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Jnccepranusi MaB3yCHHMHT J10J13ap0Juru Ba 3apyparu. Keliuaru iiun napaa
xaxoHja cypyHkanu supyciu renatut C (CBI'C) 6unan xactananran Gemopiap
coHu opTud 6opMokaa. XKurap xactanukinapuHu yprauui 6yitnua EBpona
yiommacu (EASL) Ba Amepuka yrommacu (AASLD) mMasaymoTaapura Kypa',
oyryuru kyaaa nyaéna CBI'C 6emopnapu kapuii6 120 — 130 MutH KUmHU
TaILKUI 3Tagu.

MamiiakaTuMu3aa MYCTAaKWUIMK WHIUIapUJa COFJIMKHU Cakjlall TU3UMUHU
ucinox Kwnm kapaéuuna CBI'C npodwumakTukacw, TalIXuCH Ba JIaBOJIall
TaaOupnapu cuparTuHA OIIMPHUII, Ma3Kyp HYHamumara THOOWN-TAIIKIIAN
Ty3uJIManap MOJIUN-TEXHUK 0a3acHHM KaxXOH Tanabjaapu acocuja MyCTaxKamJIal
103aCHJIaH KEHT KAMPOBJIM UILJIAP amaira OIUPUIIH.

byryn xaxonma CBI'Cpa metabonuk ajganrtamusi MEXaHU3MJIAPUHHU TaKOMUJI
JAlITUPUII Ba JaBojialira €HAANIYBHA ONTUMAJUIAIITHPUIN FO3aCHIAaH OIHO
OopmiaéTran WIMHM W3JaHUILIApra ajJoxuaa YbTHOOp KapaTtwiMmokaa. by 6opana
KyWHJarujaap 03acH/iaH WIMHUN TaJKUKOTIAPHU TAIIKWI 3THUII MyXUM aXamusT
kacO 3T™Mokaa: cypyHkaiu HCV-undeknusga npo- Ba aHTHOKCUAAHT TU3UMIIApU]IA
aucOanaHc pPHUBOXJIAHUIIM Ba KAaCAIUIMKHUHI KJIMHUK MaH3apacd  HaMOEH
OynumuaaH onAuH ro3ara kenumuHu aHukianr, CBI'Cna BUpYCHUHT y30K BakT
CUMIITOMCH3 TIEPCUCTEHIUSCH acocuaa Xyxkaiipa MeTa0ONWK aJanTalusCUHUHT
UHIUBUYANl XyCYCUATIApUHU 04nO Oepulll; KacaluTMKHU JuddepeHiman JaBosiali
TaKTUKACUHU TAKOMWUJIALITUPHUII; METaA0O0JIUK ajganTanus XyCyCHUSTIapUHU
XHcoOra ojiraH Xojja MaTOreHEeTUK JABOHUHT CcaMapaJOpJIMTUHU OUIMPHUII Ba
CBI'Cna Bupycra kpamu gaBoHuHr (BKJl) noxys tabscupnapu (HT) xoppekius
ycyiiapuHu siHaga takomuwuiamtupuir, CBI'C  6emopnapaa runokcusi aapaxkacu
Ba XYXXalpaBUM DHEPreTHUK  MYBO3aHAT kypcarkuwiapuai ~ HCVHuHr
MOJICKYJISIp-OMOJIOTUK TaBCH(U, IUTOIN3 Aapakacd Ba KIMHUK WHTOKCHUKAIMOH
CUHApOM OusaH OOFIMKJIWIWHU, IIYHUHTJEK, XyXaiipa MeTaOoNMK ajanTarus
XoJnaTuHU Xucobra osradn xonga BKJ/[na ro3ara kenmaguran HTnapuau
KOPPEKLMSUIAIIHN amalira OIUMpPHII 3apypiIuruH aHuKIam. Maskyp BaszudanapHu
XaJl OTUITa MWYHAITHUPWITAH Ym0y TaAKAKOT MAaB3YHUHT  JOJ3apOJIMTUHU
W30XJIalIu.

V36exucron Pecny6nuxacu Ilpesumentunumur 2007 i#un 19 centsbpaaru
[1d-3923-con  «CoFMMKHM cakjaml TU3UMHAHH MCJIOX  KWINIIHA  sSHaja
YyKypJIAIITUPUILI Ba YHM PUBOXKJIAHTUPHUILN JABJIAT JACTYpUHHM  amalira
OLIMPUIIHUHT AaCOCUW HWYHAIMUUIApU Tyrpucula»ru DapMOHM XamMla MasKyp
daonuarra Terunum OOIIKa MEbEPUN-XYKYKHM XyxoKariapjaa OenruiaHTraH
BazudagapHy amajira OLIMpHIIra yuoy JuccepTaiusi MyalsH aapaxaga Xu3Mar
KHJIaU.

'European Association for Study of Liver. EASL Clinical Practice Guidelines: management of hepatitis C virus
infection // J Hepatol 2015; 60: 392 — 420; Hepatitis C Guidance: AASLD-IDSA Recommendations for Testing,
Managing, and Treating Adults Infected With Hepatitis C Virus // J Hepatol. 2015; 62 (3); 932 — 954.

TagKUuKOTHUHT pecnyOauKka GaH Ba TEXHOJOTHSVIAPH PUBOKIAHUIIN



HMHI YCTYBOP HyHAJIMILIApUra 0OFJIMKIUrd. Ma3Kyp TaJKUKOT peciyoauka
¢dan Ba TexHONIOTUsIAPH pUBONUTAHUIIUHUAT V1. « TuOOUET Ba papmakomorusy
ycTyBop iyHanumura myBodpuk AU T/-6-10 «Oxgam kacamiukiapu
npo(UITaKTUKACH, TAITXUCH, JABOJIAII Ba peaOUIUTAIMSICHHUHT STHTU
TEXHOJIOTUSJTAPUHM WUIUTA0 YUKHIID» TaCTypH Joupacua Oakapuiras.

Jluccepranusi MaB3ycH OViiMua XOpHKHMiA HIMHIA-TaKHKOTIAp MApXH'.
Cypynkanmu HCV-un¢exmusicu naroreHe3u, BUpycra Kapiii Ba aToreHeTUK
JTABOHUHT camMapaJIopJIUTrUHU OLIMPUIITa KapaTUiTraH WIMUAN TaJKUKOTIAp
KaXOHHUHT €TaKYM UJIMHUI MapKasliapH Ba OJIMH TabJIUM MyaccacaliapH,
xymiana, University of California, Johns Hopkins University (AKILI),
Universitéts klinikum Freiburg, Universitit Hamburg, Universitdt Miinchen
(I'epmanust), Vienna Medical University (ABctpust), Universitu of Bologna,
Padova University Hospital (Mtanust), Oslo University Hospital (Hopserus),
Universidad Complutense de Madrid (Mcnanus), Ankara Universitesi (Typxus),
The University of Tokyo Hospital (SImonus), Yonsei University, Inha University
(Kopest), Chonnam National University, Xapouii-tuoouér akagemus, [llnmon
xanyouii nasnar Tuoouér ynusepcruretu (Poccust), Bupyconorus niamuit
TeKmupum HHCTUTYTHAA (Y36eKHCTOH) 016 GOPHIMOKIA.

CBI'C kn1MHMK Typjlapu Ba OKHOATIapy pUBOXIIAHMIIN]IA TUOMATOTCHETUK Ba
UMMYHOJIOTMK  JKMXamiap, okurapaa cypyHkanu  auddy3  kapaéHHUHT
PUBOXKJIAHUIIKIA OKCUAAHT Ba AHTUOKCUIAHT TU3UMIIAP, Xy>KApaHUHT SHEPreTHK
MYyBO3aHAT XOJaTh TAaJKUKOTH I03acHAaH AyHENa Oup KAaTop MYyXUM HIMUHN
HaTwkaidap onuHrad, skymnagaH: HCV-uHQexnusicHHUHT y30K BakT SIIMPUH
KEUHINA 3aMHUpU]Ia BUPYCHUHI MMMYH <GSIIIUPUHUID» (EeHOMEHU ETHIM, OyHra
AHTUTEH MPOLIECCUHTH Ba NPE3CHTALMSICUHU CyCaWTUPYBUM LIMTOKUHIAa OOFIUK
xapaniap cababnuru anukianrad (Universitits klinikum Freiburg, 'epmanus;
Universidad Complutense de Madrid, Ucnanus; The University of Tokyo Hospital,
Snonus); BUpycIM TenaruTiaapia KacaJUIMK KEYUIIMHUHT OFUPJIMTUA  Ba
NUpOBapAUAa TEMaTOLUT TMPOOKCHUIAHT Ba AHTUOKCUJAHT TU3UMIIAPHUHT
dbynkuronan xosatu axamuatu ucobomianrad (University of California, CIIIA;
Universidad Complutense de Madrid, Wcnanus); BKJ] camapagopauruausr
acocuit myammonapunan Oupu HT puBoximanumu Ba BKJlma rematutr C
BUPYCUHUHI  3XTUMOJUIM TypFYHJIUrd dkaHnurd aHukianrad  (Universitét
Hamburg, I'epmanus; Inha University, Kopes; Universitit Miinchen, I'epmanus);
BK/Ira can6uii xaBoO Oepran, Oy JaBOHM YTKa3WINTa Kapiid KypcarMaaapu O00p
OeMopiap NaTOreHeTUK acOoCJaHTaH JaBora MYyXTOAUJIMIM TacaukiaHrad (Johns
Hopkins University, CHIA; Chonnam National University, Kopes; Oslo University
Hospital, Hopserus).

'Muccepramms Gyifmua Xopwkuil WMIMMI-TaAKUKOTIap mapxm www.who.int; www.aasld.org; www.easl.eu;
wWww.asaecenter.org; www.idsociety.org; www.novagi.com; WWW.gastro.org; www.ghapc.com,;
hepatitisfoundation.org Ba 6o11ka MaHOamap acoCHIa amajra OIMPHITaH.

6
Hynéna cypynkann HCV-uHpEeKIMsIHUHTY KSYUIIN Ba BUPYCTa KapIily 1aBO



camapaJopJIMTUHU OLIUpHUII OYVitnda Oup Katop, )KymiagaH KyHuaard ycTyBop
HyHanumiapaa TaakuKoTaap onubd copunmokaa: cypynkann HCV
MH(EKUUSICUHUHT Y30K BaKT O€IrMcU3 MEPCUCTEHLINUACH TaTOr€HE3UHH YPpraHul;

HCV-undekuusHuHr camapaaop aaBojal ycymuiapau unuiad yukuin; BK[na

103ara KejiaJIurad HOXYs acopaTyiapHU OJAVMHU OJUII YCY/UIAPUHU WITA0 YUKHILL

MyaMMOHMHI YPraHwJiranjiuk gapaxacu. byryHru kyHjna THOOUET MiIMH
puBoxJlaHrad Mamutakamiapaa HCV-Bupyc Monekylsip-reHETHK XyCyCUSTIapH,
HCV Typnu reHotumiapuia KacaUIMK KEUMILIMHUHT y3Ura XOC XyCyCHSTIapHu Ba
TYypAW TE€HOTHUIUIapAa >kurapaard (uoOpo3 >kapa€HIApUHUHT KyIamH, CypyHKajIu
HCV-undexnusicu Hermsugaru XykaipaBuil Ba TymMopal HUMMYHHTET XOJIaTH,
SUUIMFJIAHNAIL  Ba  SUUIMFJIAHUINTAa Kapll¥ LUTOKWMHJIAPHMHI 3pTa Ba  OJMUC
acopariapiard naToreHeTUK MOXMSTH, XaJKapo JaBO CTaHIApTiapy MPOTOKOJIATra
KUpUTWITaH  o-uHTepdepoH  OwiaH  JaBoiaHran  OeMmopiapaa  J1aBo
caMapaJOpJIMTMHU aHMUKJIAITa Ol TaaKuKoTiap onubd 6opwiran (Jamunos T.O.;
Mycabaes D.U.; bmom X.E.; Moradpour D.; Msamkua B.T.; Jacobson [.M.;
IMaxruneasn M.B.)'. 1y O6uman Oupra ayHEHMHr 6apua MHHTAaKaJapHaa
KacaJUlaHWII Japa)KaCUHUHI KECKMH KamailmMaérraHu Oy HyHanmuuga 4yKyppok
TaJIKUKOT 0JIMO OOPUII 3apypaTUHU KypcaTau.

Karop myamnmudnapHuHr unuiapuaa Typiaud AOPH BOCUTAIAPUHUHI TOKCHK
TabCUPHU XyXKalpagaru MeTaOOJIUK >KapaéHJIApUHUHT XOJaTh OujiaH OOFJIUKIWTHU
kypcarmnran  (DmymkoB C.JH., 2006; Teiianmosa H.HM., 2008)°. Xyxaiipa
MeTaboNIM3M kapaéHiIapuia UIITUPOK STYBYM aCOCUM THU3HUM - IIyTaTUOH TU3UMHU
Ba YHUHI CylpeccHus aapaxacu Oy »apa€HJapHU acoCHHM Oenrwiad OepyBuu
oMun Ae0 kypcarwiarad. AWHM maiTaa, Xykalpa THIOKCHACH Ba XyKadpa yium
XONlaTH TIyTaTHOH TU3UM  (aonusatd OuiaH OOFIUKIWTH  TabKUIJIaHTaH
(Oxrs16pbekuii O.H., 2007; Kynuuckuii B.J., 2009)*.

