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OBIIAS XAPAKTEPUCTUKA PABOTBI

AKTyaTbHOCTb TEMbI UCCIICIOBAHUS

Crpecc, no npencrasnenuto I'. Cenbe (1936), ectb Hecneuuduueckas peaxius
OpraHm3Ma Ha JIObIe TpeabsIBIseMble eMy TpeOOBaHUS, YIpOXKaloIlue HapyIIeHHEM
romMeocTasa 1 HampaBlieHHast Ha ero coxpaHnenue (Charmandari E. Et al., 2005). ®akTo-

pBI, BEIHYX/Aa0mue (yHKIIMUA OpraHu3Ma BBIXOIUTH 3a MpPEIeibl TOMeocTasa, onpese-
nsroTest Kak crpeccopsl (Chrousos G.P., 2009; Robert and Labat-Robert, 2015).

Mo3r sBisieTcs KIYeBBIM OPTaHOM aJalTHBHBIX M HEAJANTHBHBIX OTBETOB Ha
ctpecc (McEwen B.S., 2017). Ctpecc BkiIt0UaeT ABYXCTOPOHHIOI CBA3b MEXKIY MO3-
IOM U CEpAECYHO-COCYIUCTON, MUMMYHHOM U METa0OJIMYECKOW CUCTEM Yepe3 aBTOHOM-
HYI0 HEPBHYIO CUCTEMY M dHJIOKpUHHBIN Mexanu3Mm (McEwen B.S.; 2010).

Xponunueckuit crtpecc (XC) K1acCUUECKU CBsSI3aH C YPE3MEPHOU CEKpelrel TIito-
KOKOPTUKOUJIOB U KaTEXOJIAMUHOB, YTO MPUBOAHUT K PA3BUTHIO MIMPOKOTO CIEKTPa Me-
Ta0OJMYECKUX PACCTPOMCTB M 3HAMEHYET Mepexo]] OT «(PU3UOJOTUIECKOTO» K «IaTo-
noruueckomy» (Nicolaides N.C. et al., 2015; Lupien S.J. et al., 2018). IIpu ausperys-
IIUU PEAKIMH Ha CTPECC MPOUCXOANT HAPYIIEHHUE TOMEOCTa3a ¢ HEOIaronpusTHBIM BO3-
JACCTBHEM Ha MHOTHE XH3HEHHO BaKHbIC (pusmonormueckue QyHkiuu. [urenpHas
aKTUBAIMsl CHCTEMBI CTpecca COMPOBOXKAACTCS YMEHBIICHUEM CHHTE3a THPEOTPOITHOTO
ropmona (Whirledges et al., 2013). JIuna, nonsepratomuecs Bozaeiictuto XC, 6omnee
BOCTIIPUUMYHBEI K CHEIHPUUIECKUM WHPEKIHUIM U ayTOUMMYHHBIM HapymieHusM (Song
H. et al., 2018). [lokazano yuactue paktopoB XC B popMHUpPOBAHUN METAOOIUUECKOTO
CHUHApPOMA C pa3BUTHEM LieHTpanbHoro oxupenus (Kawada T., 2015), napyumenuro 06-
MEHa JUNONPOTEUAOB, ycKopeHuu kierouyHoro crapeHus (Chandola T. et al., 2006).
YCTaHOBIEHO, YTO BIUSHUE XPOHUYECKOTO TMCHUXOCOIMAIBLHOTO CTpecca MOBBIIIACT
pUCK pa3BuTusa uiemudeckoil 6oneznu cepaua (Wirtz P.H. and von Kénel R., 2017),
nepedpoBacKyIspHbIX 3a00seBanuil (Ramirez-Moreno J.M. et al., 2017).

OnauMm 13 ucToUHUKOB XC SBISIOTCS MPOU3BOJCTBEHHBIE (DAKTOPHI, HAPSAMYIO
CBSI3aHHBIE CO CTEMEHBIO McuxodMoImoHaisrHoro Hanpsikenus (Oshio T. et al., 2015).
[IpousBoacTBeHHbIH cTpecc Ha 50% yBenuuuBaeT puck pazsutus UbBC (Kivimaki M. et
al., 2009), cnocoO6CTBYeT BOBHUKHOBEHUIO CUHPOMA BBITOPAHUS U JEMPECCUBHBIX pac-
ctporictB (Yu S.F. et al., 2009, Chen C.H. et al., 2016), dpopmMupoBaHuto apTepuaIbHOM
runeprensuu (Illnaruna JILA. u ap., 2008; Munakata M., 2018).

CreneHb pa3pabOTaHHOCTU TEMbI UCCIICIOBAHMS

B nocnexanne gecsatuneTus HAOMIOAAETCA POCT CEPACUHO-COCYTUCTHIX 3a00yeBa-
Huit (CC3). TpanuuuoHHbIE (PAKTOPBl PUCKA HE MOJHOCTHIO OOBSCHSAIOT YBEJIUYEHUE
3a0071€BAEMOCTH COCYAMCTON maTosiorueid. PacTeT oco3HaHue BIUSHUS COLMAbHOU

cpeabl Ha 3a00JIeBaeMOCTh M UCXOAbI 3a001eBanuii cepaua u cocyaoB (Rus T.C. et al.,
2012; Yamer M. et al., 2012). HauOonbiuieir npodseMoii B U3y4YE€HUU BIMSHHS TICUXO-
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COLIMAJIBHBIX (PAKTOPOB HA 370POBBE SIBISAETCA CIOKHOCTh B MU3MEPEHUHM MCUXOCOIH-
aNbHBIX MEpEeMEHHbIX. HecMOTpsl Ha yKa3aHHbIE TPYJHOCTH, PacTeT JoKa3zaTeiabHas Oa-
3a, CBUJETENbCTBYIONIAs O HE3aBUCUMOM POJIM MCUXOCOLMAIBHOIO CTpecca Kak (akTo-
pa, urparomiero Baxuyt poiib B natoreieze CC3. Cpeau U3BECTHBIX MaTOPU3HOIOTH-
yeckux MmexaHu3MoB BiHsHHUS XC Ha BO3HMKHOBeHME M ucxoj CC3 mokaszaHa pojb
Ype3MEPHOM AaKTUBALMM CHUMIIATUYECKOrO OTJENIa BEreTaTUBHOW HEPBHOW CUCTEMBI
(Brainin M. and Dachenhausen A., 2013), cHWXeHUS TPOAYKIIMM OKCHJA a30Ta
(Balkaya M. et al., 2011), moBbllIeHHON cekpeuuu TIIOKOKOpTHKOMAOB ¢ (Longden
T.A. et al., 2014), pa3Butus u teuenus Bocnanenus (Johnson T.V. et al., 2013), yBenu-
yenusa npoaykuuu IL-8, TNF-a, IL-10 (van Westerloo D.J. et al., 2011), aktuBanuu
npoiieccoB TpomOooOpazoBanus (Austin A.W. et al., 2013). [IpoBeneHHbIe KpyIHbIE
KIIMHUYECKHUE UCCIEIOBAHUS CBUJICTEIIBCTBYIOT 00 YBEJIMUYECHUU PUCKA Pa3BUTHUS HIIIe-
MUYECKOI'0 MHCYJIbTA y JIUL, MOABEPKEHHbIX AeicTBUI0 pakTopoB XC (Everson-Rose
S.A. et al., 2014; Lambiase M.J. et al., 2014), B Tom uucne XC, cBsi3aHHOTrO ¢ TIpodec-
cuoHanpHOM neatenbHocThIO (Fransson E.I. et al., 2015; Booth J. et al., 2015). OcTtatoT-
Cs HEJAOCTATOYHO M3YYCHHBIMU MATOPU3HOJOTMYECKUE MEXAHU3MBbI, MPUBOJAIINE K
Pa3BUTHIO COCYJIUCTO-MO3TOBBIX HApYIICHWUM, BIUSHUE JUTUTEIBLHOCTH ACHCTBUS (ak-
TopoB XC Ha MHTEHCHBHOCTb M MOCIEAOBATEIBHOCTh UX pa3BuThs (Szabo S. et al.,
2017). Mano u3y4eHO BIHUSHHUE CTPECCOPOB Ha JKCIPECCHIO T'€HOB, YYaCTBYIOUIUX B
pa3sutuu u Teuennn CC3 (Stankiewicz A.M. et al., 2014).
Ilesb uccaenoBanus

VYAydmuTh KayecTBO AMArHOCTHKU COCYAMCTO-MO3TOBBIX HApyIICHUW Yy JIUIL,
MOJABEPAKEHHBIX JTEHUCTBUIO XPOHUUYECKOTO MCUXOCOIMATBLHOTO CTpecca, MyTeM yTOYHe-
HUS TaTO()U3UOTOTUYECKUX MEXaHU3MOB UX Pa3BUTHUSI U pa3paboTaTh HOBbIE KPUTEPUU
OMpeNIeNIeHHs] U MPOTHO3a 1IEPEOPOBACKYISPHBIX U3MEHEHUM, TPOUCXOIAIIUX IO/ BIIU-
STHUEM CTPECCOTCHHBIX (PaKTOPOB.

3aga4yn Uccae0BaHUSA

1. U3yunTth 0COOEHHOCTH MPOIYKLHUHA TOPMOHOB CTpecca B 3aBUCUMOCTH OT JJIH-
TENBHOCTH JEUCTBUSA (PAKTOPOB XPOHUUECKOIO ICUXOCOLUAIBHOIO CTpecca.

2. IIpoaHanu3upoBaTh BIUSHUE XPOHUYECKOTO ICHXOCOLMAIBHOIO CTpecca Ha
(PYHKIIMOHAIBHOE COCTOSIHME SHAOTENHS COCYJOB IO pEe3yJIbTaTaM HCCIEHOBAHUS U3-
MEHEHUW ypOBHEW 3HAOTEIUANbHBIX Ba30PETyJHPYIOLIMX BEIIECTB U aKTUBHOCTU CH-
CTEMHOro BocnajeHus. Ha oCHOBaHMM MOJY4YEHHBIX AAHHBIX CHOPMYIHPOBATH KOH-
LEMUMI0 O HOBBIX MAaTOQU3HOJOTMYECKHX MEXaHW3MaX pa3BUTUSA SHIOTEIHATBHON
IUCOYHKINMH NPU AEUCTBUU (PAaKTOPOB XPOHUUECKOTO CTpecca.

3. YTOUHHUTHh NpPEJCTaBICHUS O BIUAHUM (PAKTOPOB XPOHUYECKOTO MCUXOCOLH-
QJIBHOTO cTpecca Ha (POPMHUPOBAHUE APTEPUATBHON THIEPTEH3UH W PEMOJEINPOBAHUE
COCYZIOB U Ccepala.
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4. BeIsIBUTH OCOOEHHOCTH LiepeOpaIbHON T€MOJIMHAMUKY Y JIUL, MOJBEPKEHHBIX
JNEHCTBUIO XPOHUYECKOTO MCUXOCOLHUAIBHOIO CTpecca U M3YYUTh (PAaKTOPbI, OKa3bIBa-
IOIME BO3JICHCTBHE HA NTApaMETPbl MO3TOBOTO KPOBOTOKA.

5. UccienoBarh BIUSHUE XPOHUYECKOTO MCUXOCOLHUAIBHOIO cTpecca Ha (GopMu-
pOBaHUE M aKTHBALMIO (DAKTOPOB pUCKa LIepeOPO-KapAUaIbHOW NATOJOTMH Y MAIIMHU-
CTOB MarvucCTpajabHbIX JIOKOMOTHBOB Y IOMOITHUKOB MAallIMHUACTOB.

6. [IpoBecTn aHanu3 BIUSHUSA XPOHUYECKOIO IICHXOCOLMAIBHOIO CTpecca Ha
AKCIIPECCUI0 pa3IMYHBIX TeHoTUIoB nonumopgpusmon renoB eNOS, ACE u AGT.

7. PazpaboTaTh aJropuT™M BBISBICHUS JIML, MOJIBEPKEHHBIX PUCKY HEraTUBHOTO
BJIMSIHUS XPOHUYECKOTO0 MCUXOCOLMAIBHOIO CTpecca, Ha OCHOBE JIAOOPAaTOPHBIX U WH-
CTPYMEHTAIBHBIX MapKEPOB.

HayyHnas HOBU3HA HCCIIEIOBAHUS

B pe3ynbpTare npoBeIeHHOTO KOMIIIEKCHOTO KIIMHUKO-UHCTPYMEHTAJIBHOTO U JIa-
O0paTOpPHOTO MCCIEAOBAHUI BIIEPBbIE ONMPEEICHbl HOBbIE MAaTO(U3NOIOTUYECKHE Me-
XaHU3MbI (OpMHUpPOBaHUs LepeOpaIbHONM U COCYIUCTOM MATOJIOTUH Y JIMII, TIOJIBEPKEH-
HBIX JIEUCTBHIO (DaKTOPOB XpoHUYEecKoro ncuxocounanpbHoro crpecca (XIICC). Bnep-
BbIE yCTaHOBJEHO, 4TO nerctBue XIICC conmpoBokaaeTcs dTalHOM aKTHBALMEW LICH-
TpPaJIbHBIX U NepupepruIecKux CTpYKTyp crpeccopHoit cucteMsl (CC): HayallbHAsI aKTH-
Banua CC depe3 5-7 ner HENCTBUSL CTPECCOPOB CMEHSETCA MEPUOAOM CHUKEHHS IPO-
OYKTUBHOCTH TUNO(U3apPHO-HAANOUYEYHUKOBOIO 3B€HA Ha (POHE MPOJOIIKAIOIICHCS aK-
TUBHOCTH LeHTpanbHbIX CTpyKTyp CC. Uepes 12-15 ner nocie Havana nedcTBUs IICH-
XOCOLMAJIBHOIO CTpecca HaOMomaercs MOBTOpHAs aKTUBaUus runogu3apHoO-
HAJITOYEYHUKOBOW OCH C IOCTENIEHHBIM CHHKEHUEM INPOAYKLIHH TOPMOHOB LIEHTPAJIb-
Horo 3BeHa CC.

VY TouHEeHbl NaTO(PHU3NOIOIrMUECKUE MEXAHU3MbI (POPMUPOBAHUS IHAOTEIUAITBHON
muchynkuuu Beaeactue aeiictBus daxrtopoB XIICC. YcTaHOBIEHO, YTO MYyCKOBBIM
MEXaHU3MOM Pa3BUTHS IHAOTEIUAIBHONW TUCHYHKIMH SIBISETCS aKTHBALMs TMIIOTala-
Mo-runoduzapHo-uaanodyedynukopot (ITHC) u cummaro-agpeHasoBoil CUCTEM, 4YTO
IIPUBOJUT K Pa3BUTHIO BA30KOHCTPHUKIMHA U KOMIIEHCATOPHOMY YBEIMYEHUIO CEKPELUN
okcuza a3ora. J(ucOanaHC B MPOAYKIMH SHAOTEIUATBHBIX Ba30PETYISTOPOB YCyTyOus-
€TCsl Pa3BUTHEM MPOLECCOB CUCTEMHOIO BOCIHAJIEHUS, YCHJIEHHBIM 00Opa30BAHHEM aH-
ruoteH3uHa II, 4To compoBoXkaaeTcsi M30BITOYHON AKTHMBHOCTHIO Ba30KOHCTPUKTOpA
DHAOTENNHA | U CHM)KEHUEM Ba30AWIATATOPHBIX BIUSHHUM OKCHZA a30Ta 3a CUET yTHe-
TEHHUS €r0 CEKPELUN.

YcranoBneno, uto neiicteue gpakropoB XIICC conpoBokIaeTcsi CHUKEHUEM TO-
Ka3aTejied MO3rOBOM N€MOJAMHAMUKHN M Ba)KHAsl pOJIb B 3TOM NPUHAJIEKUT apTepHUalIb-
HOM THMIIEPTEH3UH, B BO3HUKHOBEHHH KOTOPOM pPEHIAIONIEE 3HAYEHHE MMEET BBICOKOE
COJIEp/KaHME TIHOKOKOPTUKOMIHBIX TOPMOHOB, aKTUBHOCTb CHUMIIATO-aqpPEHATIOBOM CH-
CTEMBI U (POPMUPYIOIIASICS SHAOTENHATIbHAS TUCHYHKITHS.
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[Tokazano, uro Bausinue ¢aktopoB XIICC cTumynupyeT peMojeaupoBaHuEe CO-
CyZOB M MUOKapjaa. OTMEYEHO, YTO IMPOLIECC PEMOACIUPOBAHUSA OXBATHIBAET BCIO CEP-
JNEYHO-COCYUCTYIO CUCTEMY U COOTHOCUTCS C MHTEHCUBHOCTBIO TPOTEKAIOIINX B SHJO-
TEJIMY U3MEHEHUN U CTEIICHBIO ApTEPUATIbHON TUIIEPTECH3UU.

Ycranosneno, uto neiictBue pakropoB XIICC oka3biBaeT BIUSHHE HA DKCIPEC-
cuto reHoB. JlokazaHo, 4to npedriBanue B yciaoBusx aeiictBus XIICC nossimaer Bepo-
arHocTh dkcnpeccuu reHotunoB CC u TC monumopduoro Bapuanta T786C reHa
eNOS, skcnpeccHio reHoB, coaepxamux amiens D nonumopguoro rena ACE, a takxke
AKCIIPECCUI0 T€HOB, cojaepkamux amiens Thr nonmumopdpuzma Met235Thr rena AGT.
Yka3zaHHas dKCIPECCHs T€HOB acCoUUMUpyeTcs ¢ pazButueM Al mpenmyIecTBEHHO 4e-
pe3 MEeXaHU3Mbl BIMSHHMS Ha CEKPELHUIO HHAOTEIUANbHBIX Ba30PEryysiTOpoB (OKCHIA
azora, sHjoTenuHa 1, anruorensuna II).

