS U MOXKET 3HAYUMO
B/IMSATb Ha NOTPEGNIEHNE aNKOrons He TONbKO Y GOJSIbHbLIX aIKOronans-
MOM, HO ¥ B 06Ulern MyXCKon nonynsauuu [8].

B HaleMm uccnefoBaHWM TakKe He YCTaHOBAEHO AOCTOBEPHbIX OT-
JINYMIA YacTOTbl BCTPEYAEMOCTH Pa3/IMYHbIX FTEHOTUMNOB reHa GepmeHTa
COMT (rs4680) B OI' 1 KI, a Takke BO BCEN BbIOOPKE NULL, CTPaAAIOLLMX
A3 v KI' ((>=0,05 u ¥>=0,01; p=0,99). B npoBOAMMOM Hamu uccneao-
BaHWKW KpPOMe rpynnbl NOAPOCTKOB U MONOALIX Nitogen ob6cneaoBaHa
rpynna cpaBHEHUS, COCTOALAA U3 B3POC/bIX ¥ KOTOPbIX 3aBUCUMOCTb
dopmupoBanacb A4OCTOBEPHO MeASIEHHEE U B OCHOBHOM NOJ, BAWUAHW-
eM cpeaoBbix GaKTopoB. NS UCKIIOYEHUS BAUAHWUA daKTopa «0COBEH-
HOCTW BbIGOPKK» (MOAPOCTKU M B3POC/blE) MPOBENN aHANOMMYHbIR NpK-
BeJeHHOMY Bbilwe (Ha cyobekTax O) ctatuctuyeckun aHanms B I'C 1
06beaHeHHOM rpynne Bcex auL, ctpagatowmx A3. MNMpu Hanvymu pac-
XOXAEeHMA pe3ynbTaToB Ha Bbl6GopKe B3pocnbix U O, MOXHO 6yaeT
caenatb 3aKloYeHne O BIUSHUM OCOBEHHOCTEN BbIGOPKM.

AHanu3upys aaHHble Tabnuy, 11, 12 cneayet OTMETUTL COXpaHsio-
wmeca TeHaeHuUMK, Kak u ansa Or. Mpeo6naaalowmm reHoTMnoM B rpyn-
nax c MMNBA n 6e3 Hero ABNSeTCA reTepo3nroTHblM reHotun HL, KoTo-
pbIi C OAMHAKOBOM YacTOTOM BCTpe4vaeTca B 06eunx rpynnax. Yacrorta
HocuTenen reHotuna HH B rpynne cy6bekToB ¢ Hanndmvem [MNBA gocto-
BepHO 60osblue, YeM Y nuL, 6e3 BaedeHus. Mo reHotuny LL Hao6opoT.

Takum o6pas3om:

— TMBA B rpynne nogpocTKOB WM MOMOAbIX Nt0AEN, CTpagatowmx
A3, BCTpeYaeTcsa pexe, 4em y B3pocsbix ¢ A3;

— B rpynne noApoCTKOB M MONOAbIX Nlloaevt npeobnagatoT Ha-
BA34MBOE U KomnynbcusHoe MIMBA;

— KomnynbcusHoe MIMBA B rpynne MonoAabix NoAen Hanpsamyio
CBfi3aHO co cTaxem A3, a ero dopmupoBaHue 601ee MHTEHCUBHO
NPOUCXOANT NPU HAMYUKU OTATOLLEHHON HacneACTBEHHOCTHU no A3;

— [MMNBA cBa3aHo ¢ nonuMopdHbIM NoKycom reHa COMT
(rs4680);

— MOAPOCTKM U MONOAble NOAN MYXXCKOro nona, uMmerolme re-
HoTun HH wnnn annenb H reHa COMT, noaBepKeHbl BbICOKOMY OTHO-
CUTENbHOMY PUCKY Hannyus KOMMYNbCUBHOIO M NocTosHHOro MNMNBA;

Mony4yeHHble pe3ynbTaTthbl XXenaTenbHO y4UTbiBaTbh NPU paspa-
60TKE NPODUNAKTUYECKUX NpOorpamMm.

OpurunajbHbie HayYHble MyOmKanun [l
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