!Mamunos T.O. OreHka HHTEpEpPOHOBOrO cTaTyca y aeTeil ¢ BupycHbIM remartutom C // Tlemmarpus. — 2002, - Ne2.
— C. 110-112; Mycabaes 2.U., FOngames K.X., [llapanoB M.b., Mycragdaesa .M. CocTosiHre 320071€BaeMOCTH
BHPYCHBIMH Tenatutamu B PecnyOmmke Y3bekucran // LlenTpansao-Asnarckuit Memnmmacknit XKypnan. — 2003. — T.
9. Ipmnoxenue 3. — C. 69-73; bmrom X.E. T'emarutr C: coBpeMeHHOE COCTOSHHE MpoOieMbl//Poccuiickuil KypHa
TacTPOIHTEPOIIOTHH, TENaTOIOTHH, KOJUIOMPOKTOIorul. — MockBa, 2005. — Nel. — C.20-25; Moradpour D., Penin F.,
Rice C. Replication of hepatitis C virus // Nat.Rev.Microbiol. 2007; 5; 453-463; Bamkun B.T. UMmyHHas cucrema
W TIOBPEXICHHS IIeUYeHH NpH XpoHWYeckmx remarutax B u C//Poccmiickuii KypHald TacTPO3HTEPOJIOTHH,
TeTaToNIOTHH, KOJUTOMpOoKTONorud. — Mocksa, 2009. — Ne6. — C.4-9; Jacobson IM, Cacoub P, Dal Maso L, et al.
Manifestations of chronic hepatitis C virus infection beyond the liver // Clin Gastroenterol Hepatol. 2010;8:1017— 29.
Maxrunsasa U.B., Epmosa O.H., Muxaitmos M.W. u ap. CoBpeMeHHas XapaKTePUCTHKA OCTPOTO U XPOHHYIECCKOTO
reratuta C B Poccnn: Matepuans! MexxayHapogHoro cumiiosnyMa. — bpect, 2011. — C. 184—186;

Tnymxos C.U. HapymieHue cHCTeMbI IIyTaTHOHA M MX POJIb B MATOTEHE3€ OCTPHIX HHTOKCHKAIHME KCEHOOMOTHKAMH
C Pa3NMYHBIMA MEXaHH3MaMH TOKCHYECKOTO AeicTBHsA. ABToped. mucc. ... n-pa mex. Hayk. CII6., 2006; I'efiBanmoBa
H.U., Sroma A.B., I'ya3oBckas .A., Koctopras W.B. CeBopoTtouHbie (HOCHONUAMUABL, TOKA3aTeIH IEPEKHUCHOTO
OKHCJICHHS JINMIWIOB W AHTHOKCHIAHTHOM 3aIIWTHI KaK JONOJHHUTENbHbIC HEHHBA3HUBHBIE MapKephl aKTUBHOCTH
XpoHnuyeckoro BupycHoro remaruta C //  Poccumifckmit  JKypHa@ TacTpPO’HTEPOJIOTHH, TenaToJIOTHH,
kosutonpokrosoruu. — 2008. - Ne6. — C. 38-42.

4Kyn1/IHc1<I/H71 B.1., JIeonosa 3.A., Konecunuenxo JI.C., Manos U.B., [lanunos F0.A. Cucrema rmytaTtiuoHa B
SPUTPOIHTAX U TUIa3Me KPOBH IIPH BUPYCHBIX remnarntax // buomennimnackas xumus. — 2007. — T.53. — Nel. — C. 91-
98; Oxta6prckuit O.H., CmupHoBa T.B. Penoxe perymamus kinetounsix Gyakuui // buoxumust. —2007. - Ne72(2). —
C. 132-145; Wynn A. Cellular and molecular mechanism of fibrosis//J.Pathol. 2008;21(4); 199-210.
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UMMYH-XyXaiipa  peakuusjapd, yHra OOFIMK  XOiJa  PHUBOXKJIAHTaH
HUTPOOKCUJIEPTUK  Kapa€Hiap, JUNUJIAPHUHT TEPEKUCIN  OKCHUJJIaHUIIH,
IyTaTioH TU3UMHUHT (aoummruau BK]] sxapaénupma rozara kxemapuran HTnap
Owian OofnuK €xku OOFIMK SMaciauru OoOujga WIMHA H3JIaHUILIAP OJIUO
OopusMaras.

Juccepranusi MaB3yCHHUHI JHMCCEPTAlUA 0aKapWJIraH OJUil TabJIUM
MYyacCaCACMHUHT WIMHH-TAAKHKOT HILJIAPH OMJIaH OOFIUKINTH. J(ruccepranus
TagKUKOTH TOLIKeHT mnenuaTrpusi TUOOMET MHCTUTYTUHUHT WJIMHH-TaJIKUKOT
unuiap pexxacura MmyBopuk 01980006703 «Tyrma Ba OpTTUPHIITAH KaCAJITUK
JaApHU TMarHOCTUKACH, JaBOJIAIll Ba MPO(PHIAKTUKACH YCYIIITApUHU
TAaKOMUJUTAIITUPUIID) MaB3ycu Oyiinda OaxkapuiraH.

TaakukoTHHHT Makcaau CBI'Caa MeTaOoauk aganranus MEXaHU3M
JapUHM aHMKJIAIll Ba aBOJIAIlra EHAOUTYBHU ONTUMAIUIAIITUPHILIAH HOOpaT.
TagKukoTHUHT Basudaaapu:

TanKuKoT rypyxuaa CBI'C nu knuHuk keuninHu HCVHUHT MOJeKyIisip
OunooruK TaBcudu OMIIaH, IUTOIU3 Tapa)kKacHl Ba KACAUIMKHUHT JaBOMUMIIUTH
OusiaH OOFJIMK XOJIa TaXJIUJl KU,

CBI'C 6emopinap rypyxujia XyxKaipaBuii UMMyHUTET, IIUTOKUHIIAP
OomkapuiyBu Ba nuHTepdeponorenes kypcarkuanapuan HCVHUHT Monekysip
OHMOI0THK TaBCU(U, ITUTOIU3 Japakac Ba KJIMHUK MHTOKCUKAIIMOH CUHIPOM
OusiaH OOFJIUKJIUTUHYU YpraHull,

CBI'C Gemoprnapia MpOOKCHAAHT Ba aHTHOKCHIAHT TU3UMHUHT XOJATHHH,
TUITOKCHSI JapakaCl Ba XYXKapaBUM SHEPreTUK MYyBO3aHAT KypCATKU4YJIapUHU
HCV HuHr ™monexymsp-OMONoruK TaBcu(H, MUTONW3 Japakacd Ba KJIMHHUK
WHTOKCUKAIIMOH CUHAPOM OWJIaH OOFJIUKIUTUHU YPraHUIIL,

oMb OOpWiTraH TaAKUKOT HaTkanapu acocuna cypynkanu HCV-undekmus
HIapouTHa MeTa0OoJIMK ajanTalus y3rapuiljiapd MaToreHe3d YM3MacUHU MIIa0
YUKHUIII,

METa0OJIMK aJanTalusIHU XyCyCUSTIApUHU XUcoOra oJiraH XoJjja MaroreHe
TUK JaBoHM camapanopiuruau omupuml Ba CBI'Cma BK/Iaunr HTnapunu
KOPPEKIINS YCY/UTAPUHU UIITA0 YUKHILL

TaakukoTHUHT 00bekTH cudarnmaa CBI'C Tamxuciau 196 nadap 6emop Ba
Hazopart rypyxura 20 Hadap COFIOM IIaxc OJIMHTaH.

TaaKUKOTHUHT NpeIMeTH BEHO3 KOH Ba KOH 3ap/1001, IMMYHOJIOTHK Ba
OMOKMMEBUIN TaxTHILIAP YTKA3UII YUyH (Ooi1aaHuIIIH.

TagKUKOTHUHI ycy/uiapu. Jlucceprauuss wumMaa yMyMUAW —KIIWMHHK,
OMOKUMEBUM, UMMYHOJIOTHK, MOJICKYJSP-OMOJIOTUK, HHCTPYMEHTAJI Ba CTaTHCTHUK
TaxJIWJ ycyiapuaan GhoiaanaHuiIu.

TaagKMKOTHUHT MIMHIA SHTHJIMIH KyHuaaruiapaad noopar:

cypyakann HCV-undekuusina mpo- Ba aHTHOKCHAAHT THU3UMIIApUAA
nucOanaHc PYBOXJIAHUILN (marosoruk KapaEHHUHT OMOKUMEBUI
MaHU(DecTauusACH), KaCAITTMKHUHT KIMHUK MaH3apacu HaMOEH OYIUIINAAH OJIUH
103ara KeJIMIIY aHUKJIAHTaH;
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NEPCUCTEHIIUACH acocula Xyxakpa MeTaOoNuK aJanTalUsICUHUHT WHIUBUAYaI
XyCyCHSTIApu 04n0O OepuiraH;

Wik 6op, cypynkanu keayBun HCV-undexiusga MeTaboauk aiantamus
PUBOXKJIAHUII OOCKUWIAPUHUHT XyCYCUSTIAAPH XaM/la TITyTaTUOH €TUIIIMOBYMIIUTU
Ba Xy)KallpaJlapHHU HEPreTUK METa00IM3MUHU XUCOOTa OJIraH XOJa CypyHKaIH
HCV-undexmusana nuddeperiman 1apojamn TAKTUKACH UITa0 YUKHUIITaH;

wik 6op, cypynkaimu HCV-undekuusga miyraruonnepokcuaaza Ba ATO
aKTUBIIMK Japa)kKaCcMHU MHOOATra onub Xyskaiipa MeTaOOJIMK aJlanTaius XoJaTHHH
OaxoJiaill ycyau uiiad YuKuiraH.

TagKMKOTHHMHI aMaJIMH HATHKACH.

rIyTaTHoHIepokcuaaza Ba AT® akTuBIMK dapakacMHU Xucobra oo,
NaTOrEHETHUK Ba BHUpPyCra Kaplid [aBOHUHI WHAWBUIYyal WYHAITUPUIITaH
KOPPEKUUA YCYJIN TAKIUM STUJITAH;

BK/Ira TypFyHIMK pUBOXJIAHTaHJA TATOTCHETUK JABOHUHT WHAWBUyal
ACOCJIaHTaH KOPEKIIMS YCYJIH UILTIa0 YUKUITaH;

Xy’Kaipa MeTa0oJIMK ajanTalus XoJaTuHU Xxucoora onrad xonjaa BK/[na
ro3ara kenaaurad HTnapau koppeKknust KA JTJO3UMIIUTH aHUKJIaHTaH. TaaKuKoT
HATH/KAJTAPUHUHT HIIOHYIMJIMIH. TaIKUKOTIa KYJUIaHUITaH KIWHUK,
OMOKUMEBUM, UMMYHOJIOTHK, MOJIEKYJISIP-OUOIOTUK Ba MHCTPYMEHTAI
TaXJJWUIAPHUHT COHJIM KYpPCAaTKUWIAPHU 3aMOHABUM CTAaTUCTUK yCYJIIap acocuaa
TaC/IUKJIaHTaH.

TagKMKOT HATHKAJAPDMHUHI MJIMHI Ba aMaJimil axaMUATH. TaJIKUKOT
HATWOKAJIADUHUHT MIMUANA  axamusitd  cypyHkaiu HCV-undekuus mapoutuaa
KUTapJa MaToJIOTHK JKapaéH PUBOKIIAHUII MEXaHU3MIIAPUHU 04O Oepuiu OusaH
M30XJIaHAIH.

TagkukoT HartwxkanapuHuHT amanuid axamuatu CBI'Cma nmatoreHeTuk Ba
BKJ[ xoppekuuscu ycylid renaroudmiapa MeTa0OoIu3M  KapaéHIapHHU
SIXIIAJIAHUIIINATA, JKUTAp  TApPEHXMMACUHUHT  CKJIEPO3JIaHWII  XaBPUHHU
kamaitupuinra Ba BK]l nactypuna ro3ara kenaauran HTnapau kamaiiummmra onu0
KEJIMIIN acOCIaHraH. AHTHOKCUAAHT THU3UM CYIPECCHUSICH Ba Xy)Kailpa 3HEPreTHK
MyBO3aHaT XOJIaTUHU Oaxojlall yCyiau, yMyMHM aManuér mudokopiapura Kyl
Kelaau Ba Hadakar craluoHapaa, OalKu TOJUKIMHUKA IIapoUTHAA Xam
CBI'CHunr pmaBo JACTYpJapuHU aHUKIA0, yHAaH (olgamaHumra WMKOHUST
spaTain.

TagKNKOT HATHKAJTAPUHUHT kopuid KuanHumu. Cypyakanu renatut C:
MeTabOIuK ajanTaius, [aBojlalll CaMapaJOpJUTHHUHT TATOTEHTUK acociapu
Oyiinua onuHran Harwkanap «CypyHkanu remarut Caa NHarOreHeTHK JaBOHU
ONTUMAJUIAIITUPHUIIT HOMJIM YCIyOWil TaBCHsTHOMa acoCHia COFJIMKHHU CakJjIall
aMauETura, JKymiaian DMUIEMUONIOTHS, MUKPOOUOIOTHS, FOKYMJIN KacaJUuTUKIIap
WIIMHI-TEKIIUPHUIL WHCTUTYTH KIMHUKACH, 5-COH IIAaXap KOKYyMJIM KacaJUTUKJIap
mudoxoHacn amanuéTura >xopuid KuiauHTaH (COFIMKHU Cakjall Ba3WpIIUTHHUHT
10 anpens 2015 #imnmaru 8H-1/29 connu mabiaymorHoMacu). ONMHTaH HaTHOXKaiap
MaTOT€HETHK Ba BUPYCra Kapllly JIaBOJIAIIHUHT ONTUMHU3ALUSICUTa
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JABOJIAHUII My AaTUHA 1,6 MapTara Kuckapuiura oiauo kenau. TaakukoT
HATHKAJIAPUHUHT annpodanmsicu. TaaKuKOT HaTHXKajlapu 7 Ta WIMHAK-aMaIdi
amxyMannapaa, xymianan « udekiumon kacammknap 6yindya EBpo-Ocué
ytommacuHuHr YunHuu Konrpeccuna» (ExarepunOypr, 2014);
«mmyHOpapmakosorusi, OMOTEXHOJIOTHS Ba IIUTOKUHIIAP aIMAIllMHYBUHUHT
3amonaBuit myammornapu» (Cankr-IletepOypr, 2014), «udexmon naronorus
HUHT nom3ap6 myammonapu» (Kozon, 2014), «['enatonorus sa BUUY
uHpEeKIUIHUHAT 10/13ap0 Myammonapu» (AHauxkoH, 2012), «I"actpo
SHTEPOJIOTUSHHUHT J0713ap0 MyaMMOJIapiy» XaIKapo OJIMMIIAP UIITHPOKUIATH
Pecny6nuka nnmuii-amanuii amxxymanauaa (Aaamxkon, 2013), « BUY-unbekmmus Ba
BUPYCIIY TeMaTUTIAPHUHT J0J3ap0 MyaMMOoJIap» XaJlKapo oJMMIIap
umtupokuaru Pecnyonuka wiMmuii-amanuii amxkymanuaa (Auaauxon, 2014);
«MMmmyHODIOrHs — coXajapapo MyaMMoJiapy XalaKapo OJIMMIIAp UIITHPOKHUIArU
unmuii-amanuii anxymanuaa (Tomkent, 2014), Toml IMU Snuaemuonorus,
IOKYMJIM KacaJTUKIIap KadeapaCHHUHT WIMHI-METONUK KeHranuapuaa (TOmKeHT,
2013, 2014), TomlIIMU Dnuaemuonorus, KyMIu Kacauukiap Ba bonanap
IOKyMJTA KaCaJTUKIIAPU, MUKPOOHOIOTHS, BUPYCOIOTHS, UMMYHOJIOTHSI
kadenpanapunuHr Kymma Maxomcuaa (Tomxkent, 2015), TomkeHT THOOMET
aKaJeMUsACH Xy3ypuJlard WIMHIM KeHTall Komuaaru unMuid cemunapya (TomrkeHt,
2016) Mmabpy3a KypuHHIIKIA OaEH STUIITAaH XaMm/1a arpoOalusiad Y3Ka3uiraH.
TanKUKOT HATHKAJAPUMHUHT IbJIOH KWIMHUIIK. J[1ccepTanus MaB3ycu Oyiinya
’KaMM 28 Ta MIIMHH HII YOI STHIITAH, IIyIapaaH Y36eknucton Pecry6mukacu Ouit
aTTecTalusl KOMUCCUSICUHUHT JOKTOPJIUK AUCCEPTAUUSIIapU aCOCHM WIMUI
HaTHKaJapUHU YOT ATHUII TaBCHUs TWITaH WIMHUHN Hampiapaa 10 Ta makona,
XKyMJIaJlaH 8 Tacu peciyOiivKa Ba 2 TaCH XOPHKHUM KypHaJIap/ia Hallp STUJITaH.