Jokazano, uto aeictBue gakropo XIICC conpoBoxmaercs pa3BUTHEM JUCITH-
MUJEMUHU, HECMOTPSI HA BBICOKHE 3HAYEHUS IIIOKOKOPTUKOUIHBIX TOPMOHOB B KPOBH.
Pasputne nuciunuaeMuy MPOUCXOIWT 3a CUET YBEIWYEHUS COAEPKaHUS XOJECTEPHUH
JMITONIPOTEUAOB HU3KOM IUIOTHOCTH IPU HEU3MEHHBIX 3HAYEHUSAX XOJIECTEPHUH JIMIIO-
IIPOTEUIOB BBICOKOM IIJIOTHOCTH.

B mponecce npoBeaeHHOTO UCCaen0BaHus ycTaHoBIeHO, yTo XIICC yBennuuBa-
€T PUCK Pa3BUTHS LEepeOpO-KapAUAIbHON MATOJOTUH, BBICTyNasl B Ka4eCTBE TpUITEpa
(dopMupoBaHus U akTUBaMu pakropos pucka CC3.

Teopernueckas u npakTUyecKas 3HAYMMOCThb

B pesyisbraTe npoBEAEHHOIO UCCIEAOBAHUSA YCTAHOBIECHBI MEXaHU3MBbl BIIHASHUS
XPOHUYECKOTO MCUXOCOLUAIBHOTO CTPECCAa Ha XapaKTEPUCTUKH KPOBOTOKA [0 Maru-
CTpajbHBIM apTEPUSAM I'OJIOBBI U MO3TOBBIM COCYIaM.

ITokazano, uro nevictBue XIICC conmpoBOXaaeTcss aKkTUBAUWMEW LEHTPAJIbHBIX U
nepupepruuecKkux 3BEHbEB CTPECCOPHOM CUCTEMBI M HOCHUT ATalHBIM xapakrtep. Ycra-
HOBJIEHO, YTO CTEIEHb AKTUBHOCTHU CTPECCOPHOU CUCTEMBI 3aBUCUT OT JJIUTEILHOCTU
NpeObIBAHMS B YCIOBUSAX XPOHUUECKOTO JIEUCTBUS CTPECCOPOB.

VYTounens! nannbie o ponu XIICC B popmupoBanuu Al'. [lokazaHo, 4TO B 3aBU-
CUMOCTH OT JJIUTEIBHOCTH npeObiBaHus B ycnoBusax aedctBusd XIICC B pasutun Al
MPUHUMAIOT YYaCTHE Pa3IMYHbIe MaTOPU3HUOTOTNYECKHE MEXAHU3MBI.

ITokazano, uro XIICC BbICTynaer B Ka4eCTBE TPUITEPA BO3HUKHOBEHHUS U AKTH-
Baunu (paxtopoB pucka CC3, noBbllas puck HepeOpo-KapAuadbHbIX COOBITUM.

VYTouHEeHbl NaTO(PU3NOIOTUYECKUE MEXAHU3MbI Pa3BUTUS U TEUECHHs SHIOTEINIH-
anpHOM nucyHkuuu nox aeiicteuem ¢gakropoB XIICC. [lokazaHo, 4TO MyCKOBBIM Me-
XaHU3MOM Pa3BUTHS IHAOTEIUAIBHON TUCHYHKIMH SIBIASETCS M30BITOUHASA MPOAYKIIUS
[JIFOKOKOPTUKOUIOB U KaT€XOJIAMUHOB.
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Ycranosneno, yto aeiictBue (paktopoB XIICC compoBoxpaercs pa3BUTHEM
MIPOLIECCOB PEMOJICIMPOBAHUS, KOTOPbIE HOCAT CUCTEMHBI XapaKTep C BOBJICYECHUEM
paznuuHbix otaenoB CCC, BKIOUas COCybl TOJJOBHOTO MO3ra U MHOKap/I.

[Toka3aHo, 4TO (haKTOpPbl XPOHUYECKOTO ICUXOCOLMAIBHOIO CTpecca Croco0-
CTBYIOT 3KCIPECCUU MOJUMOPPU3MOB I'€HOB, KOHTPOJHUPYIOUIUX MPOAYKIHMIO 3HJIO0TE-
JUANbHBIX Ba30pPETyJIATOPOB, @ TAK)KE I'€HOB, YYAaCTBYIOIIMX B MAaTOT€HETUYECKUX MeE-
XaHU3Max pa3BUTHA apTEePUATILHON THIIEPTEH3UHU.

MeTo1010TUsl U METO/IbI UCCIIEI0BAHHUS

MeTononoruss HAy4YHOTO HCCJIEIOBAaHUS OCHOBaHAa HAa aHAIM3€ 3HAYUTEIHHOTO
o0beMa Hay4YHBIX TPYJOB OTCUECTBEHHBIX M 3apyOEKHBIX aBTOPOB B 00JACTH TpoOIIe-
MBI XPOHHUYECKOTO TCHUXOCOIMAIBLHOTO cTpecca, (HaKTOpOB pHCKa CEpACUHO-
COCYJIUCTBIX U IIEpeOPOBACKYIISIPHBIX 3a00JIEBaHUH.

MeToapl ncciaenoBaHUs BKIIOYAIH OOIIEKIMHUYECKOE W HEBPOJOTHYECKOE 00-
cienoBaHue, J1abOpaTOpHbIE METOIbI (OMOXUMHUYECKHE, UMMYHO(DEPMEHTHBIE UCCIIEN0-
BaHWsI), YJIBTPA3BYKOBOE CKAHUPOBAHNE MATUCTPATHHBIX COCYJOB TOJOBBI U MO3TOBBIX
COCY/IOB, yIIbTPa3ByKOBOE MCCIEAOBAHUE CEP/Ila, XOITEPOBCKOE MOHUTOPUPOBAHUE ap-
tepuanbHoro napnenus u DKI', reHeTHYeCKre NCCIeTI0BaHMS.

Pe3ynbTaThl, mogydeHHBIE B IPOIIECCE UCCIIEIOBAHUS, ObUIA CHCTEMATH3UPOBAHBI
U TIOJIBEPTAIUCh MAaTEMAaTHUYEeCKOW 00paboTKe aJleKBaTHBIMU METOJaMHU CTaTHCTUYECKO-
ro aHaJIn3a.

[TotoxkeHus: AUCCEPTAIMH, BRIHOCUMBIC HA 3aIUTY

1. XpoHH4YecKuil MCUXOCOUMAIBHBIA CTPECC CONMPOBOXKAAECTCS ITAITHOM AKTHBA-
MEel CTPECCOPHOM CHUCTEMBI B 3aBHCHUMOCTU OT JJIMTEIIBHOCTU JAEUCTBUS (PaKTOPOB
cTpecca.

2. JevictBue ¢akropoB XIICC conmpoBoXkaaeTcsi pa3BUTHEM 3HAOTEIHAIbHON
IUC(OYHKIHH, CIEICTBUEM KOTOPOW SIBIsETCA AUCOANAHC B MPOAYKLUHU SHIOTEIHAIb-
HBIX Ba30peryJIATOPOB: CHIJKCHUEM CEKPELUU Ba30AWJIaTaTOpa OKCHIA a30Ta U YBEIIU-
yeHue o0pa30oBaHus Ba30KOHCTPUKTOpA 3HAOTENMHA 1. BaxxHoe 3HaueHnue B hopmupo-
BaHMHM 3HA0TeNHaIbHON auchyHkuuu npu XIICC npuHa iexxuT CHiCTEMHOMY BOCIasie-
HUIO U BBICOKOMY YPOBHIO aHTHOTeH3UHa 1.

3. XpoHudeckoe OEHCTBUE CTPECCOPOB COIMPOBOXKAAETCS (POPMUPOBAHUEM apTeE-
pUAJIBbHOM THUIIEPTEH3UH, B BOSHUKHOBEHHH KOTOPOW BayKHAsl POJIb OTBOJMTCS aKTHBA-
unn [THC n cuMmnaTo-aapeHaoBOM CHCTEMBI, a TAaKXKe MpoLeccaM dHAOTEIHATBHON
TUCOYHKIHMH C U30BITOYHBIM 00pa30BaHUEM Ba30KOHCTPUKTOPHBIX MEIUATOPOB (3HAO-
tenuHa 1, anruorensuna II).

4. lercteue XIICC npuBOIUT K CHUKEHMIO IOKA3aTeJIE MO3TOBOM IeMOJMHA-
MHKH, BBIPA)KEHHOCTh KOTOPOW HAXOAUTCS B 3aBUCHMOCTH OT JUIUTEIBHOCTH JEHCTBUS
cTpeccopoB. HemocpencTseHHOE BIMSHUE HA ITApaMETPbl MO3rOBOI0 KPOBOTOKA OKAa3bl-
BaeT apTepualbHas TUNEPTEH3Us, SHIOTENHalbHasd AUCPYHKUUSA, PEMOACIUPOBAHUE
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COCYJUCTOM CHCTEMBI U Pa3BUTHE MPOLIECCOB ATEPOCKIIEPO3a.

5. @akTOpbl XPOHUYECKOI'O CTPECCA OKA3bIBAIOT BIUSHUE HA SKCIPECCUIO TOJIH-
MOP(QHU3MOB I'€HOB, YYaCTBYIOIIUX B MMATOr€HE3€ apTepUATbHON TMIEPTEH3UH, YHA0Te-
JTUANbHOU TUC(YHKIMH, PEMOIETUPOBAHUH COCYAOB.

CreneHb TOCTOBEPHOCTH U apoOanus pe3yibTaToB UCCAEA0BaHUS

CreneHb JOCTOBEPHOCTH PE3YJbTAaTOB MPOBEIECHHOIO MCCIEIOBAaHUS ONpeness-
eTcsl pernpe3eHTaTUuBHBIM 00beMoM BbiOOpku MMJI u IIM (n=204) u rpynmnsl cpaBHe-
Hus (n=100), npUMEHEHHEM COBPEMEHHBIX METOJIOB UCCIEN0BaHUs (OMOXUMUYECKHUX,
UMMYHO(QEPMEHTHBIX, reHeTnyeckux, Y3/[[" cocy/oB TrojoBbl U IIEH, XOJITEPOBCKOTO
MOHUTOpUpOBaHuUs apTepuanbHoro nasienus (AJl) u OKI'), a Takke oOpaboOTKOM MO-
JYYEHHBIX JaHHBIX METOJAaMHU MaTEMaTUYECKON CTATUCTHKHU.

AnpoOanusi AUCCEpTALIMOHHOIO MCCIE0BaHUs MpoBeaeHa Ha 3acenanuu llpo-
onemuoit komuccuu «Hepsubie 6one3nu» ['OO BIIO «/loHeukuil HalmOHAIBHBIN Me-
OULUHCKUN yHUBepcuteT UM. M. TI'oppkoro» Munsapasa Jlonenkoir HaponHon Pec-
nyonuku 28 utons 2018 roaa (mporokoa Nel).

Matepuainibl quccepTalui ObUTM mpeacTaBieHbl U oocyxkaeHsl Ha: III Beeykpa-
MHCKOW Hay4YHO-IPaKTUYECKON KOH(EPEHUUU ¢ MEXAYHAPOJHBIM y4aCTUM «AKTYyasb-
HbI€ BONPOCHI MEIULIMHBI TPYJa U MpOMbIIUIeHHOU 3Kkoioruu (Houeuk, 2009); V World
Congress on immunopathology and respiratory allergy (Tel Aviv, Israel, 2009); Hayu-
HO-TIPAKTHYECKOM KOHPEpEeHINH “AKTyalbHbIE BOIIPOCH COMaTOHEBpooruu (JlyraHek,
2010); XII MexayHapoaHON KOHPEPEHIINH « AKTYaJbHbIE HAIIPABJICHUS B HEBPOJIOTHU:
Hactosiee u Oyaymee» (Cynak, Kpsim, 2010); Hayuno-npaktuueckoilt kKoHpepeHIIUN
«AKTyaJlbHbI€ BONIPOCHI HeMposHaokpuHoiorum» (Jlyranck, 2011); XIV Mexaynapon-
HOIl KoH(pepeHuun «Bo3pacthbeie acnekTsl HeBposorun» (Cynak, 2012); II MexnyHa-
pOJIHOM HayuyHO-TpakTHueckoi koHpepenunn «Cepaue u Mmo3r» (CeBactonons, 2012);
III MeauuuHCKOM KOHrpecce «AKTyalbHble BOMPOCH BpaueOHOW mpakTUKmW» (fiTa,
2016); II MexaucCUMIUIMHAPHOM MEIULMHCKOM (hopyme «AKTyalbHbIE BOIPOCHI Bpa-
yeOHoUl npaktuku» (CoikThiBKap, 2016); Beepoccuiickoil HayqyHO-MPAKTUYECKON KOH-
(pepeHIn ¢ MeXyHapOoJHbIM ydacTueM «HayuHble OCHOBBI CO3/IaHMSI U pealu3aluu
COBPEMEHHBIX TEXHOJOTUi 3710poBbecOepexkenus» (Poctos-na-ony, 2016); Pecny6-
JMKAHCKOM Hay4YHO-NPAKTUYECKOW KOH(EpPEHUUU C MEXIyHapoaHbIM ydyacTueMm «UWH-
HOBALlMOHHBIE MOAXOABI B JAETCKOM M 0OILIEH HEBPOJOTMM: HAy4YHbIE U MPAKTUUYECKUE
acnextb» (loneuk, 2016); HayuHo-npaktuueckoid KoH(pepeHUUn «AKTyalbHbIE BO-
pOChl (POPMUPOBAHUS, AKTUBHOI'O COXPAHEHHUsS, BOCCTAHOBIICHHSI U YKPEIUICHHS 3]10-
poBbst Hacenenus» (onernk, 2016); I Mexaynapoanoit HayuHoi koHpepeniuu «Jlo-
Heukue yrteHus 2016. OOpa3oBaHue, HayKa U BBI30BBI COBpEMEHHOCTH» (JloHElK,
2016); 15-i1 mkone HeBposioroB C-IlerepOypra u Cepepo-3anagHoro ¢eaepaibHOTO
okpyra P® «MunoBanuu B kinHu4eckoid HeBposiorum» (C-IlerepOypr-3eneHoropck,
2017); HI, X, XI pecnyOJuKaHCKOM Hay4HO-IIpakThyeckod KoHpepeHuuu Cesepo-
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3anagHoro ¢eaepanbHoro okpyra Pd ¢ mexayHapoIHBIM ydacTHEM «AKTYyaJlbHbIE
npo0Oaemsl HeBpodorum» (CeikteiBKap, 2010, 2017, 2018); MexayHapoJHOM MEIULIMH-
ckoM opyme lonOacca «Hayka noOexnats... 0onesnb» (Honeuk, 2017, 2018); FO6u-
JIEHOM KOHIpEcce ¢ MEeXJIyHapoaHbIM yudacTueM «XX JlaBuneHkoBckue ureHus» (C-
[TerepOypr, 2018).

BHenpenue pe3ysbTaToB UCCAEAOBAHUS B IPAKTUKY

Pe3ynbTaThl pabOThl BHEAPEHBI B MPAKTUKY M UCIOIB3YIOTCS B JIEYEOHO-
JMAarHOCTUYECKON paboTe KIMHUYECKUX OosibHUIIaX MuHHCTEpCTBaA TpaHcHopTa YKpa-
WHBI, TOPOXKHOW KIMHUYEcKou OonpHuUlle JoHenka, nedyeOnbix yupexaenut JIHP, Un-
CTUTyTa HEOTJOXHOW M BoccTaHoBuTenbHOU xupyprum HAH VYkpaunel. Teopernue-
CKHE U MPAKTHYECKHUE MaTepualibl MCCIICIOBAHUSI BKIIOYEHBI B YUEOHBIN MpoIecc Ka-
(deaps! neTckoil u oO1el HEBPOJOTUH (DAKYJIbTETa UHTEPHATYPHI U MOCIEIUIIIIOMHOIO
obpazoBanus 'OO BIIO IOHHMY um. M. I'opskoro, I'Y JIHP «Jlyranckuit rocynap-
CTBEHHBI MEAUIUHCKUN yYHUBEpCUTET UMEHU CBsTuTeNs JIyKn», UCHONIB3YIOTCS IS
MOJATOTOBKHM JIEKUIMH U MPAKTUYECKUX 3aHIATUU C KIMHUYECKHUMHU OpPJAMHATOPAMHU, UH-
TE€pHaMH, CIyLIaTeIIMH KypCOB TEMaTHYECKOTO YyCOBEPUIEHCTBOBAaHUA U Mpodeccro-
HaJIbHOM NIEPENOArOTOBKY Bpayeil.