JluccepTanusiIHMHT TY3WJIMIIN Ba Xa:XKMU. Juccepranus TapkuOu KUPUI,
ontuta 000, xynoca, doigananuiarad anabuémiap pyixarugaH —ubopar.
HMuccepranusHunar xaxmMu 200 OeTHH TaIIKWJ ATraH.
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acocllaHTaH, TAJKUKOTHUHT Makcaaud Ba Basudanapu, oObEKT Ba MpeAMeTiapu
TaBcuQiaHraH, pecnyonuka (GaH Ba TEXHOJOTHUSIIAPH PUBOKIIAHUITUHUHT YCTYBOP
HyHanuuuiapura MOCHUIM KYpCAaTWITaH, TAAKUKOTHUHT WJIMHA SHTWIATH Ba
aManiii HaTvkanapu 0a€H KWJIWMHTaH, OJJMHTaH HaTHXKaJapHUHT WIMHUHN Ba amMaliuil
axamMusATH o4yuO OepwiraH, TaJAKUKOT HATW)KAJIAPUHU aMaluETra >KOpU KUJIUII,
HAIlp OTWITaH WIUIAp Ba JAUCCEPTANMS TY3WIHIIH OVinda MabIyMOTIap
KEJITUPUJIITaH.

HMuccepranusHudr «CBI'C: maToreHe3HMHT alipuM KUppajapH, KIUHUK
MaH3apacH Ba JAaBOJIAIIHUHI 3AMOHABUH YCY/UIADUHUHT KHECUI TAXJIWIWD)
ne6 Homnanrad oupunyu 606una CBI'CHUHT KTUHUK BapHaHTIapy Ba
OKMOATIapUHUHT STUONATOTCHETHK KUXATIAPUHU YPTraHUIIl HATHKaJIapH, SKUTap
KAaCAJUIMTUHUHT CYpPYHKaJIM Typra YTUIINIa OKCUJIAHT Ba aHTUOKCHIAHT
TU3UMHUHI, XyKalpajiap SHEpreTUK X0JIaTuHUHT axamusatu, CBI'CHuHr
3aMOHABUH JAaBOJIAI KUXATIAPUHU YpraHuil opacuaard aladuETIapHUHT apXu
kentupwirad. Onub GOpUiTraH TaxJIWI HaTHKaJTapyu UITHUHT J1013apOIUTHHH,
MakcaJy Ba BazudaaapuHu acociiad Oepras.

Hucceprauusiuuar  «Tekmupuiaran Oemopsaap Ba  QoiigajJaHUITraH
yeyjsiap  XycycusiTiapw»  1e0  HOMJIAaHTaH WMKKHHYA — 000Maa  KIMHUK
MaTepUATHUHT  yMyMHH  TaBcudH, KYJIJIAHWITAaH  TagKUKOT  yCIyonmapu
kentupwirad. 196 wadap CBI'C Tamxwuciu O6emMop TEKIIMPYBAAH YTKa3WITaH,
ynapaaH 73 Hadapu spkak Ba 123 nadapu aén xkummnapaup. CBI'C tamxucu Ba
KIMHAK Typrnapu Y3P Cormukau cakmam Basupmurueuar 05.01.2012 iiunma
tacaukianran Ne5 OyHpyFu acocuaa KIMHHUK-Ia00paTop TaxJIMJ HaTKalapu Ba
koHna Antu-HCV (M®PA) Ba PHK-HCV (IILP) aHukmaHTaHIUTH acocuaa
KYWWJIIN.

bapua Oemopnapaa yMyMHuil KIMHUK Ba OMOKMMEBUH TEKIIUPYBIAp
yTKazwirad. YMymuid OwiupyOMH Ba YHUHT (pakuusIapuHd MHUKIOPUHU
Ennpacuk Ba Kiterropn ycynu épaamuna anukianrad (enexkropckas JIL.H., 1967).
Tpancamunazanap daommru (AcAt, AnAT) Paiitman Ba ®peHKenb YHHBEpCas
ycynu Epnamuaa aHukianau (MensmukoB B.B., Jlenextopckas JI.H., 1987).
Tumon cunamacu Xyspro Ba [lommep ycynu €pmamuaa anukinanrad (Kom6 B.T.,
Kampimaukos B.C., 1976).

BupycHunr renorunu Ba Konparu roknamacu I[P ycynu €pmamunma pean
BakTna Rotor Gene (Corbet Research, Australia)«Pubocop6-ammnudenc» (Poccus)
Tymamiaapu €paaMuaa aHUKIAHraH. VMMyHOKOMIIETEHT — XyKaWpaJapHUHT
mapkeprnapu (CD3+, CD4+, CD8+, CD16+, CD20+, CD25+, CD38+, CD95+)
MOHOKJIOHaJ aHTuTaHanap épaamuaa anukiaanrad (OOO «Cop6ent», [Togonsck
1., Mocksa tym.,P®) (3asuinesa M.B., 2004). UmmyHuTeTHUHT B-TH3MMU X0J1aTH
UMMYyHOIIIOOyIuHIap acocuit rypyxu IgG, A, M uu anuknam épaamuaa, U.
Manunnu 6yiinya reipaard paguan uMMyHoauphy3us ycynu EpaaMuaa
Oaxonanrad. [{upkymioBuu UMMYH KOMITJIEKCTIAPHUHT KaTTa-KHYUKJIUTY Ba

KOHIICHTPALMSICU CIEKTPOPOTOMETPUK yCyIl EpAamMuia aHUKJIaHTaH.
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Hetitpodumnapuunr ¢aromurap akrusnuru A.H. Masiackuit (1993) ycynu 6yiinua
anuknangu. WJI-18, WJI-8, ®HO-a, WNJI-4 uwurokuunap, anbdha Ba Tamma
unteppeponnapuan Mukgopu TO «llutokun» Ba «IIporenHoBbIil KOHTYp»(C.-



[TerepOypr, P®) Tect-Tymurammapu épaamuaa KaTrTuk (a3aaum CEHABUY METOIWTA
acocnanran M®A ycynmu €ppamuaa aHMKIaHAW. BeMOpIIapHUHT MMMYHOJIOTHK
TekmmpyBiapu ~ Y3P  ®A  kommmarn  VIMMYHONOTMS ~ MHCTHTYTHHHHT
UMMYHOIIMTOKMHIIAp Jaboparopusicuaa YTKazuiarad (MHCTUTYT pax0apu,
npocdeccop Apunona T.V).

bemopnapna okcun azor mukaopu (NO) yHUHT MeTaOOIUTIApH HUTPUT Ba
HuTpariap wMukaopura acocnanu0 (Tomuxos ILIL., 2004), sugorenman NO
cuntazanudr daomwmru (eNOS) (Cymbae B.B., Scunckas W.M., 2000),
unaynuoen NO-cuntaza (iINOS) (BaBunosa T.II., Ilerposuu HO.A., 1991),
nepokcuauTpuT MUKAopu (ONOO’) (N.W.Kooy et al.,, 1994; AsumoB P.K. Ba
Komapun A.C. momudukanuscu, 2005) anuknaagu. [IpookcuaaHT TH3UMUHHUHT
XOJIaTH JIUTUJUTAPHUHT TIEPEKUCITN OKCHJIAHUIIMHUHT XaM OUpJaM4u MaxCyJIOTH
— nveH KeToniap Ba aueH konbrorarinap (I'aBpwioBa B.b. u coaBt., 1984), xamma
WKKAJIAMYU MaxcyjaoTH - majoH auanpaeruau (MA) (Auapeesa JI.M. Ba Gomik.,
1988) Mmuxnopu O6yiinua 6GaxoiaHIu.

AHTHOKCHAaHT TU3UMHUHT Xosiath COJl Ba karaiaza MUKJIOpUra acocIiaHuO
6axomanau. COJ daommuru Mxutpsa B.I. Ba Oomk. (1978) ycynuaa, karanasza
daommurn — Kopanuk M.A. Ba Oomk. (1988) ycynuaa anuknanau. bynpan
TalTKapyd aHTHOKCHUJAHT THU3UMHUHT (AOJUTUTH DPUTPOIUTIApAATH YMyMHUH
rnytatioH (GS), oxcupgnanran (GSSG) Ba tuknanran (GSH) miyratuon
MuKaopiaapu Hypau crnekrpodoromerp VIS-2100 (LTD, China) épmamuna
O6axonanau (Yepuwimop B.I., 1983), my xymiagaH DIyTaTUOHIIEPOKCHAaas3a,
IyTaTHOHPENyKTa3a, TIyTaTHOHTpaHcdepaza aKTUBIUTH Oyitmda OaxonaHau
(Bnacosa C.H. Ba 6omik. 1990).

Konparu 2,3 JI®T" Ba AT® muxnopu Bunorpagosa M.JIL. (1980) ycynuna
AQHUKJIAH]H.

S”pTa MOJIEKYJIAIN MENTUIJIapHA (VMH) KOH miasmacuaa M.S. Manaxosa
(1995) ycynu O6wmman Tekmupwiaa. Maxcyc OMOKUME M3JIaHUIIIApH | eMaTomorws
Ba KoH Kyihum UTHUHUHT KOH ypHUHEM OoCyBuuM saboparopusicuaa (1ad. Myaupu
[lIeBuenko JI.W.) yTKazmman.

VYnwrparoBym tekmmupysu PHILIPS HD6 konBekc narunk épmamuna C5-2.
3,5 mI'n yTrazunau. YU3uKIM KOH OKUII TE3JUTH CM/C COHJIapUAa YI4aH/IH.
TankukoT/Iap HaTHKAaCHJ1a OJIMHTaH MabJIyMOTIAPHUHT CTATUCTUK TaXJIUIH
yrrazuwiau (I.®. Jlakun, 1990). Tagkukot Hatuxkanapu Statistica 6.0 Microsoft
nporpammacu €paamua, CThIOACHTHH ~KPUTEPUSICH KYJIJIaraH X0Ji1a TaX Ui
KWIHH]IH.

VTKa3wIraH qaBoNan JacTypHHUHT TypH OYitnda GeMopnap Kyinaaru
rypyxjaapra 6ynunau: 30 Hadap 6emop - 6a3uc gaBo kadyn kuiaras; 70 Hadap
6emop — 6asuc naso + [mytuon Ba Copbuton npenapariapuHu Kalyn KWwira, 65
Hadap 6emop — BK/I onran, 37 nadap 6emop - BK]I + I'mytron, CopOurton kalyin
KHWJITaH.
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HMuccepranusinuar  «Taagkukor rypyxugaru CBI'C  GemopjiapuHuUHT
KJIMHUMK MaH3apacu» J1e¢0 HOMIIAaHTaH yYMHYM 000MAa TaJKUKOT TypyXuaa
CBI'CHMHT KJIMHHMK KEUUIIW TaXJIWJ KWJIWHTaH. Y TKa3WiraH KJIWHUK TaJAKUKOTIIap



Oapua Oemopiapja XOJCH3JIMK Kaij ASTUIMIIMHUA KypcaTau. AitHu mnaitoa Oy
rypyx 6emoprnapuHuHr 74% na YTkuHuM xoncusnuk Ba 20% Oemopnapna sca
JTOUMHUM XOJICM3JIUK Kaha »Twiau. SlHa Oup kym yuparan mukosat — 82,1%
O6emopnapaa ykynaH KeWHuH 3pTanaOKu TeTUKIMKHUHT UYKJIUTU KAl STUIAM. V3
HaBOatuga 82,1% Oemopma YHr KOBypFa OCTHIA OFpHK, Xyagu my Qous
o6emopmapaa KopuH nam Oymumm, 69,9% Oemopaa yikyHuHTr Oy3wnuiiu, 67,8%
oemopna ka03usatT, 60,2% Oemopna Oom orpuru Ba 60,2% Oemopna omauid
KUCMOHMI MEXHAaT/laH KeHMUH TOJIMKHUII CUMIITOMJIApU Kaij stuwiau. bemopniapaa
Ky3aTWJIraH KIWHUK  MaH3apaJlapHU  YyKyp  TaxJwiud  Oapya  KJIMHUK
CUMIITOMJIADHUHT HWKKA TypyX — MHTOKCUKAlMsl Ba JUCIENTUK CHUHIPOM
JoWpacujia HKAHIUTH MabliyM Oynau. PDous xucobOuaa TaxJIUi KWIMHTAH[A
WHTOKCUKAIUg cuHApoMu 64% Ba aucnentuk cuHapoM 36% Oemopna Kauna
srunau. KysaryBmarm Oemopnapna yTkaswiran TaakuKoTiaap Oy rypyxra ¢aon
UTOJIN3 JKAPAaEHUHUHT XOC 3MACIUTMHU Kypcatau, sibHU AJIT kypcaTKMUMHUHT
MebEpan 5 Gapobapra opTuild Ky3aruaMaau. Akcapuar oemoprnapaa (95 nadap,
48,5%) AJIT xypcarkuun Mebépaad 1,5 - 2 6Gapobap OIIMK SKAHIUTUHU KYPCAT/IH.
[Mact mapaxkagaru muronus spHU AJIT kypcarkmunHuHT MebEpaan 2 - 3 maporaba
oprumu 54 madap (27,6%) Gemopiapha Kaim STHIAM. YpTaua gapaxanaru
uuronn3, sbHU AJIT KypcarkuuymHUHT MebEpaaH 3 - 5 Maprarada optuiuu 3ca 47
Hadap (23,9%) Oemopnapna kaiia >TUiaud. AMHU MaiTaa, Ky3aTyBaaru 6emopJap
TYpyXH YUyH SKKOJ OMIMpyOMHEeMHs XOC sMaciuru Xam kypcarunau. [llynucu
KU3UKKH YMyMUW OWIUPYOMH Ba YHUHT (Ppakiusiapyd MHUKIOpU OuiIaH THMOJ
CMHAMacu KypcaTKuwiapu ypTacuja HIIOHAPIW Japaxaaard y3apo OOFIMKIUK
(p>0,05) ykmuru xypcarungu. Ly Ounan Oupra, KIMHMK CHUMOTOMJIAp Kailn
STUIUII KYJaMU TEHOTUI TypH, BUPYC IOKJIaMacH Ba ILUTOJU3 KapaCHUHHUHT
daomuk napaxanapu OuiiaH y3apo OOFIMKIMK MaBXKy[ SMaciurd KypcaTuiau
(p>0,05). AiiHM mnaWTAa, KAaCAUIMK JAaBPUHUHT Yy3aluIM OuWjaH KIMHUK
CUMIITOMJIap KYJIaMH, XyCycaH, HMHTOKCHUKAIIMOH CHUHIpPOM Oelrujiapu Kyiaamu
Vpracuga O6ornukiuk Kaia stungu. (p<0,05). CBI'CHu KIMHHMK KYpUHHUIILIAPUIA
WHTOKCUKAIIMOH CHUHJIPOMHHHM TEKIIUPWIraH OeMopiapia €TaKdd HKaHIUTHHU
uHOOAaTra OJraH XOoJiJja Ba KeHMMHYAIMK Jaboparop TaAKUKOTIap HaTHKalapuHU
MHTOKCUKAllMOH CHUHAPOM Japakacura Kapad Takcumiaml Y4YyH KyHuJaru
OaBocuTa OenTWIAl KUPUTWIIW: CHTUI Japaxka — | - 3 Ta cHUMIOTOM Kaiija
ATUJIUIIN, YpTa Aapaxka — 4 - 6 Ta CUMIITOM KailJl STUIMIIN Ba SKKOJ Japaxa — 7 -
10 Ta KNIMHUK UHTOKCUKAIIMOH CUMIITOMJIAP KAl STUJIUIIN.
Huccepranusinunar « Tagkukot rypyxugaru CBI'C 6emopiiapuaa uMMyH
XyKaipaBuii BA HMMYH-PeryJsiTOp KypcaTKMwiap TaXJIWJIn» 10 HOMJIaHTaH
TYpTUHYM 600uAa Xy>KalpaBuil Ba ryMOpall UMMYHHUTET KYpcaTKU4uIapH,
SULTAFJIAHUII Ba sUUIMFJIAHUIITA KapIIy UATOKUHIIAp, my x)ymianad MOH-a,
N®DH-y Ba antu-UdDH-a xypcarkumnapu 6emopiaap Ba Ha3opaT (COFJIOM KHUIIUJIAP)
rypyxu OMJIaH KUECUHM TAalIXUCOT HaTHKaJlapu Kentupuiarad. bemopnap rypyxuna
(1-pacm) corom mraxciapra HucOaTaH JICUKOIUTIIAP Ba TUMQOIUTIAPHUHT
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MUKJIOPY HWUIOHApJAM paBUlJa MacaraHJIUMI¥  aHUKJIaHad. bemopmapaa
uMMyHoperyistop uHAaekcuHn (MPU) wmonapnu paBumiga Ha3opar Typyxu
Kypcarkuwiapura Hucbaran mnacavmmm (1,06+£0,07 Ba 1,7+0,07, Tterunuiu



paBumga) CD4+ numdornumiapuan MUKIOPUHU Tlacalumy Ba, akcwHda, CD8+
mumboruTiapuan  kymavinmm (27,6+0,58% Ba 35,3+£1,2%, Terumuim paBHINa)
OWJIaH U30XJIaHAIH.

Acocuii Typyx OemMopiap KOHHJA XyKaiipa aronTo3u MapKepiapu
xucoOnanran CD95+ nuMdouuTiapuHUHT Ha30paT rypyxra HucOaraH FOKOPUIUTH
anukmanan (24,8+€1,21% Ba 17,940,8% terunum pasumniga). CBI'C G6emopmiap
TypyXyJa Ha30opaT TypyXH KypcaTKudjiapura HucOaTraH TymMopand MUMMYHHTETHH
n(honanoBUd KYpCATKUWIAPUHUHT MUKJAOPHU MILIOHAPIIM PaBUINJIa OLUTAHINIY Kan]
stunaun:  IgA  (159,146,0mMr% Ba 108,0£9,7mMr% terunum pasumga), IgM
(119,0£5,84mr% Ba 84,5+5,1Mr%), mynnaii pacmaa xam UK (Hnpuk Ba KUYUK)
KYpcaTKuwWwiapyd Hazopar TypyX KypcaTkuuigapura HucOaTaH IOKOpH Japaxaia

JTpaghomspra@05) skannury anukiaanan. Hetitpodumnapuuur garomurap dhaomurua
Se%fﬁcﬂﬁ rypyxJa Ha3zopaT TYpyXH KypcaTKhdjiapura HHCOAaTaH FOKOPH SKAaHIWTH

HdbA, D3+, %abapKHUHT UITIOHAPIN dKAHIUTH Kaia stunmanu (p>0,05) (1
TML CD4+,%
P CD8+,%
- HPH
)5+, %%
’ (CD4/CDS8)
%
CD38+,% CD16+,% e
CD25+,% CD2H,% s

s COFIOM KR T rap

=== Bl C bemopaap

rypyxmu, n=67

1-pacm. CBI'C 0emopJiap rypyxmuia HMMYHOJOTHK KypPCcaTKU4JIap.
Ocnarma: * - Hazopar rypyxura Huc6aran uionapiu (p<0,05) papkHuHT
MaBXYIJTUTH
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Texmmpunran OeMopiapaa SUUTMFJIAHUIIHU YaKUPYBYM IIUTOKWHIIAp HYKJA
KYpCaTKUWIAPHU KapaMma-KapIIWiaurd Hamo€H OVynnu. AivHu mnadtoa, WII-1B
(2,4+£0,15 nr/mn Ba 4,32+0,35 nr/mn terunumn pasumiga) sa MJI-8 (10,8+0,42
nr/mn Ba 32,2+1,9 nr/mn Terunui paBuIlga) MUKAOPJIAPY WIIOHAPIH Japakana
nacairagmga, ®PHO-o vu muknopu (8,9+0,41 nir/min Ba 5,8+0,27 nir/mi, p<0,05) aca
UIIOHApAM Kynauau. SAnnurnanumHu OenrunoBun WNJI-4 Hazopar TypuXUHUHT
Kypcarruuiapura Hucbatan ukku Oapobapra omau (4,1+0,16 nr/min Ba 2,35+0,17
IT/MJT TETUTIUIA PABUIIIA).

CBI'C 6emopnapuna M®PH-o Muknopunu umoHapiau macaiumu (p<0,01)
NH®-y »ca wumoHapau OpTUIIM HWHOOATra ca3oBopaup Ba Oy  XxoJjar
UHTEPPEPOHOTEHE3 XYCYCUATHHM akc J3Trupagu (pacm 2). OmubO Oopunran
TaAKUKOTIAD HMMMYHOJOTHUK KYpcaTKuwiap OwWiaH BHPYCHMHI T'€HOTHIIH,
BUPYCHHUHT IOKJIaMa Japa’kacu, TeMaTOlMTIAp IUTOMW3H Japakacu Ba KIMHUK
WHTOKCUKAIIMOH CHUHIpPOM OuiaH OOFIMKIUK (apkauiaura (p>0,05) uykmuruau
AHUKJIAU.

25,0
20,0
15,0
323 10,6
10,0
10,8
8,96,38,3
5,0 0,0 NnJI-8 /M
/M
5.8 nr
2,4 4,1 NDOH-g + 0r/Mia UH®-y
6.9 nr/mJi
4,32,4 +* OHO- + * ) T/ MJI
W-4 WI-1p nr/mJua

*

Cornom kummnap CBI'C 6emopnapu

2-pacm. CBI'C 6emopiap rypyxuaa sulJIMFJIAHAI B STJTHFJIAHUINTA Kapiid
HUTOKMHJIAPHUHT KypcaTKu4JIapu
MaBKY/TATH
Ocnarma: * - Hazopar rypyxura HucOarad umoHapiau papkauar (p<0,05)
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HMuccepranusinuar  «Taakukor rypyxuaaru CBI'C  0emopaapuaa
NPOOKCUIAHT Ba AHTHOKCUAAHT THU3UMJIAPHUHT XO0JaTH» 10 HOMJIAHTaH
oemmnun 606una CBI'C OGemopnap rypyxujia MpOOKCHUIAHT Ba AHTHOKCHUIAHT
TU3UM XOJaTUHU YPraHull HaTWKAJIApU KeATUpWIraH. TagKUKOTJIApHUHT Oy
O0OCKMUYMZa HUTPOOKCHUIEPTHK KapaCHIApHUHI KyldaMuHU akc 3TtupyBun NO,
INOS, eNOS kypcarkuunapuauar CBI'C O6wman orpuran 6emopriapaa (haomimk
napaxanapy YpraHwiid. YTKasHiraH TaIKUKOTIAp acoCHil I'ypyX Gemopiapuia
NO MukI0pH COFJIOM IypyX Kypcartkuunapuaan ¢gapk kuimaciaurd (19,4+0,37 Ba
17,9+0,88 mxmomns/n, p>0,05) kaitn stunau (1-xaBaBanm). AWHHM MalTaa, aCOCHIMA
rypyx 6emopnapuna iNOS mukgopununr dapkiu (p<0,05) xymaitumm (0,73+0,01
Ba 0,28+0,01 wmxmons/mun/mi) Ba akcuHya eNOS MUKIOPUHUHT (papkiu
kamaitumm  (7,33+0,17 Ba 14,6+0,73, p<0,05) anuxmanau. Tagkukormiap NO
metabonmumiapugan oupu — ONOQO KypcaTKMUMHHM acocuil TypyX Oemopiapuia
tokopu (0,67+0,01 Ba 0,12+0,01, p<0,01) sxanmuruan Kaig >tau. CBI'C Omman
ofpurad Oemopiiapa WHTOKCHKAIMOH CUHIPOMHUHT TATOTEHETHUK acoCIapuHU
ypranuimi y4yH Xyxadpa MeMmOpaHaJapuHUHT EMUPWIHII KYpcaTKUWwiapu -
munaaIapHuHr nepekuciau okcumianumu (JIIO) ypranwnau. Xycycan, CBI'C
Owran ofpuraH Oapua Oemopriapiaa OuwpraMyM Ba WKKWAJIAMYH JIAITHAIJIAPHUHT
nepekucau  okcuiannmu (JITIO) kypcarkuunmapuHUHT  (HaoUK  Oenruiapu
anukianau (1-xansan). ByHna AueH KETOHMHM, TUEH KOHBIOTATIApUHU, MaJIOH
TUaNbJIETH]] JapakaCUHU COFJIOM TypyX Kypcarkuwiapuaad dapkim (p<0,05)
y3rapunuiapu Kailg 3TWiau, Oy 3ca SHIOTCH WHTOKCUKALMUSHUHT JIapa’kacUHU
Kypcatn® OepyBYM acocwii KypcaTkud ne0 Kaiia >twigu. TaakuKoT kapaéHuaa
AHJIOTEH WHTOKCUKALMSHUHT SiHA OUp KYpCaTKU4u — YPTaMOJEKYJsp MEenTHAIap
(YMII) MUKZOpH VpraHwimd. YTKAsWiraH TagKUKOTIAp acocHil  rypyx
O6emopmapuaa Oy KypcaTKud COFJIOM Typyxra HucoOarad 1,5 Gapobap FOKOPHIUTH
aHukianau  (1-xagBan). MabayMKH MaTroNOTHUK SKapa€HIApHUHT  KEUUIIUAA
antuokcuganT Tu3uM (AOT) »xyma karra axamwustra sra. CBI'C Gemopiap
TypyXyja OKCHJyIallira KapIIWINK KypcaTyB4d IIIyTaTHOH MUKJIOPWUHU aHUKJIAII
HATWKAJIApU WYKU MYXUTHU CAKJIOBYM TIIYTaTHOH TH3UM (DAOTHUATH HWIIOHAPIH
paBuiga Oy3WITaHJIWTHA Kaija HSTwigud. bemopmapia TUKIaHTaH —TIIyTaTHOH
KYpCaTKW4Yu KECKUH - JIeApiu UKKH OapoOap macairaH. by xonar miyratuoHra
OornaHraH  (QepMeHTIApHUHT  cymnpeccusicu  OwiaH  keuud  Oopaju.
I'mytatnonnepokcuaazanu GaoyTUTH COFJIOM IIaxCIapHUKUTa HUcOaran 1,8 mapra
nacavigu (l-xkanmBam). [nmyratmoHpenykTa3aHuHT (AOUIUTH XaM  UITOHAPIU
dapknaHau, JEKMH YHMHT TAcaiMIll Japakac KEeCKHHAAH WHUPOK HSIHU.
Okcymnanran miyratnoHHM Tukinam yayH HAJIOH monekymacu 3apyp yHUHT
nonatopu 6ynu6 I'-6-OII" xucobmanaan, Ba 1y OwiaH Oupra yHUHT (aoJUIUTH
WIIOHApPJM paBHIa Tacairanu Kalg HSTtuiaau  (1-xaasan). Vrkasunran