JInuHoe y4acTue aBTopa

ABTOpOM TOATOTOBJIEH AM3aliH MU KOMIUIEKCHAsI MporpamMma JAUCCEPTAIMOHHOTO
uccnenoBanusi. CaMOCTOSTENHHO BBIMOJHEH aHATUTUYECKUI 0030p OTEUECTBEHHOW U
WHOCTPAHHOM JIMTEPATYPhI MO TEMATHUKE MPOBOJUMOTO HUCCIENOBaHUS. ABTOp NMPUHHU-
MaJl HeTIOCPEICTBEHHOE yYacTHe B 00CJIEOBaHUU YYACTHUKOB HCCIIEIOBAHUS, B Opra-
HU3AIMA U TIPOBEJCHUM MHCTPYMEHTAIBLHOTO U Ja0OpaTOPHOTO MCCIEeIOBaHUN. ABTO-
pOM TIPOBEJICHA OIIEHKA Pe3yJIbTaTOB, MOJYYEHHBIX B Mpoliecce paboThl JaHHBIX J1a0o-
PaTOPHBIX, MHCTPYMEHTAJIbHBIX U KIMHUYECKUX HCCIEIOBaHUN. ABTOpP CaMOCTOSTEIb-
HO MPOBEJ CTATUCTHYECKYI0 00OPa0OTKY MOJYUYEHHBIX JAHHBIX, BBIOJIHII aHAIU3 U Al
HAay4YHYI0 MHTEPIPETAIMIO MOJYyUYECHHBIX PE3yJNbTaTOB C (HOPMYIUPOBKON BBIBOJOB U
MPAKTUYECKUX PEKOMEH AU,

[TyOnukanuu

[To matepuanam aucceprauuu onyOJMKOBaHO 69 medaTHbIX paboT, U3 HUX B U3-
naHusx, pekomeHnoBanHbiX [lepeunem BAK npu Munucrtepctse oOpa3oBaHus U HAyKu
Poccun u BAK VYkpaunbl 11t onyOiIMKoOBaHUS MaTEpUAOB JOKTOPCKUX M KaHIHUJAT-
CKUX quccepranuii 18 pabor, moayueHo 2 mareHTa Ha MOJIE3HYIO MOJEIb.

CrpykTypa u 00beM JucCepTALMU

Huccepranus m3noxeHa Ha 331 cTpaHWIle MAIIMHOMKUCHOTO TEKCTA U COJIEPIKUT
BBEJICHHE, 0030p JHUTEpaTyphl, 9 raB COOCTBEHHBIX MCCIEI0BAaHUMN, 3aKJIIOUYEHUE, BbI-
BOJIbl, TPAKTUYECKUE PEKOMEHJALIMH, YKA3aTelb JIUTEPATyPbl, IPUIIOKEHHE.

bubnuorpaduueckuii ykazaTenb BKIOYaeT 67 OTEUECTBEHHBIX U 528 MHOCTpaH-
HBIX UCTOYHHUKOB JINTEpaTyphl. PaboTa mmttoctpupoBana 91 tabnuneit u 59 pucyHkamu.
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OCHOBHOE COAEPXXAHUE PABOTDI

OOm1ast xapakTepUCTHKA MaTEPUAIOB U METOJI0B MCCIIEI0OBAHUS
PaGota BbInoIHEHA HA 6a3€ HEBPOJOTMYECKOro oTneaeHus JJopoKHON KIMHUYE-

ckoii O6onpHuUlbl cTaHiuu Jloneuk I'Y «Jlonenkas xeneznas gopora» [Tl «Ykp3anus-
HbILs». [ m1abopaTopHbIX HccaeqoBaHUM ObLT 3aeiCTBOBAaH moTeHuuan LleHTpans-
HOM Hay4dHO-ucclenoBarenbckon nadopartopun (IITHWUJI) TTOO BIIO JOHHMY wum.
M. I'opbkoro. OOBEKTOM HCCIIEIOBAHUSA SABISIIMCh MAIIMHUCTBI MAaruCTPajJbHbIX JIOKO-
MoTuBOB (MMJI) u momoninuku mamuHuctoB ([IM), mpodeccust KOTOpbIX MpU3HAHA
Mexnaynaponnoii opranuzanueii Tpyna (MOT) onHol u3 HamboJiee CTPECCOr€HHBIX
(MOT, 2007, 2012). B uccnenoanue 0buto BiroueHo 204 MMIJI u I1IM B Bo3pacte oT
19 no 58 net, cpeanuit Bo3pact KOTopbix coctaBui 36,1 net. M3 Hux chopmupoBaH oc-
HOBHOU 00BeKT ucciegaoanus (ON). [ToasepxeHHOCTh BO3EHCTBUIO (haKTOpaM CTpec-
ca OLICHMBAJIM C UCMOJb30BAHUEM IIKaJbI IICUXoJornueckoro crpecca PSM-25 (Lemure
L. et al., 1990). B uccnenosanue Bxiaodanu MMJI u IIM ¢ nmokazaTensiMu IICUXO0JIOTH-
YECKOW HanpsKeHHOCTH BhIlie cpeanero (Oonbiie 100 6ammos (116 (108 - 127)). Bee
npuHuMaBlue yvactue B uccienoBanun MMIJI u IIM oOcnenoBaHbl B YCIOBHUSX
HEBPOJIOTHYECKOTO CTAlMOHAPA, I'/1I€ OHU HAXOJUJIUCH B TEUEHHE 2 - 3 KOMKO-HEN.

Hns cpaBaenusi ¢ OU o6cnenoBanu 100 My )4uH-100pOBOJIBIEB, B BO3PACTE OT
20 no 60 ner (cpeanuit Bo3pact 37,8 1eT), KOTOPbIE COCTABUIN KOHTPOJIbHBIM KOHTHUH-
redT (KK). B KK Bouuiu npaktudecku 310pOBbIe JII0U, paboTa U 00pa3 KU3HU KOTO-
PBIX HE ObUIM CBSI3aHBI C YPE3MEPHBIM BO3/IEHCTBUEM CTPECCOPOB ¢ HU3KMMHM MOKA3aTe-
JSIMM TICUXOJIOTMYECKOM HAIIPSKEHHOCTH IO MIKAJIE MCUXOJIOrH4YecKoro crpecca PSM-
25 (menee 100 6amnos, p< 0,001).

Jns ounenku n3menennii, BoizbiBaeMbix XIICC, MMJI u [IM Ob1nu pa3znenieHsl Ha
5 rpynn. B ocHOBY jAeneHHs MOJ0XKEH cTax paboTsl (anutenbHocTh aeictBus XIICC)
u Bo3pacT oOcnenoBanHbIX. BomonTepsl KK taxxke Obuin pasneneHsl Ha 5 rpyri, aHa-
noruuno rpynmnam OU (o Bo3pacry) (Tabnuia 1).

Tabmuua 1. — Xapakrepuctuka rpynn OU u KK, npuHaBmux ydyactue B uccie0OBaHUU

on KK
I'pynner | koin- CTax
BO3pacT cTax (Jiet) KOJI-BO BO3pacT

BO (s1er)
rp. 1 39 19,1+£0,91 0,31+0,03 20 19,5+0,87 | 0,8+0,07
rp. 2 47 27,7+1,28 5,9+0,07 20 25,9+0,78 | 6,2+0,10
rp. 3 39 35,9+1,08 15,54£0,11 20 35,6+1,19 | 16,7+1,04
rp. 4 39 45,4+1,07 | 22,8+0,15 20 46,1+£1,05 | 22,9+0,28
rp. 5 40 55,2+1,05 32,7+0,23 20 55,8+1,10 | 31,9+1,22
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OOcnenoBaHre BKIIOYAJIO BBISIBICHHUE Xano0, cOOp aHaMmHe3a, OMNpeJeeHue
¢paktopoB pucka CC3: OTArOIIEHHBI aHAMHE3 MO CEPAEYHO-COCYTUCTHIM COOBITHSIMU Y
OJIN3KUX POJCTBEHHHMKOB, BPEAHBIC MPUBBIYKU (KypeHHUE, YNOTpeOJeHHE ajKoroJs).
OO0mmii ocMOTp mpeaycMaTpUBal PETUCTPALMIO  AHTPOIOMETPUYECKUX  JAHHBIX
(Maccel  Tema, pocTa, OKPYXKHOCTH Taiuu, uHjaekca maccol tena (UMT)). Boimonus-
JI0Ch MOJAPOOHOE MCCIIEJOBAHNE COMATHYECKOr0 1 HEBPOJOTUYECKOro cTaTycoB. Bcem
YYaCTHMKaM HCCIIEOBaHUSI MPOBOJMIN HMHCTPYMEHTAJIbHOE O00CiIe0BaHUE, KOTOPOE
BKJIIO4aI0 cyrouHoe moHutopupoBanue AJl u UCC, ynbTpa3ByKOBYIO NOMILIEPOrpa-
¢duro (Y3II).

MonurtopupoBanue AJl u UCC ocymecTtBisanu Ha annapare «KapanorexHuka -
04» (MHKAPT, Poccus). Peructpanus AJl npoBoaunachk OCHUUIOMETPUUECKUM METO-
JIOM PEruCTpallii TOHOB C YUCIOM M3MEpEHUl B CyTKu Oomee 50.

Y3/II' cocy0oB TOJOBHOIO MO3ra BBIIOJHSIM Ha YJIbTPA3BYKOBOM JONIUIEPOB-
ckoM amnmapare VIVID — 3, komnanun GE (CHIA) B pexuMe TPUILIIEKCHOTO CKaHUPO-
BaHus natuyukoMm 7 Mru. OueHuBanu JuHelHY0 ckopocTh kpoBoToka (JICK) mo skc-
TpakpaHUaJIbHBIM OTJENaM BHYTPEHHUX COHHbIX aptepuil (BCA), cpelHUM MO3rOBbIM
aprepusim (CMA). Usyuanu cuctonuueckyto (Vs), auacronuueckyro (Vqy) JICK, pac-
CUUTHIBAIU MyJbcannoHHbIN uHaekc Gosling (IP) u unaekc nepudepruyeckoro comnpo-
tuBaeHus Pourselot (IR).

OcCylecTBIAIN CTaHAAPTHOE H3MEPEHUE TOJIIMHBI KOMILJIEKCA WHTHMa-Meaua
(KUM) obmux connsix aprepuit (OCA) Ha 1 — 1,5 cM npokcumanbshee ee Oudypkanuu
0 33/IHEW CTEHKE B 30HE€ MAKCUMAJILHOTO yToueHuss. OCyleCTBIsUIM IO TPU U3Mepe-
HUS C K&KJIOM CTOPOHBI C BBIUUCIEHUEM CPETHETO 3HAUCHUSI.

[TpoBouau mpoObl HA SHAOTENUK-3aBUCUMYIO BazoaunaTanuio (O3BJl) u sumo-
Tenuii-He3aBucuMyto Bazoauiatanuio (OHB]I) miedeBoitl aprepun.

Oxokapauorpaduueckoe HccieoBaHue NpoBoAwiIM Ha anmapatre VIVID — 3,
komnanuu GE (CIIIA) c¢ ucnonp3oBaHMEM KapAHOJOTHYECKOTrO JaTYMKA C 4aCTOTOM
3,5 MI'u (MyxapnsmoB H.M., benenkos FO.H., 1981). U3MepeHue TOMIMHBI MEXKE-
nynoukoBoit meperopoaku (MIXKII), 3agHelt CTEHKH JEBOro >Kemyaodka B JUACTONY
(3CJIXK,), xoneuHo-auacTonuueckuid pasmep B auactony (KJIP,) u KoHedHO-
cucronnueckuit pazmep B auactony (KCPx) mpoBoamincs B COOTBETCTBUU C PEKOMEH-
JanusMu AMEpUKaHCKOTO KOMUTETa CIEeUUaaIucToB no 3xokapauorpaduu (ASE). Bol-
YUCJISUIA OTHOCUTEINIbHYIO TOJIIMHY CTEHKH JieBoro xenyaouka (OTCJIDK). Macca muo-
KapJa JEBOro XelyJaouka paccuutbiBaiack no ¢opmyine Teicholz L.E. et al (1976):
MMUJIX = 0,8(1,04([MXII + 3CJIXK, + KIIP,)’ — (KJIP,)’]) + 0,6rp.

Ha 6uoxumuueckom ananuzarope «HUMAN» (I'epmanus) onpenensiiin JUMNI-
HBII criekTp KpoBH: o0mmii xosectepud (OX), XOJecTEpUH JUMONPOTEU bl BHICOKON
(XJIBII) u xonectepun Junonporen bl Hu3koi minotHocTu (XJIHII), a Takxke comep-
’KaHue BbICOKOUyBcTBUTENBHOTO C-peaktuBHoro 0enka (hcCPB).
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VYpoBuu B kpoBu okcuaa azora (NO) olleHUBaNIU MO COAEPKAHUIO €r0 CTaOUIIb-
HOoro merabonuta Hutput-anuona (NO7) nmo merony I'pucca (I'omuxos ILII. u ap.,
2000). ITokazaTenn OMOXMMUYECKON peaklUUy PErucTPUpPOBAIM HA CHEKTPOPOTOMETpE
“Specord 200 npu nmuHe BOJIHBI 546 HM.

NMMyHO(MEpMEHTHBIE HCCIEA0BAHMS BKJIOYAIM OMNPEEICHUE COAECpKaHUS B
KPOBHM TOPMOHOB CcTpecca: KOpTUKOTponuH-penu3uHr ropmona (KTPI), agpenoxoptu-
kotponHoro ropmona (AKTI'), koptuzona (Kp), agpenanuna (A), HopaapeHaluHa
(HA), sunoppuna B (O¢). Usywanu ypoBHu anrmorensuna II (ATII), mo3srosoro
HaTpuilypetudeckoro nentuga (BNP), mpeacepaHoro HaTpuilypeTHUecKOro MENnTHa
(ANP), sunotenuna 1 (ET-1) (ucnonb3oBanu Habops! pupmel DSL u DRQG).

Nzyuenne amnenbHoro noaumopduzma T786C rena eNOS, nomumopduzma I/D
reHa ACE, nonmumopdusmoB Thr174Met u Met235Thr rena AGT npoBoauiu B oTaene
MOJIEKyJIsIpHO-TeHeTHUecknx nccnenosanuit LIHMJI 'OO BIIO JJOHMY.

Cratuctuyeckyro oOpabOTKy MOJYyYEHHOH B HMCCIEIOBAaHUU MH(POPMALMHU OCY-
IIECTBIISUIA C MOMOIIBIO MaKeTa MPUKIAAHBIX nporpamM "Statistica - 7.0". lis oueHku
MEXIPYNIIOBOM pa3HUIIBI TPUMEHSIIM HEMApaMEeTPUUYECKUE METOJ/Ibl CTATUCTHKHU: KpH-
tepuil Manna - Yutau, kpurepuii @puamana ANOVA u Kenpan. [{ng kauecTBEHHBIX
[IPU3HAKOB PACCUUTHIBAIU KPUTEPUI Xz IIupcona. Pa3Huna cunranach 3HaYMMOU, €CIIU
YPOBEHb MOTpemHOCTH He mnpeBbiman 5% (p<0,05). Ananu3 cBsi3u (KOppessiun) ABYX
MPU3HAKOB OIpEAeNssId METOJAOM paHroBod koppensiuuu Croupmena. Pe3ynbrarbl
npejacrasieHsl B Buae: meauana (10-it - 90-it nponenTuns). YactoTy nonumophusmMoB
UCCJIEIOBAHHBIX T€HOB ONPENEISUIM C IMOMOIIBIO aHaiu3a TaOJdull CONPSKEHHOCTH
(KpuTepHii ’), Pa3IMUns KOMMUECTBEHHBIX MOKa3aTes el MEX/Iy TPYHIIAMU OIIPEIesIH
MOCPEACTBOM AucnepcuoHHoro ananusa (F-kpur) ¢ ypoBHeM 3Haunmoctu p<0,05. Ac-
COLIMAILINM AJIJIEJIEW U TeHOTUIIOB OLIEHUBAJIM C MOMOIIbIO OTHOIIEeHHs maHcoB (OR) ¢
95% nosepurenbubiM nHTEpBasioM (). CTenenp acconuanuii OleHUBaIN B 3HAYEHU-
SIX TOKa3aTelsa oTHomeHus maHcoB odds ratio (OR).

Pe3ynbTaThl HcceJOBaHUS U UX 00CYKIEHUE

Peakius opranuzma Ha ctpecc omocpeayerca crpeccopHoil cucremoit (CC).
Y CTaHOBIIEHO, YTO HEUPOIHJOKPUHHBIE TOPMOHBI UTPAIOT PELIAOIIYIO POJIb B peanu3a-
My peakuuu Ha aeiictBue ctpeccopoB (Carrasco G.A. and Van de Kar L.D., 2003) u
cinykat nokazareneM aktuBHoctu CC (Kovacs K.J., 2013). M3BecTHO, 4yTO BakHEHI1as
posib B aktuBanuu I'THC orBoautcss KTPI' (Inda C. et al., 2017). IIpu uzyuenun co-
nepxanusi KTPI' BeISIBWIIM CTATUCTUYECKHA 3HAUYMMOE MOBBILICHUE €T0 YpoBHA y MMJI
u [IM 1o cpaBHenuto ¢ kouTposaeM (p=0,0466). [Ipu rTom Hanbonee BHICOKHE 3HAUEHUS
OTMEUaJIUCh B Havajle ucciaeaoBanus B rp.1 u rp.2 (pucyHok 1), Kak CBUAETENbCTBO aK-
TUBALIMM LIEHTPAJIbHBIX CTPECCOPHBIX CTPYKTyp. Haumnass crp.3 HabOmronmaercs ero
MOCTENEHHOE CHM)XEHHE, YTO MOXXHO OOBSACHHTH BKIIIOUEHHMEM MEXaHU3MOB OTpHUIIA-
TEeNbHOW OOpaTHOM CBSI3M 3a CUET HAJIMYUS HA HeWpoHax, npoaynupyromux KTPT, pe-
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1entopoB K riokokoptukonansiM ropmonam (I'KTY) (Evanson N.K. et al., 2010). D10
MOATBEPKIACTCS TPOBEJACHHBIM KOPPEISIIMOHHBIM aHAIN30M, PE3yJbTaThl KOTOPOTO

MO3BOJIWJIM YCTAaHOBUTh HAJIMYUE TECHOW oOpaTHOM cBsi3u mexay ypoBHsimu KTPI' u
I'KT" (R=-0,43, p<0,0001).