V3JIAHUIIJIAD TPOOKCHUJIAHT Ba AHTUOKCUAAHT TU3UMIIAPU KYpPCaTKUUYIAPUHU
UUTOJIN3 YYKypJWTH, BUPYC IOKIamMacu japaxacu, C BUPYCHHU T€HOTHUIIH
ypracuga MIIOHAPIW y3BUNIMIMHU NUYKIWTMHUA Kypcarau. KelnHru tTagkukoTiap
MPOOKCUAAHT Ba aHTHUOKCUIAHT TU3WMJIADMHM WHTOKCHUKAIMOH CHHIPOMH OWJIaH
y3BUN OOFJIAHUIIIUHU KYPCATAH.
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1-skaaBaJ.
CBI'C rypyx G6emopJiapuaa TypJy HHTOKCUKALMS Japaxajapuaa
NMPOOKCHJIAHT Ba AHTHOKCHIAHT TU3UM KypcaTKuwiapu, n=196

(M=m)
buoxuménnii Cornom bemopnap Typiu HHTOKCUKALIVS
KypcaTKudaiap KUTIATIap HUHT JTapaxkajgaru Oemopiap Typyxu
(n=20) YMyMHI
rypyXu L rypyx II rypyx I rypyx
(n=196) SHT U Vpra, SKKOJ,
(n=49) (n=74) (n=73)
NOX, MKMOJIB/TT 17,9 19,4 18,7 19.9 20,3
+0,88 +0,37 +0,49 +0,76 +0,80
eNOS, 14,6 7,33 7,15 7,60 7,37
MKMOJIb/MUH/MJT +0,73 +0,17* +0,25 +0,29* +0,39*
iNOS, 0,28 0,73 0,70 0,75 0,76
MKMOJTb/MUH/MJI +0,01 +0,01* +0,02* +0,03* +0,03*
ONOO, MKMOIB/1 0,12 0,67 0,65 0,67 0,70
+0,01 +0,01* +0,02* +0,02* +0,03*
Jueno 0,32 0,64 0,64 0,62 0,66
KETOHJIApH, OTH. +0,02 +0,01%* +0,02* +0,02* +0,02%*
En/mo
Juen 1,07 1,79 1,66 1,76 1,91
KOHBIOTATIIapH, +0,06 +0,03* +0,05*e +0,06*# +0,06*#§
otH. En./mn
MJIA ,aMOJIB/MIT 2,50 3,61 3,62 3,49 3,73
+0,13 +0,07* +0,15* +0,11* +0,11*
VMII, y/e 9,79 14,02 11,9 14,86 14,6
+0,09 +0,28* +0,35%e +0,49*# +0,45*#
Karama3za,Mxat/miu 22.8 50,1 52,4 50,1 48.6
+1,04 +0,96* +1,82* +1,50* +1,65*
CO/, Mxr./mn 36,1 38,6 40,8 38,6 37,0
+1,52 +0,84 +1,52* +1,34 +1,47
GS, MKMOJTB/MJL.3D. 453 23,7 28,2 247 19,7
+2,12 +0,45* +0,75%e +0,61*# +0,66*#§
GSH, MKMOIIB/MIL.3D. 43,2 22,2 26,5 23,2 18.4




+2,14 +0,45%* +0,75%e +0,65%# +0,64*#§
GSSG, 2,15 1,51 1,71 1,53 1,34
MKMOJTb/MJLAP. +0,15 +0,04* +0,06* @ +0,06*# +0,06%#§
I'P, 2,84 2,14 3,25 2,52 1,19
Mkmois/HAJID +0,13 +0,04* +0,12%e +0,06*# +0,05*#§
H/m un/Hb
I'TI, 583,5 3323 464,0 350,5 225,3
MkMoIb/GSSG/ +28,28 +6,17* +5,5%e +3,4%4# +5,0%#§
muH/Hb
I'T,MmxmomB/ 2,44 1,35 1,54 1,36 1,22
GSH/mun/Hb +0,11 +0,03* +0,05*%e +0,04*# +0,04*#§
I'-6-®/r, 5,5 4,39 5,01 4,41 3,94
MKMOJIb +0,27 +0,08* +0,21e +0,12*# +0,10*#§
HA1®/mun/Hb

OciarMma: * - COrjioM KUIoujiiapra HucoOaran HUIOOHApJIN (bapK MaBXyIJIUT'U;
# - I rypyxra HucOaran umoHapiu GapK MaBKy/UIUTH;
§ - Il rypyxra HucOaran uioHapiu Gapk MaBKyIJIUTH;
® —yMyMI/Iﬁ 6eM0pJ1ap K}"/pcaTKHquapHr a HHcOaTaH HIIOHAPIIN (papK MaBXYIJIMIH.
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Aitaan, iINOS Ba ONOO™ ¢paonaura MHTOKCUKAIIMOH CHHJIPOMHHUHT C€HIHII
napaxkacuuara OeMopiapaa yMyMuUd Typyx, OeMopiapura HucOaraH HIIOHApPIU
nacaiirad, Ba OemMopJjiapHU axBOJIM EMOHJAIINO MIMKOATIAPU KymairaH capu Oy
dapk uykypmaman (0,68+0,02 mxmons, 0,71+0,02 mxmons, 0,78+0,02mkMonb Ba
0,56+0,02 wmrmonws/n, 0,72+0,02 wmxmonsn/i, 0,70+0,02 MKMOJIB/I TETHILIA
paBuiga, p<0,05). JIIIO kypcaTkuuiapuHUHT WHTOKCUKALUS Japaxanapu OujiaH
OOFJMKJINTUHYU YpraHuiira OarulllJlaHTaH TaJIKUKOTIap (pakar JUeH KOHbIOraTiap
WHTOKCHUKAIIMSA Japakach OWIaH XaMOXAHT Y3TapHIIMHHM Kypcarau. [JTyTaTHoH Ba
rIytatuonra  Oornuk  depmeHTiapHuHr  Ba  [-6-OJI[HUHT  daommuru
KYPCAaTKUWIAPUHUHT MACTIUTY WHTOKCUKAIMOH CHUHJPOMHUHI SIKKOJ Japakacuaa
Kaiin oAtunau. [PHuHr daomnmuru y3rapuiid AUHAMUKACH Y3uUra KU3UKUII
yitroTaau. THTOKCUKAIIMOH CHHAPOMUHM eHTHII maknuaa ['P paommruan keckun
OLIMIIM Kalj 3Tuiaub, Oy y3rapuil ymMyMuid TypyxX OemopiiapHUKWTa Ba Ha3zopaT
rypyxura HucOaraH UIIoHapau 31u. NHTOKCUKAIIMOH CUHAPOM YyKypJlallraH capu
I'P daonmnuru nmacaitu6 6opanu Ba 3HT nact gapaxacu I rypyxna Hamo€n 6yau,
OuHOOApWH yimapja MHTOKCUKAITMOH CHHIPOMIa XOC IIUKOSATIAp XaM Kym 3¢ (1-
JKajBan).

I'myratnon Tu3uMuHWHT Oapua ¢depMeHTIapu opacuaa WHTOKCUKAIIHS
napaxacu OwiaH Oup HyHamumiga y3rapyBun ¢epmeHT [Tl sxkaHIuru aHUKIaHIH.
By XxonatHu sHama OMAMHIAINTUPHUIN YYYH TYpJIUd MHTOKCUKAIMS Japa)cajapujia
I'lT mapakacu aHUKJIaHAM Ba MIyTaTUOH TU3MMHUHUHI KOMIIEHCAIUSl Japakacuja
I'TT daommruan 30% rada kamaiumui, cyOkoMmreHcanus mapaxkacuga [TI
daommruauHr 30% man 50% raya kaMauImM Ba aekoMIieHcalus napaxacuaa [Tl



daomwmruHuEr 50% MaH Ky KaMalWIM aHWKIAHIH. YTKa3WIraH TaaKUKOTIAp
[JIyTaTUOH  CTUIIMOBYMJIMK  JKapa€HM  WHTOKCHKAIUMS  Japakach  OuiaH
OOFMKIUTHHU Ba 11y Owian Oupra Oumoxumuk Y3rapunuiap CBI'C HM KIMHHK
HaMOEH OViuIIaH aBBasl OONUIAHUIITMHU Kypcatau (2->xaaBa).
2-:xaaBaJl.
CBI'C 0emopsiapuia riiyTaTHOH €eTHIIMOBYMJIMK BA MHTOKCUKAIIUOH
CHH/IPOM JIAPAKAJIAPH OPACHIATH Y3ap0 HUCOAT

I'myrarnon Typnu uHTOKCHKALIKA Japaxalapuaaru 0eMmopiap rypyxu

€TUITMOBYMIT

UK J1apaxkacu I rypyx I rypyx I rypyx
EHIUJI ypra SIKKOJT
(n=49) (n=74) (n=73)

Komniencarus (40)81,6%+6,9* - -

Cy6rommeHcanmst | (9)18,4%+6,9* 2 | (55)74,3%+6,2* ! -
JleKoMIIeHCAIHS - (19)25,6%=+6,2% 3 (73)100% *
Dcnarma:

* - p<0,05 mIyTaTHOH ETUIIMOBYMIIMK Japa)kalapy ypTacuaa UILIOHPaIn (papK MaBKyIJIuTru
1:23_ p<0,05 GesrmIanras rypyxiap opaciia HIIOHAPIH (apK MaBKYUIATHL.
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Huccepraumsiunar  «Taagkukor rypyxuaaru  CBI'C  Oemopiapuaa

XyKaiipa 3HeproTabMMHOTH Ba TMIIOKCHUSICH XO0JATH» 1€0 HOMJIAHTaH OJTHUHYU

6o6una CBI'C Ounan orpuran Gemopiapia TYKHUMa Xy>KalpalapuHUHT TUIIOKCHS

Ba SHEPreTUK XOJAaTHUHHU aHUKJIAm y4yyH sputpouutap 2,3-JPI" Ba AT muknopu
yprauwiau (3-xaaBan).

3-:KaaBaJ.
CBI'C 6emopaapuaa Typ/au HHTOKCMKanus gapaxainapuaa AT® Ba 2,3-JI®I
KypCaTKH4JIapu
buokumés Cornom bemopn Typau uHTOKCUKANUA
1701 KUIIWIAp ap HUHT napakanapugaru Oemopiap rypyxu
KypcaTkuy (n=20) YMYMHA
map rypyxi Irypyx 1T rypyx I rypyx
(n: 1 96) CHI'UJI ypTa SAKKOJI
(n=49) (n=74) (n=73)
ATO, 19,6+0,26 | 4,8+0,15*% | 7,4+0,28* | 4,4+0,17*' | 3,5+0,13*>
Mmr/100 mo
2,3 1®I, | 5,61£0,19 | 10,4+0,19% | 8,9+0,32* | 10,4+0,28*" | 11,54+0,30%>
MKMOJIb/MJT




Ocnarma: * - p<0,05 cornom kummiapra HucOaTaH UIIOHAPIH (papK MaBKYIUIUTH;
123_ »<0,05 Genrumanras rypyxaap Opaciaa HImoHapiu (GapK MaBKy/UTHIH.

VTKkasunran TaakuKoTIap acocmii TypyX Oemopmapna AT®  mukmopu
dapkau pasumaa (p<0,05) nmacaiirannuru Ba 2,3-J{®I" muknopu dapkau (p<0,05)
paBuIga KYTIalraHInuru aHUKJIAH]TH. Ketinnru TaJIKUKOTIIAP oy
KYpCAaTKUYIAPHUHT BHUPYC TEHOTWIIM, BUPYC IOKJIamMacw Ba LUTONU3 (HaOJUIUTH
Japaxanapu OwigaH OOFIMK OSMACIUTMHU Kypcarau. AKCHHYA, YTKa3WiIraH
TaIKuKoTiap xyxkaiipasuit AT® Ba 2,3-J/IOI" MuknopinapuHu y3rapuiivHu
MHTOKCHKALIUA CUHIAPOMUHHUHT Aapa)kanapu OuiaH y3BUil OOFTUKIUTUHA
KypCaTrau.

Vrkasunran xoppensuus HaTwkanapy AOTHHHT eTakun Kypcarkuau — ITI
Ownan acocuii UMMYHOJOTHK (aommuk kypcarkuun — ®HO-a (r=-0,28), xamaa
HUTPOOKCUIEpPIruK kapaéH kypcarkuuun — ONOO'(r=-0,16), JIHIO kypcarkuum —
nueH Koubtloramiapu (r=-0,16) Ba »HAOTEH WHTOKCHUKAIUSHUHT J1labopaTop
mapkepu — YMIT (r=-0,18) ypracuna MaHdui GOFIMKIMKHE KYpCaTiu, Xyxaiipa
sHepretuk kypcarkuun — AT® Ounan I'Tl (r=0,16) ypracuna Ty¥pu KOppeasiuoH
OOFJIMKIIMK Ba TUNOKcHs Kypcarkuuu — 2,3-JIPI" ypracuaa MaHnpuil KoppensiuoH
OoormuKIHK (1=-0,17) Gopauru aHUKITaHIH.