HIr/MI p-0 0022
1,4
1,22 -
Yy

12 - p=0.0216

1 0,86 87 0, 89 0 9 0 91

< 7

0,8 0 66 " Oou
0,6 KK
0,4
0,2

0 7

rpl rp 2 rp3 rp4 rp5

Pucynok 1. — Conepxkanue KTPI' B rpynmax MMJI u [IM, n KK

[Ipu uccnenoanuu ypoBus AKTT ero 3nauenuss y MMJI u IIM 6butu ctaTuctu-
YEeCKM 3HAYMMO BBIIIE 10 CpaBHEHUIO ¢ KOHTposeM (p=0,012). B rp.l mMammHuCTOB M
noMoniHuKoB coaepxkanue AKTI ObUIO cTaTUCTUYECKH 3HAUYMMO BBINIE 3HAYEHUN B
aHAJIOTUYHOW Tpymnne KOHTpoJiss (pucyHok 2). B rp.2 nabmiomanu CymiecTBEHHOE
cHmkeHue koHueHtpauun AKTI' y MalmMHUCTOB M MOMOUIHUKOB, KaK CBUAETEIBCTBO
BKJIFOYEHHUS] MEXaHU3MOB OTPHIIATEIbHOM OOpaTHOM CBSI3M, BCIIEICTBUE YBEIUUYCHUS
npoaykuuu ['KI' (Herman J.P. et al., 2012).

49,88 p=0,0337

nr/mn

50 | p=0,0337 p=0,0396
as | 41,07 404 4 a2
40 p=0,0303
1,5

35 27 87 27,34 27,92
30 4,59 —
”5 - Lxe]%
20 KK
15
10

5 _

0 mm—

rpl rp2 rp3 rp4 rp5

Pucynok 2. — Conepxxanue AKTI B rpynmmax MMJI u [IM, n koHTpOIE
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B rp.3 MMJI u IIM BHOBb OTM€UaeTcsl CymecTBeHHbIH pocT ypoBHer AKTI,
CTATUCTUYECKU 3HAYMMO MPEBBIMIAIONINM MoKa3zaTenu B rpymne kKoutpous (p=0,018),
YTO MOXHO pacueHuBath kak noBTopHyro aktuBauuio ['THC na neiicteue XIICC. Bei-
cokue nokasarenu BeicBoOOkAeHUsI AKTI coxpaHmnnch 10 OKOHYaHUS UCCIEAOBaHUS.

CBueTensCcTBOM akTUBaLMK nepudepudeckoro 3seHa CC sBasSeTCS NOBBILIEHUE
npoaykiuu ['KI' napnmoueunukamu (Gong S. et al., 2015). DBOIIOLMOHHO OCHOBHBIM
I'KT y uenoBeka siBnsercs koptuzod (Kp) (Katsu Y. et al., 2016).

B uccnenoBanuu ycraHoBieHo, uto coaepxanue Kp y MMJI u [IM Obuto cratu-
CTUYECKHM 3HAYMMO BbILIE 10 cpaBHEHUIO ¢ KoHTposieM (p<0,001). B rp.1 mammuHucTOB
U TIOMOILIHUKOB KOHILeHTpauus Kp Obla cTaTUCTHYECKM 3HAYMMO BbILIE 3HAYEHUH B
aHAJIOTMYHOM IpyIIe KOHTPOJIA (PUCYHOK 3), KaK MpU3HAK aKTUBALUU NepudepuiecKo-
ro 38eHa CC. B rp.2 nabmonaercs cuuxenue yposHeil Kp (Ha ¢oHe ymeHbLIEeHUs Cek-
peuun AKTI') no mokaszarteneil, OJU3KUX K KOHTPOJIBHBIM, YTO SIBIISIETCS PE3YJIBTATOM
BKJIFOYEHUS] MEXAHU3MOB OTPULIATEIBHON 0OpaTHOM CBA3M, KOTOpPHIE HANpPaBJIEHHBI Ha
camkenue npoaykuuu KT TIpogomxkatomeecs nericteue ¢pakropo XIICC npuseno k
MOBTOPHOM CTOWKOM cTuMysiuuu BbipaOoTku Kp Ha (one Bbicokux ypoHeit AKTI .

HMOJIb/J1

600 p=0,0043
p=0,0398 5221 00143
457 5 p=0,0227 p="
395 3
400 335 6360 7 352 1 335 4 358 6
=Oou
300
200
100
0 K
pl rp 2 rp3 rp4 rp5

Pucynok 3. — Conepxanue Kp (A) B rpynnax MMJI u IIM, u kontpoe

CAC sBnsieTcst BAXKHBIM KOMIIOHEHTOM, O0OECIEUUBAIOIIUM HEMEIJICHHYIO peak-
nuto CC, HanpaBieHHYIO Ha coxpaHeHue romeoctasza (Winklewski P.J. et al., 2017).
Hopaapenanun (HA) cuntesupyercst Heitponamu Locus coeruleus (LC), Baxknelem
3BeHe neHTpainbHon CC.

Conepxanue Hopaapenanuna (HA) y MMJI u TIM coctaBunio 85,27 nr/mi, 4to
Ha 32,9% Hmxke nmokaszaTeraei KOHTPOJIS M UMEJO CTaTUCTHUYECKU 3HAYMMBIN XapakTep
(p<0,001). B nenom, Bo Bcex rpynmnax MallMHUCTOB U MOMOIIHUKOB 3HaueHuss HA
HaxoJATcs Ha 0oJiee HU3KUX YPOBHSX, YEM B KOHTpPOJIE.

AnpenanuH (A) — HEHpOTpaHCMUTEDP, BBICBOOOKIAIOIIMICA U3 MO3TOBOIO CJIOS
HAJIIOYEYHUKOB B OTBET HAa CTPECC U OMOCPEAYET KPATKOCPOUHBIE OTBETHBIE PEAKIUH,
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onpenenss NoBeIeHYECKHe U (PU3HOJOTUYECKHE U3MEHEHUS, CIIOCOOCTBYIOIINE MPOTH-
BOCTOSIHMIO cTpeccoBbIM ctumyiiaM (Wong et al., 2008, 2010).

Konuenrpaiuss A y MaliMHUCTOB W MOMOIIHUKOB cocTaBuia 26,08 mr/mi, 4to
ObL10 Ha 55,9% Huxke ero cogepkanus B KoHTposae (p<0,001). Ananu3z ypoBHeit A mo-
Ka3aj, YTO Ha NPOTSIKEHWU BCEro Neproja HaOJIOACHUS €ro 3HauyeHHsl ObUIM Cylle-
CTBEHHO HM)KE B CPABHEHUH C KOHTPOJIEM.

[Tonyuyennsle HU3kMEe ypoBHHU HA u A SBISIOTCA CBUAETENBCTBOM Pa3BUTHUSA
aJanTallMOHHBIX MPOLECCOB K JEHCTBUIO CTPECCOPOB U COTJIACYIOTCA C JINTEPATYPHBIMU
JaHHBIMM O CHW)XKEHMHM Oa3albHOW CEKpEeLUMH KaTeXOJAMUHOB B OTBET Ha JAECTBUE
XITICC (Uschold-Schmidt N. et al., 2012; Strahler J. Et al., 2013), a Takxe o0cnenoBa-
HueM MMUII u 1IM BHe pOU3BOICTBEHHOIO IIpoLecca.

Kak u3BecTHO, CTpeccOBOE BBIJIEIEHUE IHAOTEHHOr0 onuouaa sHaopduna (Id)
accoruupyetcs ¢ yBenuuenuem cekpeunu KTPI' (Charmandarie T.C. et al., 2005) u
CIOCOOHO 0CHa0JISITh CTpecCOBbIe peakiuu yepe3 nunruduposanre KTPI' mocpeactsom
oTpuuaTtenbHoit oopatHol cBa3u (Nakagawasai O. et al., 1999).

Yposenb O¢ y MMIJI u IIM coctaBuin 4,68 nr/mia v npeBbICHIT 3HAYEHUSI B KOH-
tposie Ha 15% (p=0,009). B rp.1 u rp.2 konnenTpaius ¢ Obia 6M3Ka K 3HAUCHUSIM B
aHAJOrMYHbIX rpynmnax KoHTpous (p=0,562 u p=0,418). B rp.3 cexpenus D¢ yxe mpe-
BbIIIIAJIa €ro MpoAyKIuio B koHTpode Ha 31,9% (p=0,0262). B mocneayromue roasl
nectBust ctpeccopoB cekpenuss I y MMII u TIM Oblna cTaTUCTUYECKH 3HAYUMO BBI-
1€ MO CPAaBHEHHUIO C KOHTPOJIEM.

C Hamieit Touku 3peHus, pocTt cekpeunn I uepes 12-15 ner aeitctBus XIICC
CJIelyeT PacliEHHBAaTh KaK MEXAHHW3M IOBBIIICHHUS] CTPECCOYCTOMYMBOCTH K XpOHHUYE-
CKOMY JIEMCTBHIO CTPECCOPOB U MPEJOTBPALLIECHUS Pa3BUTHSI 00YCIOBIEHHBIX CTPECCOM
ncuxoHeBposornyeckux paccrpoiicts (Joshi J.C. et al., 2014).

[Tony4yeHHbIe 1aHHBIE O TPOAYKIMU TOPMOHOB CTpecca U HEMPOIENTUIOB YKa3bl-
BAIOT Ha JTalHOCTh pPearupoBaHus crpeccopHol cucrtemsl Ha paeiicteue XIICC.
Havanbnsiii nepuos xapakrepusyercs aktupamnueil [THC, ee uentpanbHoro u nepudge-
puyeckoro otnenos. [Ipoucxonut ysennuenne cexkpeunu Herponentuaos: KPI' u ABII,
a taxke AKTI u I'KI'. Yka3anubiii npomexytok akruBauuu CC mmures 5-7 ner.

Benen 3a nepuonom aktuBHOcTH CC HAcTymaer BPEMEHHOM OTPE30K, JIIUTEINb-
HOCTBIO 7-8 JIET, XapaKTepU3YyIOINNUCS COXpaHEHHEM MHTeHCHBHOM npoaykuuu KPI' n
ABII Ha ¢one nagenus obpazoBanuss AKTI u riarokokoptukonoB. CoxpaHsronuiics
BBICOKUI YPOBEHb CEKPELMH HEHPOINENTHUI0B Tajamyca OOBACHSETCS, C Halled TOYKHU
3peHUs, IPOAODKAIOIIECHCSI CTUMYIIALMEH HEHPOHOB MapaBEHTPUKYJISIPHOTO siipa TUII0-
tanamyca (I1BS), ucxonsmieit u3 TMMOMYECKUX CTPYKTYpP BCIEACTBUE MPOAOJIKAIOIIIE-
rocst JeucTBus crpeccopoB. Paktuyeckoe cHmxkeHne npoaykunu AKTI no 3Hauennii y
KK cBsi3aHO, C OTHOUM CTOPOHBI, C ONPEAECIEHHON aanTalueil K JEHCTBUIO CTPECCOPOB
U MEpEeX0JI0M OpraHu3Ma Ha HOBBIA ypoBeHb romeocta3a (McEwen B.S., 2007; McEw-
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en B.S. and Gianaros P. J., 2010, 2011). C npyroii CTOpOHBI, 32 CYET BKIIOUCHHS MeXa-
HU3MOB OTPHULATENBHOW OOpaTHOM CBS3M, B pE3yJbTaTe YEro 3KCIPECCUs MUHEpao-
KOPTUKOWUIHBIX U INIIOKOKOPTUKOMHBIX PELENTOPOB HA MOBEPXHOCTH KJIETOK NEpEHEN
nonu runodusa npuBoaut Kk noaasieHuto npoaykuuu AKTT (Herman J.P., 2013).

ITo Bceit BepodaTHOCTH, uepe3 12-15 net XpoHn4eCcKoro AEUCTBUS CTPECCOPOB AO-
CTUTHYTBIM Ha MPEABIIYLIEM JTAIle YPOBEHb OpraHM3alMy TOMEOCTAa3a OKa3bIBAETCS HE
JOCTAaTOYHO FOTOB K IMPOJOJIKAIOIIMM IOCTYIIaTh BHEIIHUM BbI30BaM. BHOBB Bo3pacra-
et npoaykuusa AKTI u Kp, koTopas coxpaHsercss 10 OKOH4YaHUs nccienoBanus. Kpome
TOro, NoBTOpHOMY pocty npoaykuuu AKTI Ha (oHe CHMKEHUSI CeKpeluu HeHporern-
tugoB I1IBS tamamyca cnocoOCTBYeT HECKOJBKO (DAKTOPOB: UIMTENbHAS CTUMYJISIUS
kieTok nepeaneit nonmu runodpuza KTPI' compoBoxaaeTcss yBelnyeHUEM KOJIMYECTBa
KJIETOK Trunogusa U MOBBIIIEHUEM UX YYBCTBUTEIBHOCTH K CTUMYJISILMHU, U KaK CIIE[-
ctBue, — Kk pocty cekperun AKTI (Fuchsl A.M. et al., 2013). Bo3amoxxHOU npUYUHON
TaKXe ABJISATHCA CHUKEHHUE IKCIIPECCUM MHHEPAITOKOPTUKOUAHBIX U TIIFOKOKOPTUKOU-
HBIX pELEeNTOpPOB Ha KieTkax, cekperupyromux AKTI', 4yTo HapymaeTr MeXaHU3MBI OT-
pULATENbHOW OOpaTHOW CBSI3M, MPU3BaHHbIE peryaupoBaTh Mnpou3BoAcTBO AKTID
(Harris A.P. et al., 2013). Kpome toro, neiictBue pakropoB XIICC crocobcTByeT 00pa-
30BAHMIO CTOMKHX 04YaroB BO30Y>KIECHHsI, MPEUMYUIECTBEHHO, B CTPYKTypax JUMOuye-
CKOM cucTeMsl, KoTopble MUHYs [IBSl Tammamyca MOryT HanpsiMyro CTUMYJIMPOBATH BbI-
pabotky AKTI nepenueit noneit runogusa (Herman J.P. et al., 2013).

Ha ¢one aktuBnoctu I'THC nabmonaercs camkenue cekpeunn KTPI', BeposrtHo,
3a CUeT MEXaHU3MOB oTpularenbHOi oOpatHoi cBsizu (Evanson N.K. et al., 2010).
Cnenyet yuuThIBaTh, 4TO0 yMeHbIieHUe oopa3zoBanust KTPI' y MMJI u [IM moxet ObITh
CBSI3aHO C BO3PACTHBIM CHW)XXEHMEM YyBCTBUTEIBLHOCTH HelpoHOB IIBSl Tamamyca Ha
noBTopHoe aeiicTBue ctpeccopoB (Goncharova N.D., 2013; Grimm S. et al., 2015).

N3BeCTHO, 4TO OCHOBHBIM JHJIOT€HHBIM Ba30MJIATaTOPOM SIBJISIETCS OKCHJ a30Ta
(NO) (Ghimire K. et al., 2017), Ba3okoHCcTpuKIHs onocpenoBana sugoresuHom 1 (ET-
1), anruorensunom II (ATII) u ap. (Cahill P.A. and Redmond E.M., 2016). ®yukius
SHAOTENHS BO MHOroMm omnpeaeisiercs cekpeunen NO. Hapymenue cexpenun NO BbI-
3bIBaeT (hopmMupoBaHue sHAoTENUaNbHON quchynkuuu (/) (Shimokawa H. and Godo
S., 2016). leticTBue $hakTOPOB CEPJICUHO-COCYIUCTOTO PUCKA, OKUCIUTEILHOTO CTpecca
U CHUCTEMHOI'O BOCHAJEHUS YyXYAIIAIOT (QYHKUHIO 3HAOTENHS U YCYryOJIsIOT T€UeHUe
OJ1 (Park K.H. and Park W.J., 2015).

Y MMJI u [IM conepxanue NO', coctaBuiio 6,73 Mkmolib/i1, uto Ha 49,2% Bbiiiie
3HaueHui B koHTpoiie (p<0,0001). B rp.1 xonuentpamuss NO, Ha 67% npeBsIlIaeT mo-
Kazarenu y 1o0poBoiblieB (p<0,0001) (pucyHok 4).
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Pucynok 4. — Conepxanue NO*; B rpynmax MMJI u [IM, u koHTpOIIE

[lo Hamemy MHEHMIO, yBenuueHue cexkpeunn NO', CBSI3aHO C NMPAMBIM COCYAO-
CY>KMBAIOIINM BiIUsIHUEM TiroKokopTukou 0B (Molnar G.A. et al., 2008), u BO3MOXKHO,
C Ba30KOHCTPUKTOPHBIM AeiicTBueM karexosamuHoB (Liu L. et al., 2013). Hame npen-
MOJIOKEHHUE COTJIacyeTcsl C pe3ybTaTaMu SKCIIEPUMEHTAIBHOTO HuccieaoBanus Bruder-
Nascimento T. and Campos D.H. (2015), koTtopble MHOJy4YWIN YBEJIHMYEHUE CHHTE3a
NO B oTBeT Ha JIeiCTBUE XPOHUUYECKOTO CTpecca Kak aJallTUBHBIN OTBET Ha (POopMUpPO-
BaHue apTtepuanbHoM rTunepreHsun (Al'). B rp.2 wu r1p.3 coxpaHAIUCH BBHI-
cokue ypoBHu NO7, (p<0,0001).B rp.4 xonuentrpauuss NO’, cuuszmnacs Ha 41,4% B
cpaBaenuu ¢ rp.3 MMJI u IIM u otnuuanacek ot rp.4 koutpo:as Ha 25,8% (p=0,269). B
rp.5 cHmwxkeHue ypoBHerd NO', NPOJOIKUIOCH U €r0 COJACPKAHUE CTAIO CTATUCTUYECKHU
3HAYMMO HUKE 3HAUYCHHI B aHAJTOTUYHOU rpymnne KoHTpois (p=0,0001).