IOxopuna xypcarwiran acocuil MaTroIOTHK kKapaHiap KYypcaTKu4iapuHU
Vpuuau anukiaran xonga CBI'C Ounan orpuran Oemopriapia MeTaOOJIUK
ajanTtanys MEXaHU3MIIADUHUHT CYpPYHKalu HH(EKIUS MapouTUAard Yn3Macu
upomnanad Oepwimu (3-pacm). Xycycan, HCV oprammsmma Thl/Th2 ummyn
TU3UMHUAA NUCOAAaHCHU XOCWJI KWinO, WHTepGEepOH TU3UMHHHUHI CyCalMIIN Ba
OOIIKA IUTOKUHJIAPHUHT JUCPETYISIUSICUTa Ba HMMMYHKOMIUIEKCIApPHU TMal0
Oynummra onud kenaau. Alnu naitaa, Kyndep, UTO, darouurap Ba sHaotenuan
XyXaipaaap TOMOHHAAH KUCIOPOIHUHT SPKUH paguKauiapy UIiad YuKapuiaim.
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Kucnopognunr spkuH panukamiapu MUKaopuHuHr ommumu JIIIO peakuusiiapu
daommammmmra ca6a6 6ymagm'. JIIIO OMUIITAPUHUHT KOHIIEHTPAIUSACH OIIHIIH
HaTIKacuIa XyKallpaBuil ajanrtanus MEXaHU3MJIApH IMIakiuiaHaau. by xkapaénna
IyTaTHOH TU3UMH (paosmamub, KUCITOPOJHUHT SPKUH paauKaulapura Kapiru
kypauna ['Tlaunr ypuu karta. I'Tl yuyn ¢pepment-nonop ponuau GSH yiinaiiam,
Ba Oy xomarnma GSSGman GSHHu OumopereHepanusiciHu TabMUHIA0 Oepaaurad
sroHa depmentiap 6ymu6 I'P Ba I'-6-OIImup’. Bup katop Gemopnapma I'P
MUKJIOPUHM YMyMHUW Ba THKJIAHTaH [IyTaTMOH MUKIOpJIapu Macairanuaa
UIIOHAPIM OILUWIIM, OW3HUHT (UKprMH3Ya Oy Mypakkad THU3UMHUHI aJarTHB
3YpUKUIIMHN Tabpudnaian. by daommuk ¥3 ypHUIa OKcHIAII CTpECCH KapatHH
donmma mMemOpaHamapHu OyTYHJIWUTHHHU cakjaiira oaud kenmaau. KucmopomHuHTr
OPKUH paJuKaUIapUHU WHAKTUBIAIITUPUIIL MUTOXOHJPHUSUIAPHUHT  IIUIIUHU
Oaprapad stamu. by sca ¥3 ypuuaa Kpebc mnmknuna Hadac (epmeHTIIapuHU
daommuruan cakiamra Epaam Oepanu. [y Omnan Oupra kymmmua ATD wumnrabd
YMKApUII ydyH aHadpob IIMKONM3 kapaéHmapu daomnamann’. Ymoy sxapadunap
OKCHJUJIAIl CTPEeCCH XOJNaTuia XyKalpaldapHUHT HHEProAePUIMTHH OJJIUHU



onuIITra Ba OyTYHJIMTHMHU cakjamra épaam Oepaau Ba Oy Kapa&HIapHU TITyTaTHOH
ETUIIIMOBYMJIUTHHH KOMIIEHCATOp OOCKWYH €0 XxucoOmamn MyMKHH.

VY30K BakT AaBOM 3Trad npookcuaanT 3ypukuin CBI'C natorenesuga erakuu
YpuH sramad, acTa-CeKWH NIyTaTUOHHW TUKJIAHMII PEe3epBIaApUHM KaMalHIIWra
onmub kenaau. KucnopogHu HSpKuUH —paaMKaNIapuHU WHAKTUBJIAIITAPHUII
Kapa8HUHUHT CyCalWIIM MUTOXOHApHWsIap mmuimura cabad Oymamu Ba Hadac
3amKupy (PepMeHTIapUHUHT (PaoyuIUry macavummra onud Kenamau, Oy V3 ypHuma
XyKalpanapja SHeproae(uuuT PpUBOXIIAHMIIKATA ONMO Kenmaau. AMHM BakrTia,
XyKaiipa PpHUBOXJIAHTAH SHEProAePUUUTHU KylmimMya  (¢aoialiraH aHa’poo
[JIMKONM3 XHcoOura Tymmupaan. Xykadpaga MeTa0onm3M  Kapa&HIapUHUHT
Oy3WJIMIITM THUIOKCHUS PHUBOXKJIAHUIIMIa cabad Oymaam, Oy xomatr Oemopiapiaa
2,3-1PI" mukopu opTraniauru OuiaH Hamo€H OViaau. by OOCKWYHM TJIyTaTHOH
€TUIIMOBYMIMTHHUHT CyOKOMIIEHCAlUs JaBpu Aed 0axoan MyMKHUH.

[Ipo- Ba aHTHOKCHUJAHT THU3UMIIAp YpTacujard Kapama-KapIIMIMKHUHT

KeWMHTrH OOCKMYM TJIYTaTUOH THUKJIAHUII PE3ePBIAPUHU KECKUH TaCaWuIIy,
XyXailpaHu SHEPreTHMK NOTEHUUAJIMHU IPOTrpeccCUuB Tap3aa Kamaiuiu, Oy 3ca
AT® wmuknopu mnacaiimd6 kommeHcarop tap3aa 2,3-J®@I'nuar xynaitummaup,
aNTUITaHJIApHUHT Oapy Xy KalpaHWHT YyKyp TUIIOKCUSICUHU TabpuIaiu.
Kypub® uumkwiran skapaéniap XykallpaHu Xajokarra oiau0 Kenaau, TYpFyH
SULTAFIAHUL, KUATAP MAPEHXUMACUHU CKJIEPO3JaHUILINTa Ba KEMMHYAIUK LHUPPO3
IIAKIAHAIIATa  oMu6  Kemagw'. By GOCKWY Xakmd paBMIIAA DIyTaTHOH
ETUIIMOBYMIIUTUHUHT JIEKOMIIEHCAIMsl OOCKUYH Je0 ITUI MyMKHH.
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Th-1 u Th-2 numdonutnap ypracuna HCV myBo3zanar Oy3uiniin

HMMyHOKOMIIIIEKC skapa€Hiap Ba TYKUMa
ayTOArpeCcCUsICHHUHT PUBOXKIIAHHIIH
Wurepdeponorenes cynpeccuscu

HuTrokuHnap qucperymnsuuscu
DOHO-0 akTHUBIAIINIIA

Komnencanus 6ockuuu
[myTaTHOH TH3UM aKTUBALHASCH



GSH nunr I'TI épnamupa spkun O, paiuKaysIapuHUHT HTHAKTUBIAHTUPHUIIN
Kyndep, UTO, darouurap Ba sHm0TENHMAN XyXKaipanapAaH KUCIOPOJ dPKHUH paJuKaNIApHHUHT U0
YUKAPUINIIN

JITTO akTUBIAIIXIIA

CyOKoMmeH I 60CKAIH
['myTaTHOH TU3UMHHMHT (DAOJUTHTMHUHT KaMaiUIIN

IGSH u |I'TI
JlexomneHcanus 60CKHYIN
I'myTtaruoH TH3uM GaouturuHuHr uykyp cyuumm | |GSH u | [T'TI

GSSG MHUKIOpPHHUHT OPTHIIIH
AOP P 1 I'P aKTUBIUTMHUHT

1 GSSG | TP
1 GSSG || TP

OIIHIIN
GSH 6uopereHpanuscy OpTUIIN

GSH 6mopereHpanussCHHUHT 3YPUKHIITH
| T-6-o1r

| HAf@H ! T-6-@I" GSH

O, 3pKUH paguKaNIApHHUHT HHAKTUBIAHUIIIN MUTOXOHJPUSIAD IIMITHHY OJITUHH OJIaH
1 I-6-dAI 1 HAA®H

O, 3pKHH paguKaJUIAPUHUHT WHAKTHBAIMSCHHUHT CYCAWHIIN BA MUTOXOHIPHSIIAP IIUIIH
OMOpEreHPAIMSICHHUHT KECKUH KaMaiHuIIu

MuToxoHIpUsIIap JIU3UCU
1| HAJI®GH

Hadac 3amxupuaaru pepMeHTaNIpHUHT aKTHBIMTHHUHT cakyianuiy Ba AT® ninrad yukapuin y4yH aHa’poo
IJIMKOJIM3HUHT (haoJUIaIUIIT

Xyxkaifpana MeTabon3M KapaéHIapUHIHT CaKIaHUIIN
Hadac 3amxupunaru GepMeHTIAPHUHT aKTUBIATHHUHT cycainmu Ba AT® unurad 4uKapui yayH KyImuMaa
aHadpOo0 TIMKOIM3HUHT (haOJUTAIIUIIN

Xyxaiipa runoKCHsCH
12,3-A0I
Xyxalipa sHeproaepUIUTH PUBOKIAHUIIH XyXKaiipa YIuMu

Pacm. 3. CBI'C meTadosimk aganranus ;kapaéHIaApUHUHT YM3MACH
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CBI'Cna xentupunran MeTaOONMK ajanrtainus xkapa€Hllapd YU3MaCHHH



xpcobra onub Ba OyHAa TIYyTaTHOH ETUIIMOBYIINTH OWJIaH SHEPTUSHU WILIA0
YUKapuil (YHKIUSICHHU C€TAaKYWINTHHA WHOOarra om0, TaOWuiKH, KYpuo
YUKUITaH JKapaéHimapHu OeMop oJaM OpraHu3Muja KOPPEKIUs KUIYyBYH
BOCUTAJIAPHU U3JIAI JIO3UM.

Huccepraumsiunar  «CBI'C  na maroreHeTHK Ba BHpYCra Kapuau
JABOHUHT CAaMapaJOPJUIUHU OIUPUID> 1¢0 HOMJIAHTAaH OJNTHHYM OoOwuma
MaKCa/lJIi MaTOTEHETUK J1aBojall JaCTypUHHUT WIMHK acociapu €puTHO Oepumira.
I'mytatnon  Tu3umuparu Oy3WIMILJIApHM — KOppeKIusIall — Makcaauaa Owus
Ucnanusna «Welfarm» ¢upmacu wmnua® uukapran y3 tapkubuga GSH Hu
caknmamauran  «lmytmon»  mpemapartMHu  KyJUIaguK.  l[JIyTaTMOH  TU3UMH
(baoNMATHHUHT ETHIIMOBUMJIUTUTA acociaaHu® OeMopmap 3 rypyxra OYJIMHIM:
IIyTaTUOH TH3UM ETUIIMOBUMJIMTHHUHI KOMMeHcanus 6ockuuugaru 6emopnap (I
TypyX), TJIYTaTUOH TU3UM ETUIIMOBYMWJIMTHHUHT CyOKOMIIEHCAIUs OOCKWYHUIAru
o6emopmap (II rypyx) Ba TIyTaTHoOH TH3UM ETHUIIMOBYMIUTHHHUHT JICKOMITCHCAITHUS
6ockuuugaru 6emopnap (III rypyx) vu Tamkun s>tau. Xap Oup rypyxaa 6asuc Ba
CUMIITOMATUK JaBoniaml Owiadn Oupra Inmytmon npenapatu 600 Mr cyTKaluk
no3ana 0,9% dusuonoruk spurmaga IpuTuinO, 10 KyH gaBoMuIa TOMUYMIIA0
FOGOPHIIM. YTKA3WITaH Tepanus TaakKuKoT Trypyxiapuia assamrn GS Ba GSH
KYpcaTKuwiapuaa MablIyM Japakazaa y3rapuil OopauruHu anukiaanam (38,2+2,83;
28,8+2,08; 30,8+2,43 MKMOJB/MJI.OP. — JABOJIAIIJAH OJJMH TETUIILIA PaBHUIIA;
36,4£2,69; 27+1,95; 29,1£2,3 mKmoib/MI.3p. JaBojaniaH KEWHH TEruIUIH
paBumina). Xycycas, | rypyx 6emopnapuia gaBojamigaH ojaauH Kaiia stunran ['T1
(466,1£36,7Mkmons/GSSG/Mun/Hb)  yTkasunran tepanusgan  kevmaru 11
(526,3+£37,9mxmons/GSSG/Mun/Hb) Vpracuna dapxim (p<0,05) y3rapuimn kai
STUAAU. AWHM TalWTAa [IyTaTUOH ETUIIMOBYMIIMTH CyOKOMIICHCAllUs Ba
nexoMrieHcarusi Oockuwiapugad (2-3 rypyx) Oemopmapuga [Tl nuHamukacuma
dapkau y3rapum Kaiin stunmaan. OJWHraH HaTuxkanzapra acocinanuO, [myTuoH
npenapatuan 600 mr cytkanmuk go3aga 10 kyH maBomuaa Kysutam ¢akaTruHa
[JTyTaTUOH ETUIIMOBUYMJIMTUHUHT KOMIIEHCAIMsd OOCKWYWJa Ha(IU HSKaAHIUTH
AHUKJIAH]H.

JaBonam pactypuHuHr kenHru Oockuuupaa II-III rypyx Oemopmapuaa
KYJUIaHWITaH BOCUTAHUHT CyTKanuk pgo3acu 1200 mr raga ommpud® 10 kxyH
naBoMuna Oepuinau Ba ymoOy aaBpaaH keiinmH GS, GSH Ba I'll mukmopnapunu
KOHLIEHTpAIMICH CyOKOMIIEHcAusi OOCKWYMAard Oemopiapia KOHMIICHCAIUs
rypyXu KypcaTKu4iapura, JIEKOMITCHCAITHS rypyXu OeMOopIIapuHUHT
KypcaTKuwiapu dca CyOKOMIEHCallus TypyXHMHH KypcarkuwiapuiaaH (apk
(p>0,05) bsmacauruau anuknand. Uy Ownan Oupra aiiman 11, III rypyx
oemopnapuga I'-6-®/I, 2,3-JIPT, ATD kypcarkuunapuaa JaBojialljlad OJJIMH Ba
keriuH (apxym Y3rapunr (p>0,05) kaiig aTrMau.

By XonaTHu maroreHeTUK KOPPEeKUHs KUIUII MaKCAAUIa, XyCyCaH, IIIHKOIU3
dbepMeHTIapUHU  MaKpOdPTrUK XOCWiajap OwWwiaH TabMHUHJAIL — Makcaauaa
CopoOuton (Imuna Pharm, CrnoBakus PecnyOnukacu) mnpenapatu [nmyTtnon
npenapatd OWIaH KOMOWHAIUSI XOJuAa KeWWHTH TypyX OeMopiiapuia TaakKuKOT
yrrazuwiau. CopOUTOIN ITyTaTUOH €TUIIIMOBUMIIUTH cyOKoMIieHcanus (n=13) Ba
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JeKoMITeHcarusi 6ockuammaarn 6emopmapaa (n=14) 250 mu gan xkyH opa Ne5 nman



KYIMaHWTIH. YTKA3UIraH Tagkukotnap Iimytnon+CopOuTon npenaparnapy Gunas
komIuieke Tapsfaa agaBosam [TI, T'-6-®II, 2,3-1DI, AT® kypcarknuiapuHUHT
OEMOpJIApHUHT MKKHU TypyXuaa xam ¢apkiu y3rapuiiura cabad oymau. XycycaH,
[I-rypyx ©Oemopnapuga AT® wmuknopu 4,0+0,28 npam 15,6+1,13 Mr/100mn
(p<0,05) ra, IlI-rypyx 6emopnapuna 3ca 3,1+0,21 man 8,640,6 Mr/100mx (p<0,05)
raya KyTapwiraHu Kaij sTuiaau Ba Oy Y3rapunuiap ailHu maitga Oemopiiapaa
WHTOKCUKAIlMA CHUMNOTOMJIAPUHM perpeccus Tapadra CHWDKUTAH. OJAUMH3IA
KYHWITaH KEWWHTM MakcajJ OJIMHTaH HaTwkKalap KaH4YaluK TYPFYHJIUKHU
TaBMHUHNA0 OepHIIM  SOM. YTKA3WIraH  KIMHHK-TA60paTop MOHHTOPHHT
Hatmwkanapu [- Ba II- rypyx Oemopnapuaa Xyxkaiipa TypFYHJIUTHHH TabMUHIIA0
o6epyBun (epmenTiap 6 oinan 12 oifraua, IlI-rypyx 6emopnapuga sca 2 oigan 3
oifraua cakyimaHu® Typa onumuHM kKypcatau. by xon Il-rypyx Oemopnapuia
y3aUTUPUITAaH Tap3aa METabONMK JaBoJall MPOrpaMMAcHHU YTKa3UITUMHU3Ta acoc
oynau. lactyp 1 #iun gaBommma Ill-rypyx Gemopnapuam Xap 3 oiia KOMIUIEKC
naBoyiain taaOupuaaH ubopar OYnau. TankuKOT sSKyHHMJIa OJIMHTAH HaTXKaiap
HadakarT TIYyTaTHOH TH3UMHU (EpMEHTIApH, THUIIOKCUS Ba DSHEPrOTaAbMHUHOT
KYpPCAaTKUWIAPUHUHT TYpFyH Xonja Oynumm, Oanku Oy peaOnuTalusHAHT
WHCTPYMEHTAJI TalllXUC KypcaTkuwiapu Owian wucOoTu cudaruga Typyx
Oemopiapuja Mmopraj BeHaJarn KOH OKMMH TE3JIMTHHUHT 0a3uc Teparus OJITMH
rypyxura HucOaraH WMIIOHApAM opTuluM Ky3arwiau (21,9+1,5; 18,2+1,2 cMm\cek,
p<0,05). by xo;m TaBcusl OTWITaH TMATOICHETUK JABOJAIIHUHT WJIMHUU
ACOCJIaHTAHJIMTHUIAH J1aioyiaT Oepasu.

Ketiuarn tankukotiap 65 Hadap Oemopia BHpycra Kapiid KOMILIEKC
naBoja — AJBTeBUp Ba pubOaBUpHUH mpenapariapunu 12-24 xadra mobaiiHua
Kytamgad ubopar Oynau. KnMHMK Ky3aTHILIapHU HATHXKaJaApUHU TaXJIWIH
O6apua xacammapaa BKJl HTmap maiimo Oynmummura ca6ad 6ynaum. Kaiin stunran
HTnapu taspudu 6yitnua 6emopiap MKKU Typyxra oynusamiap: 1-um rypyx - 18
Hadap (27,7%) 6emopnapuna BK]] naBomuna HTnap kaiia stunmanu; 2-4u rypyx,
— 47 nadap (72,3%) naBomam gactypu naBomuaa HTmap namoén Oynau, Ba
YAQPHUHT CIICKTPH XUJIMA-XUJI U, JHT KYT TPUTITITA YXIIIalll Ba aCTEHUK CHHIPOM
(89,5% Ba 84,2% Terunuin paBuiina) HaMOEH OVIIU. 2-4d YPUHHU JUCHENTHUK,
NICUXONATUK Ba apTpailruk cuuapomiuap (79,2%, 72,9% Ba 68,7% terunuu
paBuiiaa) srawiand. Akcapust oemopnapaa BKJ orup keunu. 52,1% Oemoprnapnaa
JaBOJIAlll JACTypy YTKAa3WITaH AaBpUa TaHA Ba3HUHUHT KaMalWIId KA STHIIH.
By xonar 16 nadap (24,6%) 6emopiiap BUpyC IOKJIaMacu MacauIImra KapamacaaH
JaBOJIalll KypCUJAH BO3 Keuuinura cabab Oynau. JlaBomam kypcuHur 12 um
xadpracuna 16 nadap (24,6%) 6emopnapa SKKOJI KaM KOHJIUK, TPOMOOLIUTONIEHUS,
AyTOMMMYH THPEOUIUT, Ba3H 10 Kr JaH OPTHK KaMaWWII XoJaTiapyu Ky3aTUITaHH
cababmu mmpoOKOp TOMOHMIAH JABOJAIl KYpCH  TYXTaTWiAH. Xyjnoca KWIuO
alitranza >xamu 65 Hadap 6emopnapaan 32 (49,2%) 6emop Typnu HTnap tydaitnu
JaBOJIalll KypCcUHM ojionManu. 12-24 xadra oxupujga YTKa3WIraH BUPYCOJIOTHK
tekmmpysiap 18 (27,7%) nmadap 6emopaa PHK-HCV xonpaa xaiin sTHiiMaraHuHH,
11 (19,3%) Gemopaa BUpYyC IOKJIaMacuja Y3rapuil OYJIMaraHjiurd Kailj STUIIH
(4-xanBain), spHU 32,3% OGemopaa mxoouit
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BUPYCOJIOTUK >kaBoO, 18,5% Oemopna canOuii BHpycoJoruk xkaBood, 49,2%



oemopna sca typau HTnap acocuma gaBonam KypcMHH YTKaza OJIOJIMAaraHiIuTru
KauJ1 STUJIIA.

4-kaaBall.
CBI'C rypyx 0emopaapuaa BKT camapagopiauru ouian HTinapHuHr HamoéH
OVJIMII Japakacu opacuaaru 00FJIMKJINK

Hoxys BK/] n1a Bupycosnoruk xaBo0 Hoxys
TabCUPJIAPHU BapUaHTIApU TabCHUpIAp
HI' OemMopiap B HaTHXxacuaa

rypyXuia Typiu Myc06aT, MaH((l))I/II/I, BKJI
JTapaxaja n (%) n (%) TYXTATWIIH,

HaMOEH n (%)

oynuim

I rypyx 6 (33,3£11,1%) 12 (66,7£11,1%) -

(n=18)

II rypyx 15 - 32 (68,1£5,7%)

(n=47) (31,9+5,7%) *

p>0,05
Kamu, 21 (32,3+5,8%) 12 (18,5+4,8%) 32(49,2+5,2%)
(n=65)

Ocnarma: *p — I Ba Il rypyx opacuia umoHapiu (GapKHUHT MaBXyUIUTH.

TagKuKOTIapHUHT KCHHUHT U OoCKHUHIa BK/IauHr HTnapuun
HaMOSHJIIMTMHK  OeMmopjapaa  JaBoJialll  JacTypWJaH  OJJMHTH  TPO-  Ba

AHTUOKCUJAHT THU3WMH  XoJjarjapu OWiaH TATOTeHETHUK  OOFIMKIUTHHU
Yypranuiiaad noopar dIu.

S5-wanBag
BK/I Ba BK/I OnJy1aH naToreHeTHK AaBOJIAII 0J1M0 OOPUJIMIIH
camMapaaopJuru
bemopimap BK/] ra BK/] ra BKJ[ v HT
rypyxu YOKOOHIA MaH it xucooura
XKaBoO X&aBoO TYXTaTHUJIHILN
BK, 21 (32,3+5,8%) 12 (18,5+4,8%) 32(49,2+5,2%)

(n=65)

[TaToreneTuk 23 (64,9+1,8%)* 6 (16,2+5,0%) 8 (21,6+5,7%)*
naBo+ BKJ]
(n=37)

Ocnarma: *-conmuIuTupuiIaéTran rypynap opacuaaru umoHapau ¢apk (p<0,05)



Anvknanummya, BKJl yTkazunran Ba keiimHuanuk HTnap ky3arunran
oemopnapaa nactnad I'P, I'TI, I'T, I'-6-®AI' kypcaTkuunapuHd MIIOHAPIU
paBumga (p<0,01) mnacaiirannurn anukiaangu. CBI'C  Ounan  xacranaHrax
oemopmapaarun gacmiad AOT kypcaTKUWiIapWHHA TYPIWJIUTHHH XHCOOra oOJraH
xonna 37 nadap 6emopnapaa BKnan onaun rmytatnod Tu3umMu Ba ATOHH
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xucobra onran xoiga 10 kyH maBomuzaa Inmytuon Ba CopOuton mpenapariapu
OMJIaH JABONAII KypCH YTKA3WIIM. YTKAa3MIraH JAaBOJAIl IacTypHIAH CYHI JHeH
KETOHJIap Ba JUEH KOHBIOTATIAp MUKIOPUHUHI HiIoHapiu nacaumu (p<0,05)
KaTaja3aHu MINOHAPIM Tacadrawiurd ¢doHuaa keyau. AWHaH my Baktaa GS,
GSH, I'Tl Ba AT® MuKnopiapuHy [AAaBOJIALIJAH OJIWHTU KypcaTKU4Jlapura
HUcOaTaH WINOHAPIM Kynalumum Ba, akcuH4ya, 2,3-OJ[I" Hu macaliuiiiu HamMOEH
oynau (5-xansan). by xonar 6emopnapau BKJI yTkazunuimura Taiépiauru Xakuaa
Xylloca YMKAPUINTA MMKOH Oepay. YTKa3WIraH NaBONANIHMHT HaTikanapy AOT
KOPPEKIUACUHU YTKa3zraH Oemopiapia HazopaT rypyxra HucOaran 27,6% HOXYs
tabcupinap kam (p<0,05) kaiig sSTwiraHauruHu kKypcatau. by sca wmxoOui
BUPYCOJIOTUK HAaTWXa oiiraH 6emopiap connan 32,6% kynaiummura onud Keaan Ba
YTKa3WiIraH TaAKUKOT CaMapacuHU HaMOMWHII 3TIH.

[ynnait kw6, onmuaran Hatwxkaigap CBI'C HuM y30K JaBOM KeduraH
MIAKJIHUHT TTATOT€HE3W/1a TIYTaTUOH TU3UMU (haoJUIMTU Ba XyKalpajgapHU dHEPTUS
OwiaH TabMUHJIAHUIIN META0OMWK ajanTanus 3aMupuga ETTaHiuTH, ¥3
HaBOaTH/a, TeNaTOUWTIAPHU CakKJaliga €TaKuyd YPUHHU dSrajulalld aHUKJIaHIU.
Imytatnon TU3MMUHM Ba XyXKaWpajdapHu OSHaprus OwiaH TabMUHJIAITHU
KOPPEKIMS KWIMII KOMILJIEKC JaBOJAIIHKA caMapaaopiauruau ommpaau Ba CBI'Cna
BHUpYCra Kapliy JaBO KYJJIaHTaHU]Ia HOXYSI TAbCUPIIAPHUHT OJJAUHU OJIa]IH.

XVJIOCAJIAP
1. Cypyakaiiu C BUpYCIU TEMAaTUT Y30K JaBp CYOKIMHHUK KYpUHHUIIIA KEYaIH.
CBI'CHu erakud CHUHAPOMU - HWHTOKCHUKALIMOH CHHIPOMIUD Ba Yy KIMHHK

CUMIITOMJIADHU MabIyM MYAJIaT WYHAa HAMOEH OVIWII JapaXaCUHUHT OIIHUO
Oopuiy 6unaH ndoaaaaHaIm.

2. CBI'Cna WHTOKCHKAITMOH CHHJIPOMHHHHT KIWHUK HAMOEH OYIWIN BHPYC
TeHOTHUIIM, BHPYC IOKJIAMAacH Xamja renarouuTiap LUTONU3U Japa)kacu OujiaH
y3BUH OOFJIMK dMac.

3. CBI'C na Th-1, Th-2 numdouutnap TU3UMuU opacuaa aucobanaHc HUTOKUHIAPHU
UIL1a0 YUKapUIMIIUHYU Oy3mininy OunaH HaMo€H Oynanu, Ba mry karopaa ©HO-a
HU (HAOJUTUTUHU YCUILIN, UHTEPPEPOHOTCHE3HU CYNIPECCUSICH, UMMYHOKOMITIIEKC
*)apaCHH Ba TYKUMasapra Kapiim ayToarpeccus Mak/UTaHUIIN Ky3aTuiaau. 4.
CBI'C na Hutpookcuiepruk (aouiairyB Ba Mpo- Xamaa aHTUOKCUIAHT TU3UMU
MyBO3aHAaTUHU Oy3WIIUIIH, XyKalpajiap SHEPTeTHK XOJaTHHUHT CyCanUIITN
Ky3atuiaan. by OMokuMEBHiA y3rapunuiap KaCaJTMKIHUHT KJIMHUK HAMOEH
OYIUIIMAAH OJIMH 103ara Kela/u.

5. CBI'Cna uMMyH TH3UMJArd, HUTPOOKCHIEPTHK, MPOOKCUAAHT Ba AHTHOKCHIAHT
TU3MHJIATH Y3rapuijiap BUPYCHHUHT TEHOTHIH, BUPYCHUHT IOKJIamMa Japakacw,
remaronuTiap I[UTOIN3 JKapakacu OwunaH Yy3apo Oormmk »mac. FOxopunaa



Yypranuiarad TU3UMIIAp (DAOTUATH WHTOKCHUKAIIMOH CHHAPOMHHUHT HaMOEH OYIwI
napaxacu OujaaH OOFJIHK.