Bo3nukmmii qucbananc GyHKUMM 3HIOTENHS HaIlesl OTPaXEHUE U B XapaKTepe
oomena ET-1 y MMJI u IIM. Tak, yxe B rp.1 u rp.2 (pucynok 5) conepxxkanue ET-1
HECKOJIbKO IMPEBBIIIAET €r0 KOHUEHTPALMIO B IPYIIAX KOHTPOJIA, HO HE UMEET CTaTH-
ctuyeckoit 3Hauumoctu (p=0,1109 u p=0,3488).

thmoms/n p=0,0012
25 21 36

20 p=0,0002
123
B 934 A
7,33 721 Av6,99 .
10 a—, 50 601 eyt - P o3 & ou
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Pucynok 5. — Conepxkanue ET-1 B rpynnax MMJI u [IM, n koHTpOne
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Ha ¢one Bbicokux mu¢pp NO’, B rp.3 orMeyaeTcsi CymIECTBEHHBI POCT YpOBHS
ET-1: on mpeBbicun nokaszarenu B rp.2 Ha 28,5%, a 1O CPaBHEHUIO C aHAJOTHYHOU
Ipynmnoil KOHTpoJisa 3HayeHus: Obutk Bbie Ha 33,6% (p=0,0062). B rp.4 conepxanue
ET-1 nocturino HanboJbIIUX 3HAYEHUM 32 BECh MEPUO]] HAOIIOACHUS: OHU ObUIH BBIIIIE
nokaszarenei B koHTpodie B 3,4 paza (p=0,0012).

Ha stom ¢one nHabmonanu cHuwxkenue cexkpenuu NO’,. OgHONW M3 NPUYUH CHHU-
KEHUS SABIISIETCS, BEPOATHO, 3HAYUTEIbHOU pocT mpoaykuuu ET-1, koTopsiid O1oku-
pyert aktuBHOCTh eNOS B snnoTennonurax (Sun X. et al., 2014). B rp.5 coxpanstorcs
BbICOKME YpoBHM ET-1, 3Hauenus koroporo B 1,9 pa3za BllIe mokasaresnei B KOHTPOJIE
(p=0,0002). Cnenyer OTMETUTB, YTO OJAHUM U3 MyTel CTUMYJsUUU oOpa3oBanust ET-1
ciyxuT sKkcnpeccus reda Ednl uepe3 BoszaeiictBue I'KI' Ha TiIFOKOKOPTHUKOUIHBIE pe-
LENTOPhI MoueyHbIX kaHanbiieB (Stow L.R. et al., 2012).

Anruorensut Il (ATI) sBasieTcsi BaXKHBIM SHIOTEIHAIBHBIM Ba30PETYISITOPOM,
HO M30BITOYHOE €ro 00pa30BaHUE OKA3bIBAET HEraTUBHOE BIMSHUE HA (DYHKIIMIO 3HJIO-
Tenus, cnocoocTBys nporpeccupoBanuto /1 (Siedlinski M. et al., 2017).

Ob6mee conepxxkanne AT y MMJI u IIM cocraBuno 17,10 nr/mn, uro Ha 24%
Bblllle ToKazaTened koutposs (p=0,1022). Craructuyecku 3HauuMbii poct ATII
Habmonanu B rp.4 (p=0,0365), koropslit mpoaomxuics B rp.5 MMJI u [IM (p<0,0001)
(pucynoxk 6). Poct npoxgykuuu ATII coBnan no Bpemenu ¢ najgenueM yposaeit NO, uto,
C Halleil TOUYKM 3peHus, cBsi3aHo co cnocooHocThi0 ATII mocpencTBoM HHrMOUPOBAHUS
ACUMMETPUYHOIO AUMETUIAPTUHUHA CHUXKATh dKcrpeccuto eNOS U NpuBOIUTH K CHU-
xenuto cekpennn NO (Wang H. et al., 2016).
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Pucynok 6. — Conepxxanue ATII B rpynmax MMJI u [IM, u koHTpOIIe

Kak n3BecTHO, Ba’kHas POJb B MOBPEXKACHUH YHAOTEIUS MPUHAJIEKUT BOCTIANIE-
Huto (Idris-Khodja N. et al., 2017). MHorouuciienHbie UCCIAEAOBAHUS CBUJIETEIIbCTBY-
10T, YTO CHCTEMHOE BocnaneHue cornpoBoxiaer aeiictBue ¢akropoB XIICC (Yun-Zi
Liu et al., 2017). B Hamem uccnenoBaHuu yCcTaHOBJIEHO, 4To coaepkanue hsCPb y ma-
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NIMHUCTOB U MOMOIIHUKOB cocTaBuiao 0,78 mr/a, yro Obu1o Ha 32,2% BbIINIC 3HAYCHUI
B KoHTpoisie (p<0,0001). Ananu3 KOppeasIUMOHHBIX 3aBUCUMOCTEH IMO3BOJIMI YCTaHO-
BUTH TECHYIO MPSAMYIO CBSI3b MEXAY aKTUBHOCTBIO BOCTIAJIEHUS U JUTUTENBHOCTBIO Tpe-
osiBanusg MMJI u IIM B ycnoBusix aeiictBust XIICC (R=0,51, p<0,0001).

[ToBbiienne ypoBueit hsCPb, kak npusnak cocyauctoro Bocnainenus (Pan H.C.
et al., 2015), nabnronanu yxe B rp.]1 MalIMHUCTOB U MOMOIIHUKOB. OIHAKO, CTATUCTHU-
YEeCKYI0 3HAaUMMOCTh YKa3aHHOE MOBBILIEHUE JOCTUTIIO, HauuHas ¢ rp.2 (p=0,0177). B
JaNbHEHNIIeM COXpaHWIACh TEHACHIIUS K YCUJIEHUIO BOCHIAIUTENBHBIX POSBICHUN (pU-

CYHOK 7).
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Pucynok 7. — Conepxanue hsCPb B rpynnax MMJI u [IM, u konTpose

Haun6onpmue 3nauenust hsCPb 3apukcupoBanu B rp.5, kotopsie Ha 52,5% OblIn
BBIIIIE 3HAUYEHWN B aHamoruuyHou rpynmne koHTpoiss (p=0,001). BosmoxkHo, cyiie-
ctBeHHbI pocT hsCPb B rp.5 cBsi3an ¢ BeicokuM conepxxkanrem ATII, koTopslil B 3Kc-
nepumenTe (Marchesi C. et al., 2013) BbI3bIBaN SKCIpeccUI0 KopenenTopHou nenu T3-
kietok CD3 u ymeHbllan CcoOAEpKAHUE  AJUIOHEKTHMHA B IEPUBACKYJISIPHON
KUPOBOM TKAHM MBIIIEH, TEM caMbiM MHAYLHPYS BocnajgeHue. He uckitoueHna B 3ToM
u ponb ET-1, ciocoGHOTO 3a cueT akTUBAllMU MOHOIIUTOB/MakpodaroB yCUIMBaTh BOC-
naneHnue B cocyauctoit ctenke (Javeshghani D. et al., 2013).I1lonydennslii B pe3yabTare
MPOBEJICHHOIO HUCCIEAOBaHUS MaTepHall MO3BOJISET, ONUPAsCh HA UMEIOIIKECS B JIUTE-
patype cBeneHHs, CHOPMYIUPOBATH OCHOBHBIE MATO(U3MOJOTHYECKHE MEXaHU3MBbI
¢dopmupoBanusa IO/ npu aeiictBun XIICC (pucyHok 8). Mbl cuutaem, 4TO B NEpBbIE
roJibl IEUCTBHS CTPECCOPOB 3alycK IpoueccoB D/ CBs3aH ¢ MOBBIILIEHUEM TOHYCaA CO-
CYJIOB BCJEACTBHUE JUIUTEIbHON U30BITOYHON MPOIYKLIHH TIFOKOKOPTUKOHUIHBIX TOPMO-
HOB, KOTOPBIE€ MTOCPEICTBOM MPSIMOTO BIMSHUS Ha KUHA30-3aBUCUMBIE PELENTOPHI CHUT-
HaJIU3alWU IJ1aJKOMBIIIEYHBIX BOJIOKOH COCYOB, BBI3bIBAIOT UX cokpauieHue (Molnar
G.A. et al, 2008). Kpome Toro, I'KI' uepe3 HereHOMHbBIE MEXaHU3MbI CTUMYJIUPYIOT
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HA-unnynmpoBanHoe GhochopuInpoBaHUE B TIAIKOMBIIICYHBIX BOJIOKHAX COCYNIOB C
nocieayronmM ux cokpamieHueM (Zhang T. et al., 2013). Henb3s uCKIIIOUUTH poJib Ka-
TEXOJJAMUHOB B Pa3BUTHUU BA30KOHCTPUKIIM TOCPEICTBOM AaKTHUBAIMH COOCTBEHHBIX
anb(a u Oera-perentopoB cocynoB (Veyama T. et al., 2003).

——
JHAOTE/INATBHAA JUCOYHKIIUA

Pucynok 8. — Cxema maTtoreHesa 3HAOTEIUAIbHOW AUCHYHKUHUU TPU JEHCTBUU
¢dakropos XIICC
[Ipumeuanue: I'TH — runotanmo-runodusapHo-HaanodeyHukoBas ock; KA - karexo-

namussl; ['KI' — rmoxokoptukonasie ropMonbl; OC — okucnurenbHblii crpecc; NO —
okcup azora; ET-1 —snogorenun 1; BP — Bocnanurensubie peakuun; ATII — anrnoren-
3uH 2. CBeTJble CTPEJIKM — CTUMYJMPYIOLIEe BIUSHUE;, YEpHbIE — yrHETarollee Jei-
CTBUE.
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[To Bcell BMAMMOCTH, BO3HUKAIOUIAs BA30KOHCTPHUKLUS AKTUBUPYET PACIOIO-
KEHHBIE Ha MOBEPXHOCTH SHJOTEJMAJIbHBIX KJIETOK alleTHIXOJUHOBBIE U OpaJUKUHU-
HOBBIE PELIENTOPBI, YCUINBAs 3KCOpeccHio 3HAoTenuanbHo eNOS u noBsllas BbIpa-
6otky NO nns nmpotuBoaeiictBust BazokoHcTpukuuu (Jun Tao et al.,, 2006; Bruder-
Nasscimento T. et al., 2015), uTo MbI HaOJIrOaTK B HAIIIEM MCCIIEIOBAHUH.

WNurencuBHas cexpenuss NO, COTJIaCHO 3KCIMEPUMEHTATbHBIM HMCCIEIOBAHUSAM,
COMPOBOXKIAETCS 00pa30BaHUEM NMEPOKCUHUTPUTA, OTHOCSILETOCS K CEMEUCTBY aKTHB-
HbIX ¢opm kuciopoaa (ROS), u cnocoOCTByeT 3amycKy MPOIECCOB OKUCIUTEIHLHOTO
ctpecca (OC) (Forstermann U. et al., 2011). DToMy coaeiicTByeT U Cynep3KCIpeccHs
ET-1, xoropsiit uepe3 aktuBannto okcuaassl NADPH moxeTr ctumynupoBate nmpous-
BojctBO ROS, ycunmuBas OC (Barhoumi T. etal., 2014).

AxtuBauusa OC, cornacHo mnonyyeHHbIM Hamu jaHHbIX (Jlyukuit U1.C. u co-
aBT., 2017), npotekaer Ha QoHe (opMUpYIOLIEHCS HEAOCTATOUHOCTA AHTHOKCHUJIAHT-
HBIX CHUCTEM, YTO CIOCOOCTBYET 3allyCKy BOCHAJUTENbHBIX MPOLECCOB B COCYIUCTON
crenke (Kuo L. et al., 2013). Cucremnoe Bocnanenue (hsCPb, ®HO-a) nocpeactsom
Bo3nelicTBUs Ha okcuaazy NADPH nonumopdHosanepHbIX JTUMQOLUTOB Takke CIo-
cobHo ctumynupoBaTh cuHTe3 ROS u nogaepxuate OC, ucToias 3anachl aHTUOKCHU-
naHTHbBIX cucteM (Zhao X.Q. et al., 2011).

Opnum u3 GakTopoB, MPUBEAIINX K CHUKEHHUIO cekpernd NO B HalleM uccieno-
BaHHMH, MOKET BBICTYNIaTh CUCTEMHOE BOCMAJIEHUE, KOTOPOE Yepe3 CTUMYJISALIUIO CUHTE-
3a uHAyuabenabHoit NOS BBI3bIBAE€T aKTHUBALMIO ACUMMETPUYHOTO AUMETHIAPTUHUHA
(ADMA), 4yTo mnpuUBOAUT K HUHTUOUPOBaHMIO aKTUBHOCTH €NOS U yMEHBIIEHUIO
obOpazoBanuss NO (Sankaralingam S. et al., 2010). Cumxenuto 6uogoctynHoctu NO
cnocooctByeT U ET-1, xoTopsIil uepe3 mnporeccsl GpochopuinrpoBanus BIHSIET HA Ie-
pepacnpenenenue eNOS u3 minazmatuyeckux MmemOpan B mutoxonjapuu (Sun X. et al.,
2014). Cumxenue conepxanus NO B IpOBEJCHHOM UCCJIEIOBAHUU COBIAIANIO CO Bpe-
MeHeM HauOoublero pocra 3HaueHuit ET-1.

Jmurensnoe nerictBue XIICC conpoBoxkaaercs ycunenueM cunresa ATII, koro-
peiii uepe3 crumyisinuio cocyauctod NADPH okcupasel mHAynupyer NpOAYKIHIO
ROS (Montezano A. et al., 2014), akTUBUpYET KIETOYHYI0O UMMYHHYIO cCUCTEMY (TIpe-
UMYIIECTBEHHO, T-TMMQPOLUTHI, NPOAYLHUPYIOUIUE MPOBOCHATUTENbHbIE [TUTOKUHBI) U
CBsI3aHHbIE ¢ HeWl BocmanmutTenbHble peakuuu (Kasal D.A. et al., 2012). Kpome Toro,
ATII BbI3BIBaE€T 3KCHPECCUI0 ACUMMETPUYHOIO JUMETHJIAPTMHHMHA, OJIOKUPYS aKTHB-
Hocth eNOS, B enie Oonbinelt crenenu cHikas cekpeuntro NO (Wang H. et al., 2016).
Ha noznnux craausx aeictust XIICC upesmepnas nponykuus ET-1 u ATII cnoco6-
CTBYET CTOMKOMY MOBBIIIEHHUIO COCYAUCTOro ToHyca W (gopmupoBanuto Al' Ha ¢one
CHIDKEHUA BazoawnaTtaTopHoro aecteus NO.

Al sBnsierca ycrtaHoBiIeHHBIM (aktopoMm pucka CC3. YcraHoBiI€HO, 4TO A€il-
cTBUE cTpecca npuBoauT K popmupoBannio Al' (Murray E., 2016). [Ipunsato cuutats,
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YTO cTpecc crnocoOcTByeT pa3BuTHiO Al yepe3 akTUBAIMIO CUMMIATHYECKOrO OTJeja
HepBHOU cucteMbl (Zhang D.Y. and Anderson A.S., 2014). Onnako, nonHas Ojgokajga
CUMIIaTUYECKUX PELENTOPOB HE MPUBOAMT K HopManuzauuu Al', uro mpeanosaraet
Hajau4ue Ipyrux gakropoB Bo3HMKHOBeHUs Al mpu ctpecce (Ayada C. et al., 2015).

[Tpu uccnepoanuu cucronuyeckoro AJl (CAJ) y MMIJI u IIM ono nHa 13,4%
ObUTO BhIIIE Moka3zaTeneil kouTpos (p<0,0001). Yike ¢ Hauana ucclie1oBaHUS U J0 €ro
3aBepuieHus CAJl B rpynnax y MMJI u [IM Obuto cTaTUCTUYECKH 3HAYUMO BBIIIE TTO-
Ka3aTeslel B KOHTPOJIbHBIX IpyMIax. AHaIU3 KOPPEISIUOHHBIX 3aBUCUMOCTEN MO3BO-
JIJT YCTAaHOBUTH TECHYIO MPAMYIO CBSI3b MexAy tudppamu CAJl 1 JIUTETBHOCTBIO IEH-
ctBus XIICC (R=0,62, p<0,0001), uTo cBHAETENLCTBYET 00 ydyacTuu PakToOpoOB XPOHH-
4ecKoro crpecca B popmupoBanuu Al'.

[Ipu ouenke 3Hauenuit quacronndeckoro AJl (JIA/l) oHo Takxke ObUIO CTATUCTHU-
yecku 3HauuMo Beiie y MMJI u TIM (p<0,0001) u umeno npsimMyro TECHYIO KOppeis-
U0 ¢ JaTenbHocThio npedbiBanuss MMJI u IIM B ycnoBusix nedictBus XIICC
(R=0,61, p<0,0001). Makcumanbusiii pocT 3HaueHuit Al y MMJI u [IM npumencs
Ha rp.4 u rp.5, B KOTOpBIX Habmoganu Haubosee Boicokoe conepkanue ET-1 u ATII Ha
¢one cumxenus yposaeit NO.

[Tony4yeHHblE HAMH PE3YJIbTAThl MO3BOJSAIOT C YBEPEHHOCTBIO YTBEPKJIATh, YTO
Biusinue gpakropo XIICC npusBonut k popmupoBanuto Al', 4To corjacyercst ¢ UMero-
IIMMUCS B JIMTEPATypEe NaHHBIMU, KOTOPbIE CBSA3BIBAIOT pa3BuTue Al ¢ neiicTBUEM Xpo-
HUYECKOTO MCUXOJOTHYECKOTro MPou3BoIcTBEHHOTO cTpecca (Rosengren A. et al., 2004
u Chandola T. et al., 2006). Pemaromiast poias B pa3BUTUU U IIporpeccupoBanuu Al npu
nevcreun XIICC nprHammexnuT, Ha paHHUX CTAIUAX IEUCTBUSA CTPECCOPOB, AKTUBALUN
ITHC u CAC, B 60onee mo3aHuil nepuoj BaKHOE 3HAUEHUE B mporpeccupoBaHuu Al
npuoOpetaer /1, GpopMHpoBaHHE KOTOPOW MPOUCXOAUT MOJ BO3AEUCTBUEM (HaKTOPOB
XPOHUYECKOTO CTpecca.

[Tpu u3yueHue napameTpoB JUHEIHOU ckopocTH KpoBoToka (JICK) mo BHyTpeH-
Hel conHoit aptepun (BCA) ee 3HaueHuUs ObUIM CTaTUCTUUECKU 3HAYUMO HIke y MMIJI
u [IM. Tak, makcumanbHasi cuctonuueckas (V) JICK y MMJI u TIM Oblna meHblie
3HaueHu B KOHTpoje Ha 15,6%, nuacronuueckas (V4) JICK na 14,8% B cpaBHeHUHU ¢
koHtposaeM (p=0,003 u p<0,0001 coorBeTcTBeHHO). C y4eTOM BO3PACTHOI'O CHMXKEHUS
JICK no BCA (Wu C. et al., 2016) ouenunu pa3Huily B mapaMeTpax KpoBOTOKa B Haya-
JIe UCCIIEIOBAaHUA U 110 €ro OKOHYaHMI0. 3a nepuoa HabmoaeHus Vi y MMIJI u [IM cHu-
3minack Ha 61,9% B cpaBHenuu ¢ 5,2% B koutposie (p<0,0001 u p=0,003), V4 yMeHbIIH-
nack Ha 94,4% y MMJI u TIM npotus 12,1% B xonTpoe (p<0,0001 u p=0,0615).

[Ipu ananusze 3HaueHUid MHAEKCOB Myhbcauuu ['ocnuura (IP) u pesucteHTHOCTH
IIypceno (IR), paccuMTaHHbIX ISl OLIEHKM (QYHKIMOHaIbHOro cocrosinusg BCA,
HaOJIIoAQIM UX CTATUCTHYECKH 3HaUYMMBbIN pocT y MMIJI u [IM 3a cuer, ¢ Hamel TOuKu
3p€HUs, MOBBIIIEHUS] TOHYCa COCYJOB, YTO MOJITBEPKAACTCS yBEIMYEHHEM CEKPELUU
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SHAOTETUATBHBIX Ba30KOHCTPUKTOPOB. B KOHTpoJie HabMt01anm BO3pacTHOE CHUKEHUE
IP u IR (Nichols W.W. and Epstein B.J., 2009).

[Tpu uccnenoanuu JICK no cpennemosrosoiil aprepun (CMA) ee 3HaueHHsI ObI-
mu "Hwke 'y MMIJI u TIM (pucynok 9). Tak Vg no CMA 'y MMJI u 1IM Oblna Huxe
3HaueHuM B KoHTpoje Ha 5,9% (p=0,0504), V4 ornnuanace ot koHtpoas Ha 17,3%
(p<0,0001). Cronp nHecymiecTBeHHbIM pa3pbiB B 3HaueHusx JICK mns CMA Mex-
ayMMIJI u TIM, u kouTposeM oObsicHseTcs TeM, yTto B rp.l MMJI u IIM JICK Oblna
CTATUCTUYECKU 3HAYMMO BBIIIEC 3HAYEHUHN B KOHTpoJje. B 3Toil cBsizu Haubonee nokasa-
TEJIbHBIM siBJIsieTCA cTeneHb cHuxkeHus JICK 3a mepuon mpoBefeHUs uccieqoBaHUS.
Tak Vg y MMIJI u IIM cHuzunace Ha 62,9% no cpaBHenuto ¢ 20,6% B KOHTpoOsE
(p<0,0001 u p=0,0002). 3ameTHBIM OBUIO CHMXEHUE V4 — pazHULA MexAy rp.l u rp.5
cocraBuna 2,48 pasza, B To BpeMs kak B koHTposie nagenue JICK, cBs3anHoe ¢ Bo3pac-
oM, coctaBuiio 17,4% (p<0,0001 u p=0,014).
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Pucynok 9. — ITokazarenu JICK no CMA B cucrony (A) u auactony (B) B rpyr-
nax MMUJI u [IM, u koHTpOIIE

Ananmu3 usmenenuid [P u IR gna CMA nokaszan, 4To B rpynmax KOHTPOJsS Ha
(oHE CHMXKEHUS KPOBOTOKA MPOUCXOAUT MOCTENEHHOE YMEHbBILIEHHWE YKa3aHHBIX HH-
JIEKCOB, YTO XapaKTEepHO Il BO3PACTHBIX M3MeHeHui B cocyaax (PunaroBa O.B. u
Cunopenko A.A., 2015). B toxe Bpems IR y MMJI u IIM Bsipoc Ha 38,6%, a IP yBe-
auywnics Ha 75%, 9TO HOCHIIO CTaTUCTHUYECKU 3HAYUMBIN XapakTep. Y YUTHIBAsI MbIIICY-
HbI TUN cTpoeHnss CMA pocT MHAEKCOB, CBUAETENbCTBYIOIINNA 00 YBEIUUEHUH TEpU-
(hepruueckoro COCyAUCTOTO COMPOTUBICHHS (UTO OCOOCHHO 3aMe€THO B rp.4 u rp.5
MMJI u TIM), ¢ yBEpEeHHOCTHIO MOKHO CBS3aTh C MOBBIIICHHEM TOHYCa COCY/I0B BCIE-
CTBUE JIEWCTBUS BBICOKUX YPOBHEH COCYIOCYKHMBAIOIIMX NENTUAOB Ha (POHE CHIKEHUS
OMOJOCTYITHOCTH OKCHJA a30Ta.

[Tpu ananuze ypoBHs obOuiero xosnecrepuHa (OX) KpoBu €ro 3HaueHus ObUIM Ha
10,6% Boimie conepkanust B koHTpodie (p=0,0002), u ObUIO CBSI3aHO € COAEpKAHUEM
(dbpakiuu XoJeCTepUH JTUMONPOoTena0B HU3K0oM miotHoct (XJIHII), ypoBHH KOTOpOTO
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obutn Bbile 3HaueHuit y KK na 22,6% (p=0,0011). CyiiecTBEHHBIX pa3induil B MOKa-
3aTeNsIX XOJECTePUH JIMIONPOTEenu1I0B BbicokoM miotHocTu (XJIBIT) y MMJI u I[IM B
cpaBuennu ¢ KK B uccnenoBanuu He nonydeno (p=0,0724).

3a nepuo HaOI0AeHUsI OTMETUIIM TocTeneHHbI pocT 3HaueHuit OX u XJIHII y
MMUJI n TIM. Conepxanne OX Bbipociio Ha 87,5%, B KOHTPOJIE yBEIUYEHNUE COCTABUIIO
13,9% (p< 0,0001 u p=0,156). Bonee cymecTBeHHO U3MeHUIach koHieHTpanus XJIHII:
pazHuna mexay rp.1 u rp.5 cocraBuna 2,5 paza (p<0,0001), B koHTpoOJie 3adukcupona-
nu poct Ha 22,5% (p=0,0673).I1lonyueHHble pe3yabTaThl COMIACYIOTCA C JINTEPATYPHBI-
MM JaHHBIMH, COTJIACHO KOTOPBIM yBenuueHue coaepxanusa XJIHII nmpu crtpecce Mmoxer
OBITH CBsI3aHO ¢ n30bITouHOU mpoaykuueil ['KI', koTopbsie OKa3bIBalOT aKTHUBUPYIOIIEE
BJIMSIHUE HA JUIONPOTEHHIIMIIA3BI, YTO COMPOBOXKIAETCS YCUIEHUEM IMPOIECCOB JIUIIO-
nu3a B xupoBoil Tkanu (Arnaldi G. et al., 2010; Konstandi M. et al., 2013). Kpome To-
ro, Beicokue ypoBHH ['KI" 3amennsaror metabonuzm XJIHII 3a cyeT cHM>KEeHHUsT TEMIIOB
nerpananuu anonunonporenna B (Macfarlane D.P. et al., 2008).

PemonenupoBaHue cocynoB U cep/la NpeAcTaBiIsieT COO0H KOMIIEHCATOPHYIO pe-

aKLMI0 Ha U3MEHEHMs LIEHTPAJIbHOW I'€MOJMHAMUKH, HAPYIIEHUE CEKPETOPHON (PyHK-
uuu dunotenus (Conuap A.B. u coast., 2013).
N3yuenne pazmepoB KMIM OCA He BBISBWIO CTATUCTUYECKH 3HAYMMOM Pa3HUIBI B
cpenHux 3HaueHuax Mexay MMIJI u IIM, u kontponem (p=0,2695). bonee unpopma-
TUBHBIM SIBJISIETCSl OTCJEKUBaHUE AMHAMUKU U3MeHeHus pazmepoB KM OCA (pucy-
Hok 10). 3a nepuon ucciaegoBanus KUM OCA 'y MMIJI u IIM yBenuuunocs Ha 60,8%,
B KOHTpouse npupoct cocrasuia 27,9%. B rpynnax KK ysenmnuenne KMM OCA npowc-
xonut mocie 40-nmeTHero BO3pacTta, YTO COTJIACYETCS C JUTEPATypPHBIMU JTaHHBIMU 00
yBenunueHuu pasmepoB KMM OCA B crapmumx Bo3pactHbix rpynmnax (Loizou C.P. et al.,
2011). Y MMJI u IIM craructudecku 3Haunmoe udmenenne KM OCA  naGmronanu
yxe mexay rp.1 urp.2 (p=0,0184).
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Pucynok 10. — Pazmepst KUM OCA B rpynnax MMJI u IIM, u koHTpONE
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MakcumalibHble JUHAMUKY B YBEJIIMUEHUU PA3MEPOB KOMIUIEKCA 3a(hUKCUPOBAIIN
Mexay Tp.3 u rp.4, uyto coBnano ¢ Haubonbiumu 3HaueHussMu ET-1 u ATII na ¢done
cHmkeHus: ouonoctynHoctu NO. KoppenassunoHHbIA aHAIN3 BBISIBUJI YMEPEHHYIO Ipsi-
Myt0 cBs3b Mexay pasmepamu KMM OCA u nmpoaykuumeit ET-1 u ATII (R=0,37,
p<0,0001; R=0,35, p<0,0001) u oTtpunarensuyio cBsizb ¢ coaepxkanueM NO (R=-0,57,
p<0,0001), uTto oTpaxaer 3aBUCUMOCTb pemojenupoBanus OCA OT MHTEHCUBHOCTH
nponeccoB DJ1 B ycnoBusax nercrBuss XIICC. YBennuenne mapamerpoB KMM OCA,
KaK MpHU3HaK paHHero atrepockieposa (Polak J.F. and O'Leary D.H., 2016), cornacyercs
C pe3yJIbTaTaMH KOPPEISUOHHOTO aHaJIN3a, KOTOPbI yKa3bIBAE€T HA JIOCTATOYHO TeC-
HyI0 cBs3b pasmepoB KM c¢ kouuentpanueit xonecrepuna (R=0,47, p<0,0001) y
MMUJI u TIM.

VY CTaHOBIEHO, YTO OOBEKTHUBHBIM CBHJIETEIBLCTBOM PEMOACIUPOBAHUS Cepaua
aBisieTcst runeprpopus mMuokapaa. OCHOBHBIE 3XOKapauorpapuueckue mokasaTeasiMu
pemonenupoBanus: TommuHa MOXKII n 3CJDK, MMJDK, u nHIekcupoBaHHbBIE MOKa3a-
tenu UMMIJDK u OTCJIK (Heuecona T.A. u ap., 2008).

Anamm3 MMJDK ycTaHOBuUI CTaTUCTHYECKU 3HAaUMMOE €€ noBblmeHne y MMJI u
[IM no cpaBHEHHUIO ¢ KOHTpoJbHOM rpynmoil (p<0,0001). CBuaeTeasCcTBOM BIUSHUS Ha
st npouecchl XIICC apnsercs ysennuenue MMJDK y MMIJI u TIM 3a nepuon HaOmiro-
nenus Ha 20,6%, B TO Bpemsi Kak B KOHTpoje pocT coctaBuil 5,9% (p<0,0001 u
p=0,6149), uro nmoaTBEepKAAETCSA MPOBEACHHBIM KOPPEIALMOHHBIM aHanu3oM (R=0,34,
p<0,0001). MMJIX cBbiie 224 rp., kak ¢gakrop pucka CC3 (Roberto M. Lang et al.,
2006), BB y 42 MMJI u 1IM, u Tonibko y 4 00CiIeIOBaHHBIX U3 TPYIIbI KOHTPOJISA
(x’=15,43; p=0,0001).

[Tpu n3yuennn UMMIDK on Obu1 craTucTHyeckd 3HauyuMo Oosbiie y MMII u
[IM B cpaBHenuu ¢ koutposieMm (p< 0,0001). 3a Bpems uccnenoBanus MUMMIIXK yBenu-
giics y MMJI u [IM Ha 12,9% (p=0,0019), B kontpoiie poct coctaBui 6% (p=0,0903).
I'uneprpodus JIK, kak npusHak OECCUMMIOTOMHOTO MOPaKEHHs] OPraHOB MUULIEHEH
(UMMUJIXK >115 r/m* (2013 ESH/ESC guidelines)), obnapyxena y 25 MMJI u IIM, n y
1 obcmemoBanHoro B KoHtpone (x=12.4, p=0,0004). Accoumamus MEXIy
UMMJIXK=115 r/m* u AT’ umena mecto B 83,3% cllydaeB y MALIMHHCTOB M OMOIHH-
KOB, U OTCYTCTBOBaJIa B KOHTpOJIE.

[Tpu ananuze nngexkca OTCJDK oH ObUT CTaTUCTUYECKU 3HAYMMO Bbille y MMJI
u [IM B cpaBHenuu ¢ kontposem (p=0,0002). 3a Bpemsi HaOIIOICHHUST UHAEKC BBIPOC Y
MAIIMHACTOB W MOMOIIHUKOB Ha 12,9%, B KOHTpoOJie yBEIWYEHHE COCTaBUIO 6%
(p<0,0001 u p=0,0764). Unaexc OTCJIK, npesbimarommii 3Hauenus 0,42, BbISBIEH y
53 MMJI u TIM, u y 8 no6posomsies (x’=14,22; p=0,0002). KoHueHTpHueckas rumep-
Tpodust Muokapaa (OTCIIK>0,42, UMMIDK>115 rp/cm’) umena mecto y 13 Marunu-
CTOB M TIOMOIIHHKOB U OTCYTCTBOBajla B KOHTpoie (x’=7,89, p=0,0050), sKCIleHTpHYe-
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ckas runeprpodus (OTCIIK<0,42, UMMJIXK>115 rp/cm’) — y 12 MalIMHUCTOB M TI0-
MOIIHUKOB U ¥ 1 m06poBombia (x°=5,03, p=0,0249). KoHIEHTpHYECKOE PEMOICINPO-
Banne (OTCJDK>0,42, UMMIDK<I15 rp/cm’) nabmomama y 40 MMJI u IIM u 8 06-
ClIeI0BaHHBIX B KOHTpoIe (°=8,45; p=0,0036).

Takum 00pa3oM, MOJIy4eHHBIE PE3YJIbTAaThl CBUAETENbCTBYIOT, uTo XIICC cmo-
cOOCTBYET pa3BUTHUIO PEMOJECIMPOBAHUSA COCYIOB U cepila. YKa3zaHHbIE IPOLIECCHI
MPOTEKAIOT MapajIeIbHO U KOPPEIUPYIOT C JUIUTEIBHOCTBIO MPEOhIBAHUS B YCIOBUAX
cTpecca, crenenbto Al'. Paznuunbie GopMbl peMoienupoBaHus cepAla CBUIETEIbCTBY-
€T 0 €r0 Pa3HO0OPA3HBIX MATOPU3UOJIOTHIECKUX MEXaHU3MAX.

Hatpuitypernueckue NENTUBI, ABJISISICh aHTaroHUCTaMu pEHUH-
aHTHOTeH3NHOBOM cuctembl (ManacoBa 3.I11. u ap., 2017), urpator BakHyIO0 poJib B
MOJIEP>KaHUH 3JEKTPOJUTHOTO OajaHca, COCYIUCTOrO TOHYCa U CEPIEYHOM LETO0CTHO-
ctu (Matsuo A. et al., 2018). Mx ycuneHHas cekpeuusi - pe3yabTaT MOBBILIEHHOU
Harpy3Ku Ha MHOKap/ U MPeAlIeCTBYET IpoLeccaM PEMOIETUPOBAHUS.

[Ipu ananusze coaepxaHusi NpeAcepIHOro HaTtpuilypernyeckoro nentujaa (ANP)
ero ypoBHu y MMJI u [IM ObuIH CTaTUCTUYECKU 3HAYUMO BBIIIE B CPABHEHUU C KOH-
tposiem (p<0,0001). Ctatuctuuecku 3Haunmbiii poct ANP y MMJI u IIM nabmroganu,
Ha4YMHas ¢ Ip.2 U JO OKOHYAHUS UCCIIETOBAHMUS.

N3yuyenue cekpenry MO3roBoro Hatpuitypernyeckoro nentuaa (BNP) nmokasaso,
yT0 0oHa Obl1a Bbilie y MMJI u IIM B cpaBHenuu ¢ kontposieM (p<0,0001). Beicokue
3HaueHuss BNP nabmoganun y MMJI u [IM ¢ Havana uccienoBaHusi, CTaTUCTHYECKU
3HAUYMMBIN XapaKTep pa3Hula npuolpena, HayuHas ¢ rp.2.

[Tomy4yeHHbIE pe3yNbTAThI MO3BOJISIOT YTBEPKIATh, UTO NMPEOBIBAHUE B YCIOBUAX
neiictBusa paxkropo XIICC uHUIIMUPYET pa3BUTHE PEMOJIETUPOBAHMS COCYJIOB U CEp/I-
1a. Ml cuurtaem, 4to pemarouyro poib B uaMmeHenne KM OCA BHocut Hapsay ¢ Al
SHAOTENUANbHAS AUCPYHKIHUSA, O YEM CBUICTEIBCTBYIOT CYLIECTBEHHOE YBEJINYEHUE
pazmepoB KM OCA B nepuoa Haubombiei BeipaxkenHocty J/]. B pemoaenupoBanumn
MUOKap/a, ¢ Halleil TOUKW 3peHusi, BeAyllee 3HauyeHue umeet Al', B M0JIb3y 4Yero CBU-
JIETEILCTBYET ObICTpas JAUHAMUKa U3MEHEHUU mnokazareneil Dxo-KI' B mepBbie rojmbl
JEHCTBUSA CTPECCOPOB HA (POHE UHTEHCUBHOMN CEKPELMU HATPUIYPETUUECKUX MENTH/IOB.

B umccnenoBaHnM MPOBENEH CPABHUTEIBHBIA aHAIU3 PACHPEACIICHUS YacTOT all-
Jene U reHOTUNOB KaHAMJATHBIX T€HOB Yy MAlIMHUCTOB U MOMOUIHUKOB ¢ Al u 0e3
AT'. Pacnpenenenue amneneit u reHorunoB reHoB eNOS (momumopduszma T786C),
ACE, AGT (monmumop¢uszmoB Thr174Met u Met235Thr) cooTBeTCTBOBAJIO TEOpETHYE-
CKH OXKHJIaeMOMY paclipeieienuto Xapau-BaiinOepra (Tabnuia 2).

O6cnenoBanbl 61 MMJI u IIM ¢ AT" u 50 MalIMHUCTOB M MOMOUTHUKOB 0e3 A" B
KauecTBe KOHTpoJs. Pacnipeaenenne yactoT amieneil 1 TeHOTUIOB KaHIUJATHBIX T€HOB
B 3aBUCMMOCTH OT HaJU4YMsI UM OTCYTCTBHSI Al OBIJIO pa3IMuyHBIM.
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Tabnuua 2. — Pacnpenenenue yactor ayeneit u renotunos y MMJI u IIM ¢ AT
u 6e3 Al

An- n 4acToTa
Pen | l'erorun nenb (¢ Al'|6e3 AI'| c AT o0e3 AT’ p(F) Xz P (X2)
T/T 10 24 0,164 0,480 0,00
T/C 31 23 0,508 0,460 0,13 | 18,61 | 0,0001
<NOS C/C 20 3 0,328 0,060 0,00
T 51 71 0,418 0,710 0,00 18.92 | 0.0000
C 71 29 0,582 0,290 0,00 ’ ’
I/1 6 12 0,100 0,240 0,30
I/D 12 23 0,200 0,460 0,00 |11,6110,0031
ACE D/D 42 15 0,700 0,300 0,00
I 24 47 0,200 0,470 0,0
D 96 53 0,800 0,530 0,00 11,53 10,0006
Thr/Thr 43 35 0,705 0,700 0,17
Thel74 Thr/Met 17 14 0,279 0,280 0,17 | 0,02 | 1,0336
e 1 ote | aom |
Thr | 103 84 , , ,
Met | 19 16 0,156 0,160 0,00 0,01 10,4400
Met/Met 12 38 0,197 0,760 0,00
Thr/Met 33 8 0,541 0,160 0,00 |35,22 10,0000
Met235
Thr Thr/Thr 16 4 0,262 0,080 0,00
Met | 57 84 0,467 0,840 0,00
Thr | 65 16 0,533 0,160 0,00 32,96 10,0000

Nzyuenne nonumopduzma T786C rena eNOS nokazano, uto y MMJI u [IM ¢ AT
B 6,7 pa3a BbIlIe yacToTa BcTpeuaeMocTu renotuna C/C B cpaBHEHUU ¢ MallIMHUCTaMU
u nomoiHukamu 6e3 Al (p<0,0001, OR=7,642). CooTBETCTBEHHO, Y HUX B 2,5 pa3a
yanie oOHapyxuBanach ajienb C B cpaBHeHuu ¢ koHTposiem (p<0,0001, OR=3,408).
Uccnenosanne nonumopdusma I/D rena ACE oOHapyxuio, 4ro Hamboisiee pacrpo-
CTpaHEHHBIM T€HOTHUIIOM B TPYIIE MAIIMHUCTOB M MOMOITHUKOB ¢ Al OblT reHoTHI
D/D (p<0,0001, OR=5,444). 13 anneneit y MMJI u [IM ¢ AT npeobnanan aeneuoH-
HbIil Bapuant D (p<0,0001, OR=3,547).

[Tpu ananuze nonumop¢usma Thr174Met rena AGT nanbosee pacnpocTpaHeH-
HBIM T€HOTHUIIOM B 00eux rpynmnax okasanca renotun Thr/Thr, uro He umeno cratucTu-
yeckoil 3Hauummoctu (p=0,165, OR=1,024). TI'ereposurotnsiii BapuanT Thrl74Met
BCTpeyalicd B 00CIeJOBaHHBIX rpymnmnax ¢ onuskon yacrorou (0,278 u 0,280 cooTsert-
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ctBeHHo, OR=0,994), xak u romo3urotHsiii Bapuant Metl74Met (0,016 u 0,020 coot-
BeTcTBeHHO, OR=0,817).

Yacrora renotuna Met/Met nonmumopduszma Thr235Met rena AGT B rpymnme
MMIJI u I[IM ¢ AT coctaBuia 20% npotuB 76% B konTpoiae (p<0,0001, OR=0,105).
I'ereposurotusiii Bapuant Met/Thr BeisiBieH y 54,1% MMJI u IIM ¢ AI', B KoHTpOJIE —
y 16,0% (p<0,0001, OR=3,03). 'omo3urotusiii BapuanT Thr/Thr y MMIJI ¢ AI" BcTpe-
yajicsi ¢ yactotoil 26,7%, y KK oun BwisiBaeH B 8% ciyuaeB (p<0,0001, OR=17,42).
Take UMenuCh CTATUCTUYECKU 3HAUMMbIE PA3IMYMs B paclpeesieHuy YacToT s aj-
nenert Met u Thr y mammunuctoB ¢ AI' u xontpone (p<0,0001, OR=0,167 nns Met;
p<0,0001, OR=5,987 nns Thr).

[Tpu ananuze nonmumopdusma I/D rena ACE y MMJI u IIM ¢ ATl Haubonee BbI-
cokue 3HaueHus CAJl u 1A/l nabntonanu y roMO3UroT Mo ajuiento D B oTiivuuu OT
TOMO3HIOT MO ajuiento I, mpu KOTOpoM 3aUKCHpPOBaIU caMmble HU3KHE 3HaueHHs AJ]
(p=0,0052 u p=0,0101).

Amnanu3 cBs3u nonumopdusma Thr174Met rena AGT ¢ nokasarenssMu CyTOYHOTO
MOHUTOpUPOBaHUsA A/[ HE BBIABWII CTATUCTUYECKH 3HAYMMOM CBsA3M mokaszarteneit CAJl
u JIAJl ¢ pa3nuyHBIMU T€HOTUIIAMU T'€HA.

[TpoBenennslii aHanu3 cBsa3u noaumopdusma Thr235Met rena AGT ¢ nokazare-
JSIMU CYTOYHOI'O MOHUTOpHpoBaHus A/l mpoaeMOHCTpUpoBan 00jee BHICOKHME HUPPHI
CAJl y MMIJI u [IM ¢ AJl, romo3uroTtHbix no amwiento Thr, nike uudpst A/ Obutn y
MaIlIMHUCTOB U MOMOIIHUKOB C TOMO3UTOTHBIM IreHOM 1o ajuiento Met (p=0,0529). bo-
Jiee 3HauyMMas CTaTUCTHYECKas pa3HuLa M0 yKa3aHHbIM aJIJIENISIM BbISIBJIEHA JUIsl TIOKa3a-
teneit A/l (p=0,0012) npu renorune Met/Met.

Takum 00pa3om, MOJyUYEHHbIE JaHHBIE MO3BOJIAIOT YTBEPKIATh, YTO Yy HOCHUTE-
neit nonumopdusmoB I/D rena ACE u Met235Thr rena AGT xponuueckuii ctpecc siB-
nsercs pakTopoM pHcka pa3BuTus Al', BeICTynas B KQUeCTBE TPUITEpa IKCIPECCUU Te-
HOTHIIOB, CBSI3aHHBIX ¢ peryisanuent A/l

Y MMIJI u [IM ¢ AT, nocureneii renotuna C/C rena eNOS cekpenust NO Obina
CTaTUCTUYECKU 3HAYMMO HMke 3HayeHuid y MMJI u 1IM ¢ romosuroroit no ajuiento T
(p<0,0001). B Toxxe Bpemsi, y roMO3UroT 1o auiento T ObLI0 CTaTUCTUYECKH 3HAYUMO
cHmkeHo oOpazoBanue ET-1 B cpaBHeHuu c¢ romosurotoid mo amiero C (p=0,0009).
Okcnpeccust reHoruna C/C npu aeiictBun paxtopoB XIICC cBs3ana ¢ Oonee HU3KOM
cekpenueit NO, yto cnocoOcTByeT popmupoBanuto J/I.

OnenuBas pemoaenupoanue OCA yCTaHOBWIHM, YTO MaKCUMAajbHasl BBIPAKEH-
HocTh u3MeHeHut OCA umesna MecTO y HOCUTEJIe T€HOTUIIOB, TPU KOTOPBIX HAOIIIO0-
Jany HauOOJBIITYIO CTENEHbIO peMojieaupoBanus Muokapaa. Tak, y MMJI u TIM ¢ AT,
romMo3urotHeix no amiento C nonumopduszma T786C rena eNOS, Obuia HanbombIIEH
tonmuHa KM OCA (0,87 MM) B CpaBHEHHSIMU ¢ HOCUTEJISIMA TOMO3UTOTHOTO T€HA 10
awtenro T (0,62 mm, p=0,0002). ¥V romosuror mo amieno D rena ACE Ttakxke
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CTaTUCTUYECKHU 3HauuMo Oonbliine Obiia Tonmuua KUM OCA (0,80 MM) B cpaBHEHHH €
roMo3urotTHeiMu Hocurensimu amiens [ (0,530 mwm, p=0,00010). [TogoGHas cuTyarus
HaOmoaanace 1’y MMJI u [IM ¢ AT" HocuTens MU TOMO3UTOTHOTO BapHaHTa IO aJIJIEIIO
Thr nonmumop¢uszma Met235Thr rena AGT, y kotopeix Tonmuaa KUM OCA 06bina cTa-
TUCTHUYECKU 3HAYUMO BBIIIE, YeM y HOCcHUTeNe roMo3urotaoro rena Met/Met (0,820 Mmm
u 0,550 mm, p=0,0001). ITpomexxytounbie 3Hauenus Toauuusl KUM OCA oGHapyxu-
'y MMJI u IIM ¢ AT" HocuTenen reTepo3uroTHBIX BApUAHTOB UCCIIEN0OBAHHBIX T€HOB.

[TonmyyeHHbIe pe3ynbTaThl yKa3bIBatOT, 4TO 3Kkcnpeccus reHotuna C/C rena eNOS
(momumopduzm T786C), renoruna D/D rena ACE, renoruna Thr/Thr rena AGT (mo-
aumopduzm Met235Thr), peanuzyromasics noj BiausiaueM ¢aktopoB XIICC, oka3biBaet
BJIIMSIHUE HA PEMOACIUPOBaHUE COCYN0B U Muokapaa y MMJI u IIM uyepes perynupoBa-
Hue AJl ¥ cekpenuio FHA0TEINAIbHBIX Ba30PETYISTOPOB.

[To pe3ynbTaTam ucciaea0BaHMs MpoBeAeHa olleHKa 10-JIeTHero pucka cepaeyHo-
COCYJIMUCTOM CMEPTHOCTH (OT KapIUAJIbHBIX U IIEPEOPATIbHBIX COOBITHI) C YUETOM BEJIU-
yuHbl AJl, HaIM4Ms CepAECUYHO-COCYIUCTHIX (PAKTOPOB pPHUCKa, OECCUMITOMHOIO MOpa-
KEHUSl OpraHoB-MHUILIEHEeH, nuadeTa, kauHuyecku MaHupectHbix CC3 U XpOHUYECKON
o6onezun mnovek (2013 ESH/ESC guidelines for the management of arterial
hypertension). B rpynnax MMJI u IIM u KoHTpoJsie Tpou3BEIeHA OLICHKA CIIEIYIOLIUX
¢aktopoB pucka: ypoBHs AJl, Hamumuus aucaunuaemMuu (oOwmui xosectepuH>4,9
Mmonw/n, w/umu XJIHIT>3,0 mmons/n w/mnmu  XJIBII<1,0 mMonw/n), oxXupeHus
(UMT>30 kr/m°), mpu3HAKOB aGIOMHHATBHOTO OXKHpPEHHS (OKPYXHOCTH Tamuu >102
cM). M3 OeccMMONTOMHOrO TOpPa)XX€HUsT OPraHOB-MUILEHEH OLEHUBAIU  3XO-
kapauosornaeckue npusnaku [JDK (MMMIDK>115 r/m®), KUM OCA (>0,9 mMM) wiu
HaJIM4HME aTePOCKIEPOTUUECKUX OJISIEK.

Onenka pucka passutusg Al mokazana, 4To B KOHTpOJIE OH cOCTaBisAeT 2%
(p=0,05). Y MMIJI u [IM puck cymecTBeHHO Bbilie U paBeH 42,9% (p=0,005). Pacuer
M3MEHEHUS] pUCKa yKa3bIBaeT Ha cTaTUcTHuecku 3Haummoe (p<0,001) moswilieHuEe Ha
40,9% pucka passutus Al' B rpynnax MMJI u [IM B cpaBrennn ¢ KK. Pacuer nzmene-
HUsl pUCKa CBUJIETEIBCTBYET O MOBbIMIEHUE B 21,4 pa3a pucka BO3HUKHOBeHus Al y
MMJI u [IM B cpaBuenuu ¢ koHTpoJieM (p<0,001).

Oo61ee konmyecTBo Jtoaen B rpynnax MMJI u IIM ¢ puckamu pa3iaudHoi cre-
neHu Obu10 64,5%, B rpynnax KOHTposst 8%, 4TO MMEET BBICOKYIO CTaTUCTHYECKYIO
3HauMOCTh (% =32,55, p<0,001). Huskwuii puck onpeaereH y 9,9% MMJI u IIM u 2%
06ciIeI0BaHHbIX B KOHTpoIe (°=4,72, p=0,029), cpeHuii-HU3KMil pUCK — y 5% Mau-
HICTOB M MOMOIIHHKOB U ¥ 2% y m06poBoisies (x’=1,67, p=0,196), cpenuuii puck B
7,9% ciygaeB y MMJT u IIM u 3% ciydaes B koutpoie (x°=0,87, p=0,350), cpeauuii-
BBICOKHH pHCK mMen MecTo y 19,3% MMJI u IIM u y 1% B xoutpone (x°=17,19,
p<0,001), Beicokuit puck omnpeneneH y 20,7% MalIMHUCTOB M MOMOIIHUKOB, CIIy4acB
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BBICOKOTO PHCKa y 0OCIeIOBAHHBIX M3 KOHTPOs He ObI0 (%°=21,65, p<0,001), oucHb
BBICOKMM pUCK BbIsABIEH Y 1,4% MMIJI n [IM.

[TonmyyeHHble pe3yJbTaThl MO3BOJISIIOT YTBEPXKAATh, YTO JACHCTBUE (PAKTOPOB
XIICC BbICcTynaeT B KauecTBe TpUrrepa GOpMUPOBAHMS U aKTUBALIMU (PAKTOPOB pHCKa
CC3 y MamMHUCTOB M IOMOIIHUKOB, YBEJIMYMBAKOMMX |0-TIETHUI pHUCK CEpPAECHHO-
COCYJUCTOM CMEPTHOCTH (OT KapAHAIbHBIX U LIepeOpaIbHBIX COOBITHIA).

BbIBO/IbI

1. JleiicTBue (pakTOPOB XPOHUYECKOIO CTPECCa COMPOBOXKAAECTCS ITATHON peak-
[UeW IEHTPaIbHbIX U MepUPEPUUYECKUX 3BEHBEB CTPECCOPHOM CHCTEMBI: HaualbHbBIN
[IEPUOJ MPOJOJDKACTCS HAa MPOTKEHUU S5-7 JIET, XapaKTepU3yeTcs: aKTUBALMEH IPO-
nykuun nentpaibHbix (KTPI', aprunuu-azonpeccun, AKTI) u nepudepuueckux
(KOpTH30J1I, KOPTUKOCTEPOH, aJpPEHAINH) CTPECCOPHBIX TOPMOHOB, CMEHSETCS MEpUO-
JIOM CHMO)KEHHMSI BO3OYAMMOCTH TUIo(pU3apHO-HAANOYEYHUKOBOTO 3BE€HA CTPECCOPHOM
CHUCTEMBI CO CHUKEHUEM YPOBHEN TOPMOHOB CTpecca 0 KOHTPOJIbHBIX 3HaueHui. I1po-
JoJDKaronieecs elcTBue (pakTopoB XpOHUUECKOTO cTpecca uepe3 7-9 jeT nNpuBOAUT K
MOBTOPHOM aKTUBALMU TUNO(HU3APHO-HAJIOUYEYHUKOBON CHUCTEMBI C M30BITOUHBIM CO-
nepxxanueM B KpoBu AKTI 1 TIIFOKOKOPTUKOUAOB, KOTOPAsk yAECPKUBACTCA INTEIBHOE
BpeMs, Ha (POHE MOCTENEeHHOro cHkeHus npoaykunu ABIT u KTPT'.

2. XpOHHMYECKHH cTpecc crnocoOCTBYeT (GOPMHPOBAHUIO APTEPUATBHOU THIEp-
TEH3WN: HAa HAa4YaJbHBIX JTamnax JAEHCTBHUS CTPECCOPOB 3a CUET BBICOKOTO COJEPIKAHUS
TNIFOKOKOPTHUKOMIOB (KOPTH30J1a, KOPTUKOCTEPOHA), a TaKXe AaKTUBAI[MUM CHUMIIATO-
aJipeHanoBoi cuctembl. B Oosee mo3nHUE CPOKU MO MpUYMHE JUCHYHKIHMHU B MPOIYK-
LMW SHAOTEIUAIbHBIX Ba30pEryJsiTOPOB: CHUKEHUU CEKPELHMH Ba30AMJIaTaTOpOB (OK-
cuja a3oTa) U yCUJIEHUU 0Opa30BaHMsI Ba30KOHCTPUKTOPOB (SHIAOTENMHA-1, aHTHOTEH-
3uHa II), a Takke pa3BUTHS IPOILIECCOB PEMOICIIUPOBAHUS COCYIOB.

3. XpoHHYECKOE AECHUCTBUE CTPECCOPOB COMPOBOKIAACTCS BOSHUKHOBEHUEM 3SH-
IoTenuaibHOM nHuCPyHKUMU. B mepBbie roapl JEHCTBUS CTPECCOPOB MPOUCXOIUT yBe-
JMYEHUE CEKPELUU OKCHIA a30Ta B OTBET HAa Ba30KOHCTPHUKIIMIO, BEI3BAHHYIO M30BITOY-
HOW MPOAYKLIUEN TIIIOKOKOPTUKOUIOB, AKTUBALMEN CUMIIATO-aAPEHAIIOBOM CUCTEMBI. B
JaNbHEHIIEeM TeKyIllee CUCTEMHOE BOCIIAIICHHE, YBEJIMUEHUE BBIPAOOTKH 3HI0TENHNHA- 1,
BBICOKOE COJAEPKAHUE KOPTU30Ja MPUBOAAT K CHIDKEHHMIO CEKpELMM OKCuaa a3zora. B
0oJiee O3/ITHHUE CPOKHU BIUSHUS (DAKTOPOB XPOHHUECKOro cTpecca (mociue 20 ner) Teue-
HUE SHAO0TEIUANBHON TUCPYHKIIMU yCyryOsieTcss pocToM ypoBHs aHruoteHsusa Il, uro
CIIOCOOCTBYET JIOMOJIHUTEIbHOMY YTHETEHUIO CUHTE3a OKCH/IA a30Ta.

4. JlnutenbHOE AEMCTBHE XPOHUYECKOTO CTpEcca CIIOCOOCTBYET BO3HUKHOBE-
HUIO TIPOLIECCOB PEMOJACIMPOBAHUSA KaK COCYIUCTOM CHCTEMBI, B YaCTHOCTH Marwu-
CTpPaJIbHBIX APTEPU TOJOBBI, TAK U MUOKapaa. HUIMUpYETCS peMOAEIMPOBaHUE apTe-
pHAIBHOM TMIIEPTEH3UEH, ITO3IHEE B €€ PA3BUTUU NIPUHUMAET y4acTUE dHIOTEINAIbHAs
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muchyHKuus. JleOroTUPYIOT MpoLecChl PEMOJEIUPOBAHNUS B MUOKApJE, O YeM CBHJIE-
TEJIbCTBYET BO3HUKHOBEHHE MPU3HAKOB TMIEPTPOPUU JEBOr0 Keayaodyka (0 JTaHHBIM
Ox0-KI') B paHHUE CPOKHU IEUCTBUS XPOHUUYECKOTO CTpecca Ha (hOHE YBEIMYEHHOTO 00-
pa3oBaHUs HATPUNYPETUUECKUX NMENTUAOB. [IMK peMoaenupoBaHus COCYI0B COBIIAIaET
C aKTUBHOCTBIO MPOLECCOB IHAOTETUATBHON TUCHYHKIIUH.

5. JlencTBHE XPOHMUYECKOTO CTPECCA MPUBOAMUT K CHHXKEHMIO MOKA3aTEIEU JIU-
HEWHOW CKOPOCTH KPOBOTOKA IO COCYJIaM MO3Ta 3a CUET MOBBIIIEHUS COCYIUCTOIO TO-
HyCa, CHUKEHUS 3JJACTUYHOCTU COCYAMCTOW CTEHKH M MOBBILICHUS NEPUPEPUUECKOro
COCYJIMCTOTO CONPOTHUBIICHUA. B KauecTBe MpUYMH, IPUBOAAIINX K CHH)KEHUIO MO3IO-
BOI'O KPOBOTOKA, BBICTYNAET COBOKYITHOE AEHCTBUE (POpMUpPYIOLIEICS apTepHaTbHON
TUIEPTEH3UH, MPOTEKAIOIIEH 3HIO0TENINATBbHON AUCPYHKIMU U MPOLECCOB PEMOJIEIH-
POBaHUSA COCYIUCTOU CUCTEMBI.

6. B ycnoBusix neiictBusi (HakTOPOB XPOHUYECKOTO CTpecca IKCIPECCHs MOJIU-
Moppuzma T786C rena eNOS, mnomumopduszma I/D rena ACE, nomumopduzma
Met235Thr rena AGT noBbllIaeT PUCK Pa3BUTUSL apTEPUAIBHONM TMIEPTEH3UU. DKC-
npeccust reHoTunoB TC u CC rena eNOS, renotunoB Thr235Thr u Thr235Met rena
AGT, renorunioB DD u ID rena ACE B ycnoBusx aeiicteus XIICC, acconunpyercs co
CHIDKEHHMEM CEKPELMH IHAOTEIHAIBHOIO Ba30JAWJIATATOPA OKCHAA a30Ta U yBEINYECHHU-
€M IPOOYKUMU Ba30KOHCTPUKTOpPA SHAOTEIUHA-1, N30BITOUHBIM 00pa30BaHUEM AHTHO-
TeH3uHa ll, akTuBanuen mpoLeccoB pEMOIEIMPOBAHUS COCYA0B U CEPALIA, U KAK CIIE/-
cTBUE, (OPMHUPOBAHUEM APTEPUATIBHON TMIEPTEH3UU.

7. XpOHUYECKOE NEUCTBUE CTPECCOPOB BHICTYIIACT B KAUECTBE TPUITEPHOIO Me-
XaHU3Ma (OPMHUPOBAHUS U AaKTUBALMU (DAKTOPOB pUCKa CEPAECUYHO COCYIUCTOM MaToJIo-
ruy. XpOHUYECKUI CTPECC CTAaTUCTUYECKU 3HAYUMO yBennuuBaeT 10-1eTHHuil puck cep-
JE€YHO-COCYJUCTON CMEPTHOCTH OT KapAualbHBIX U LIepeOpabHbIX COOBITHIA.

8. XpoHHYECKHI CTpecc COMPOBOXKIAETCA HAPYIIEHHEM OOMEHA JIUMHJIOB Kpo-
BU: MPOUCXOJUT POCT OOIIEro XO0JIECTEpHUHA, B OCHOBHOM 3a CUET YBEJIUYECHHS J0JIU
dpakuuu XJIIHIL. Ipouecc pa3Butus TUCIUNUAEMUU HAXOJIUTCS B 3aBUCHUMOCTH OT
JUIMTENBHOCTH XPOHHUYECKOTO JEHCTBUSL CTPECCOPOB. YBEIWYEHUE COAECPKAHUSA
XJIIIHII, nporekaromniee Ha (OHE CUCTEMHOIO BOCHAJIICHMSI, MOBBIIIAET PUCK aTEPO-
CKJIEPOTHYECKOTO MOPAXKEHUSI COCYZIOB, O YEM CBUIETEIBCTBYET CTATUCTUYECKN 3HAYN-
Mas OoJiblllasi YacTOTa BCTPEYAEMOCTH OECCHMIITOMHOIO MOPA)KEHUS MAarucCTpalbHBIX
apTEpHil TOJIOBBI Y MAIIMHUCTOB MATUCTPAIBHBIX JIOKOMOTHBOB M ITOMOIITHUKOB MAIlIN-
HHCTOB C HUIMYHUEM JTUCIUIUAECMUN.

9. HeratusHoe nelicTBre (aKkTOpOB XPOHUYECKOTO MPOU3BOACTBEHHOTO IICUXO-
COLIMAJIBHOTO CTpecca Ha OPTraHU3M COINPOBOXKAAETCS BBICOKUM COIEP)KAaHUEM CTpEC-
copHbIX TOpMOHOB B KpoBU (AKTI™>40 nr/min u koptuzona >420 HMOIJIb/MIT), CTAOUIBHO
BBICOKMMH YPOBHSIMU apTEPUAIIBHOTO JABJICHUS, IPU3HAKAMHA PEMOIEIUPOBAHUS COCY-
noB (KMUM OCA>0,9 MM win Halnu4ue aTepoCKIEPOTHUECKON ONsIIKM) U cepaua (MH-
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JIEKC MacChl MHOKAp/Ia JIEBOTO 5KeTy104Ka =115 r/M°), BBISABIAEMBIME METOIOM YIIbTPa-
3BYKOBOHM TUarHoCTHKU. HebmaronpusaTHeIM 11t GOpMUPOBAHUS apTEPHATBLHOM THIIEp-
TEH3WUU TIPU XPOHUYECKOM JIEHCTBUHU CTPECCOPOB sBisieTcs Haimumuue reHotunoB T/C u
C/C nonmumopdusma T786C rena eNOS, renotunos Thr/Thr u Thr/Met nonumopduszma
Thr235Met rena AGT, renotunos D/D u I/D rena ACE.

3AKJIIOYEHUE
HeiictBue pakropoB XIITIC npuBoauT K CTOWKOMY MOBBIIIEHUIO B KPOBU TOPMO-
HOB CTpecCa, YTO CONMPOBOKIAETCS Pa3BUTUEM Ba30KOHCTPUKLIHH M MPOBOLMPYET pas-
BUTHE MPOLIECCOB SHAOTENUAIbHON nucyHkuuu, popmupoBanuto Al. CrencrBuem
ABJISIETCA PEMOACIMPOBAHUE COCYIOB U CEPALIA CO CHUKEHUEM MTAPaMETPOB MO3TOBOIO
kpoBoTOoKa. XIICC cnocoOCTBYeT 3KCMPECCUM T€HOB, OKa3bIBAIOIIMX BIWSHUE Ha Ma-
topusnonornyeckne Mexanusmsl pazButus Al'. XIICC BbicTynaeT B KauecTBE TPUITE-

pa BO3HUKHOBEHUS U aKTUBALIMK (PAKTOPOB PUCKA CEPAEYHO-COCYTUCTHIX 3a00I€BaHUM.

[TPAKTUYECKHUE PEKOMEH/IALINNA

1. Ilpm muraHMpoOBaHUM MEPONPUATHN IO KOHTPOJIIO APTEPUATIBHON TUIIEPTEH3UN
y JIMII, MOJBEPKEHHBIX XPOHUYECKOMY JECHCTBUIO CTPECCOPOB, CIEAYET YUYUTHIBATh, YTO
B HauallbHBIU Niepuoj aeiictBus ctpeccopoB (10-12 net) B popMupoBanuu aprepualib-
HOM TMNEPTEeH3UU Beayllas poJib MPUHAJICKUT aKTUBAIIMM CUMIIATOAAPEHAIOBOM CH-
cTtemMbl. B Oosnee mo3aHue CpoKu BO3pPACTAET POJIb COCYAUCTHIX Ba30KOHCTPUKTOPOB, B
YaCTHOCTHM aHrmoTeH3uHa Il u sunorenuna 1.

2. B xayecTBe MapkepoB, MO3BOJISIOLIMX OLIEHUTH MOJBEPKEHHOCTH BIMSHUIO
(pakTOpPOB XPOHUYECKOI'O CTpecca I1e1eco00pa3HO OMNpEAeNiaTh COAECPKAHUE B KPOBU
ropmoHoB ctpecca: AKTI™ u koptuszona. PuckoM pa3BuTHS CTPECCOPHBIX O0JIE3HEH SIB-
astorest ypoBHU AKTI™> 40 nir/mn u koptuzon > 420 HMOJIb/MJI.

3. IIpu orbope B mpodeccun, CBA3aHHBIE C YPE3MEPHBIM ACHCTBUEM CTpECCO-
poB, HeoOxoauMo uccnenoBath noaumopdusm renoB eNOS, AGT u ACE. Hanuuune
reHotunoB T/C u C/C nmomumopduzma T786C rena eNOS, renorunoB Thr/Thr u
Thr/Met nonumopdusma Thr235Met rena AGT, renorunos D/D u I/D rena ACE no-
BBIIIAET PUCK PA3BUTHUS apTepUATbHON TMIIEPTEH3UU.

4. Tak Kak XpOHUYECKHI CTPECC BBICTYMAET B KAUECTBE TPUITEPA BOSHUKHOBE-
HUS U aKTUBALlMM  (PAKTOPOB pHUCKA  CEPIECYHO-COCYIUCTBIX 3a00JIEBaHUI, 1Ieeco-
00pa3HO peryJiipHO MOHUTOPHPOBATH YPOBHU apTEpUATIBLHOTO JABJICHHS, COCTOSHHE
opranos-muiiereit (KUM OCA, unaekca Maccel MHOKap/a JIEBOTO Kely104ka (METO-
JIOM YJIBTPa3BYKOBOT'O YIUIEKCHOTO CKaHUPOBAaHUS)), OKA3aTeNn JIUIHUI0OIPAMMBI, CO-
CTOSIHUE MO3TOBOM T'€MOJMHAMUKH Yy JIMI], MOJBEPKEHHBIX IEUCTBUI0 XPOHUYECKOIO
cTpecca.
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IIEPCITEKTUBBI JAJIBHEMIIEN PABPABOTKU TEMBI

[lepcniexkTrBBl JanbHEHIIEN pa3paOOTKU TEMbl 3aKIHOYAIOTCA B YTOYHEHUU
POJIM TIPOIIECCOB OKCUIATUBHOTO cTpecca B pazsutuu D] npu aeiicteun XIICC, Gonee
JETATBbHOE UCCIENOBAHUE POJIM COCYIHUCTOrO0 BOCHAJIEHUS C HCCIECIOBAHMEM IPOIYK-
IIMA MTPOBOCHATUTEIBHBIX U MPOTUBOBOCIIAIIMNTENBHBIX TUTOKUHOB. [IpencraBiser uH-
TE€pEeC U3yUYEeHUE CTPYKTYPHBIX U3MEHEHMI BellleCTBa MO3ra, B YACTHOCTH, (hOPMHUPOBA-
HUE «HEMBIX» MOBPEKJICHUI MO3Ta U UX BJIMSHUE HAa KOTHUTHBHBbIE PyHKUIMH. Pa3zpa-
00TKa cOoCO00OB KOPPEKIMU apTepUAIbHOM THUIEPTEH3UH B 3aBUCUMOCTU OT JIJIUTEIb-
HOCTH IIPeObIBaHUS B YCIOBUSIX XPOHUYECKOTO JEHCTBUSA CTpeccopoB. IlepcrneKTHBHBIM
ABJISIETCS] UCCIIEIOBAHNE BO3MOXKHOCTEN KOPPEKLMU HAPYIIEHHON (DYHKIIMU SHAOTEIUS.
JlanpHelmee u3ydeHue BIMSHUAS XPOHUYECKOIO ICUXOCOLMAIIBHOIO CTPECCAa HA DKC-
MPECCUI0 U3BECTHBIX MOJUMOP(PU3MOB I'€HOB, OKa3bIBAIOIINX BIUSHUE HA MATOTE€HETH-
YeCKHUEe MEXaHU3Mbl (DOPMUPOBAHMS CEPICUHO-COCYIUCTHIX 3a00I€BaHUN.
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