6. CBI'C Oemopnapuna BKJlma ro3zara kemamguran HTnapHuHr narorenesuja
AHTUOKCUJAHT THU3MUMHHUHI Ba XyXalpa HHEPreTUK XOJIATUHUHT CYIPECCUICH
MYXHUM YPUHHU dTaJUIaiIn.
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7. CBI'C kOMIUIEKC JAaBOCUTa AHTUOKCHJAHT TH3UM Ba XY)KaWMpPaHUHI JHEPTETUK
XOJIAaTUHU KOPPEKIMSIIOBUM MpemnapaTJapHUHT KUPUTHIUIIHN natoreHeTHK Ba BKJI
caMapaJIoOpJIMTMHU OIIUINUTa, 1Ty OuiaH Oupra, OeMopiIapHUHT XaéT cu(aTuHUHT
OILIUIIUTA OJUO KeJaJIu.



26
HAYYHBII COBET IO NPUCYXJIEHUIO YYEHOI CTENEHU
JIOKTOPA HAVK 16.07.2013.Tib.17.02 TTPY TAIIKEHTCKOM
MEJUIIAHCKON AKAJTEMUN

TAIIKEHTCKUH NEAUATPUUECKUA MEIUIIMHCKAHA HHCTUTYT



APUIIXOI)KAEBA T'YJIHO3AXOH 3AMHUTIUHOBHA

XPOHUYECKUM I'ENATHUT C: METABOJIMUECKAS AJAINITALIUA,
HATOI'EHETUYECKHUE OCHOBBI DOPEKTUBHOCTH TEPAIIUAN
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BBE/IEHUE (anHOTAIMS JOKTOPCKOM JUCCEPTALIMHN)

AKTYaJIbHOCTh M BOCTPeOOBAHHOCTH TeMbl auMccepranuu. B mupe
3a0oneBaeMOCTh XpoHuueckuM BupycHbIM Tremnatutom C (CBI'C) B mocneanee
BpeMmst pactet. [lo nanusiMm EBpomeiickoit (EASL) u AmepukaHckoil acconuanuu
1o n3ydeHuio 6onesneii meuenu (AASLD)'B Mupe HacunTeBaeTcs okono 130 -



150 muH. 60onpHbIX XBI'C.

B roner HezaBucumocTu B Hamielt PecyOnuke B mporecce peopMupoBaHus
CUCTEMBI 3[PAaBOOXPAHEHMsI MPOBENEHbI IIMPOKOMACIITAOHBIE MEPONPUATUS T10
NOBBILIEHUIO KauecTBa MPOQUIAKTUKH, AUATHOCTHUKU U JIEYEOHBIX MEPONPUITUN
XBI'C, a Takxe MO YKpEIJIEHHIO Ha OCHOBAaHUM MUPOBBIX TPeOOBAaHUN MO ATUM
HaMpaBJICHUSIM  MaTepUajbHO-TEXHUYECKUX  0a3  MEIUKO-OpraHU3allMOHHBIX
CTPYKTYP.

B mHacrosiiee BpeMs B MuUpEe 0c000€ BHHMAaHHME YIEISAETCS HAy4YHBIM
UCCJIEIOBAaHUSM, HANpABICHHBIM Ha M3yY€HHE MEXaHU3MOB METa0O0JINYeCKON
amantanuu K xpoandeckod HCV-uHdpekmn 1 Ha ONTUMH3AINIO TePaNeBTHIECKUX
noaxonoB nipu XBI'C. Tlpu a3TomM 0co0oe 3HaYeHIE UMEIOT HAyYHBIC HCCIICIOBAHUS
B 00JacCTH OIpENeTeHUs] COCTOSHUS NpO- W AHTHOKCHUIAHTHBIX  CHCTEM BO
B3aMMOCBS3H C KimHn4ecknuM TeueHneM XBI'C; packpsiTus
UH/IMBUIYaJIbHBIX 0COOEHHOCTEHN KIETOUYHBIX MEXaHU3MOB META00IMUYECKOM
ajanTaluy B OCHOBE JUIUTEIBHOTO NepcucTHpoBanus Bupyca npu XBI'C;
yCOBEPILIEHCTBOBaHUSI TU(PHEPEHITMUPOBAHHOTO MOIX0a K Teparnuu 3a00IeBaHUs;
NOBBILIEHUS 3(PPEKTUBHOCTH MATOTEHETUYECKOM Teparuy ¢ y4eToM 0COOEHHOCTEN
MEeTa0O0IMYECKOMN aanTalli U YCOBEPILIEHCTBOBAHUS METO0B Koppekuuu [19
[IBT npu XBI'C; onpeznenenust B3aMMOCBSI3H MEKy MOJIEKYJISPHO F€HETUYECKUMU
xapakrepuctukamMu HCV, ypoBHEM IUTONN3a U KITMHUYECKOTO
MHTOKCUKALMOHHOTO CUHAPOMA C YPOBHSAMHU I'MIIOKCUH U MOKA3aTEISIMU
AHEPreTUYECKOro OajlaHca KIETOK, a Takke ocylecTBieHus koppekuuu [19 TIBT
C YYETOM COCTOSIHUS KJIETOYHOUM MeTabonuyeckoi anantauun y 60iasHbIX XBI'C.
JlaHHOE IucCcepTalMOHHOE UCCIEN0BAHNE B ONPEAEICHHON CTEIIEHU CITYKUAT
BBINOJIHEHUIO 33/1a4, ITpelyCMOTpeHHbIX B Yka3e IIpe3unenra PecriyOnuku
V30ekuctan YI1-3923 ot 19 cents16ps 2007 rona «O6 0OCHOBHBIX HalpaBIICHUSIX
JaNbHEUIIETo yrmyoneHus: peopM U peanusaiiy rocyJapCTBEHHOM MpOorpaMmbl
Pa3BUTHS 30PABOOXPAHEHUS», @ TAKKE APYTHMX HOPMATUBHO-IIPABOBBIX
JOKYMEHTaX, IPUHSTHIX B TaHHOU cepe.

CooTBeTCTBHA  MCCJICNOBAHUSI  NPHOPUTETHBIM  HAINPaBJEHUAM
Pa3BUTHA HAYKH M TEXHOJOrWM pecnyOamku. J[laHHOEe wuccnenoBaHue
BBIITOJIHEHO B COOTBETCTBHM C NPUOPUTETHBIMU HANPABICHUSMH Pa3BUTUS HAYKH
u TexHonoruit pecnyomuku VI. «Meaumuna u ¢apmaxonorus» ['HTII-6-10 -
«Pa3paboTka HOBBIX TEXHOJIOTMH NPOQUIAKTUKH, IAWArHOCTUKH, JIEUYEHUS WU
peadunuraiuu 3a00J€BaHI YEIOBEKaY.

' European Association for Study of Liver. EASL Clinical Practice Guidelines: management of hepatitis C virus
infection // J Hepatol 2015;60:392-420; Hepatitis C Guidance: AASLD-IDSA Recommendations for Testing,
Managing, and Treating Adults Infected With Hepatitis C Virus // J Hepatol., 2015; 62(3); 932-954.
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00630p 3apy0e:KHBIX HAYYHBIX HCCJIEI0BAHHUI 10 Teme quccepramun’. HayuHo
UCCIIeIOBAaTeIbCKIEe  paboThl, HANpaBlICHHBIE HAa  HM3YYCHHE  IaTOreHe3a
xponnyeckoit HCV-undexuuu u noeimeHust 3pGEeKTUBHOCTH MPOTUBOBUPYCHOM
¥ TATOTCHETHYECCKON TEepanmuu TPOBOASITCS B KPYIHBIX MEIMIMHCKUX IICHTpax
mupa, B ToM uncie University of California, Johns Hopkins University (CLLIA),
Universitits klinikum Freiburg, Universitit Hamburg, Universitdit Miinchen



(I'epmanms), Vienna Medical University (Asctpus), Universitu of Bologna,
Padova University Hospital (Mramust), Oslo University Hospital (Hopserus),
Universidad Complutense de Madrid (Ucnanusi), Ankara Universitesi (Typkus),
The University of Tokyo Hospital (SInmonus), Yonsei University, Inha University
(Kopest), Chonnam National University, BoeHHO-MEIUIIMHCKOW aKaIeMUH,
CeBepo-3amalHOM TOCYIapCTBEHHOM MeIUMUMHCKOM YyHuBepcutere (Poccus),
Hayuno-uccnenoBareinbckom nncturyre Bupyconorun (Y3oekucran).

B  pesynprare  mpoBeleHUS ~— HAYYHO-HUCCIENOBATENbCKUX  paboTax,
MOCBSIIEHHBIX U3YYEHUIO STHOMATOTCHETHIECKUX U UMMYHOJIOTHYECKUX AaCTICKTOB
KIMHUYECKUX BapuaHtoB U wucxonoB XBI'C, ponum okcumgaHTHOU W
AHTUOKCUJAHTHOM CHCTEM, COCTOSHUS DJHEPreTHYecKoro OanaHca KIETKH B
POrPECCUPOBAHUM  XPOHMUECKUX JUPPy3HBIX 3a00neBaHUN TEYeHH, ObUIH
MOJTy4YCHBl Ba)KHBIE HAy4YHBIC pE3YyJbTaThbl, B TOM YHCJIE: YCTAHOBJICHO, YTO B
nposjorrupoBanuu HCV-uHpeknnu BaXHYIO POJib UrpaeT (EHOMEH WMMYHHOTO
«YCKOJIb3aHUS»  BHUPYCa, KOTOPBIA HCHOJB3YET IMTOKHMHOOIMOCPEIOBAHHbIE
IpollecCChl B KaueCTBE MEXAHU3MOB MOJABICHUS MPOIECCUHTa W MPE3CHTALNU
antureHoB (Universitits klinikum Freiburg, I'epmanus; Universidad Complutense
de Madrid, Ucnanus; The University of Tokyo Hospital, SImonus); onpenenexo,
YTO TMPU BUPYCHBIX TEMATUTAX TSHKECTh TEUEHUS U TMPOTHO3 Pa3BUTHS
XPOHUYECKUX MPOIECCOB B IMEYEHU TECHO B3aUMOCBSA3aHBI C (DYHKIIMOHAIBHBIM
COCTOSTHUEM OKCUJIAHTHOM U aHTUOKCHAAHTHOM cuctem renarorutoB (University of
California, CIIIA; Universidad Complutense de Madrid, Micnanus); ycrtaHoBI€HO,
yTo oaHoi u3 mpobrmeM sddexrtuBHocTH [IBT sBasercs pasButue 110 u
BO3MOXKHast ycronuumBocTh BHUpyca remaruta C k [IBT (Universitit Hamburg,
I'epmanusa; Inha University, Kopes; Universitit Miinchen, I'epmanus);
YCTaHOBJEHO, 4YTO OOJbHBIE C oOTpularenbHbiM oTBeToM Ha I[IBT u ¢
MPOTUBOIOKA3aHUSIMU JIJII €€ TMPOBEACHHS, HYXIAIOTCA B IMAaTOTCHETUYECKHU
obocHoBanHoi Ttepanuu (Johns Hopkins University, CIIIA; Chonnam National
University, Kopes; Oslo University Hospital, Hopserus).

B wMupe mno wusyuenuro Tteuenus xpoHudeckon HCV-undexuum wu
MOBBIMCHUIO  d()PEKTUBHOCTH  TPOTUBOBUPYCHOM  TEpauM  MPOBOIATCS
UCCJICIOBAHUS TIO Py NPUOPUTETHBIX HAMNpPaBICHUM, B TOM YHUCJIE HU3YUYEHUE
naToreHes3a JUTMTEIIBHOTO OECCUMITTOMHOTO ITEPCUCTUPOBAHUS BUPYCa MPU
xponunueckoit HCV-undexuuu, paspadorars 3P PeKTUBHBIC TEPANEBTUYECKHE
cxembl HCV-undexnmm; paspadorars Metoas! penorBpamierus 110 [IBT.

'0630p 3apy6GeKHBIX HaydHBIX HCCIEIOBAHMI IO TeMe AWCCEpTAllM MNpPOBEIEH HAa OCHOBAaHMHM Www.who.int;
www.aasld.org; www.easl.eu; www.asaecenter.org; www.idsociety.org; Wwww.novagi.com; WWwWw.gastro.org;
www.ghapc.com; hepatitisfoundation.org u ap. HCTOYHHKOB.
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CreneHb M3y4eHHOCTH MpoodaeMbl. Ha ceromHsmHuii 1eHb B CTpaHaX IJie
pasBuUTa  MEIUITMHCKAS HayKa U3YYCHBI  MOJIEKYJISIPHO-TCHETUICCKHE
XapaKTepPUCTUKU BHUPYCa, OCOOECHHOCTH TEYECHHS W BBIPAKEHHOCTH (hubpos3a B
3aBucuMoct ot reHotuna HCV, poiam KJIETOYHBIX M TYMOPQJIbHBIX WMMYHHBIX
peaKIuii, B3aMMOJCHCTBUS TMPOBOCHAIUTEIBHBIX W TPOTHBOBOCIAIUTEIBHBIX
IIUTOKMHOB B TIaTOTE€HE3¢ XPOHHYECKOTO TPOIecca M HCXOMAaxX, ITOBBIIMICHUE



3¢ (HEKTUBHOCTH MPOTHBOBUPYCHOU O-MHTEP(PEPOHOBON Teparuu, KOTOpasik BXOAUT
B COCTaB NPOTOKONa MexayHapomHoro crtangapra ([JamuuoB T.O.; Mycabaes
D.1.; bmrom X.E.; Moradpour D.; MBamkun B.T.; Jacobson [.M.; Illaxrwibasa
U.B.)'. Hapamy c 5TuM pocT 3a00NeBaEMOCTH BO BCEM MHPE OINPEAETIAIOT
BOCTPEOOBAaHHOCTh HAYUHBIX UCCJICAOBAaHUN B 3TOM HaIlPaBJICHUH.

PaGoramu psma aBTOPOB TMOKa3aHO, 4YTO KJIETOYHAS YCTOWYHMBOCTH K
TOKCHUYECKHUM BO3JCUCTBUSIM o0ycaBIuBaeTCs COCTOSIHUEM  ypOBHEH
MeTabonmdyeckux mporeccoB B kierke (InmymkoB C.U., 2006; I'etiBangoBa H.I.,
2008)2. OnHOM M3 OCHOBHBIX COCTABJIAIOIINX KJIIETOYHOTO META0O0JM3Ma SABIISIETCS
[JyTaTUOHOBAas. CUCTEMA, CTENEHb CYINPECCUU KOTOPOM OMpEeAessieT pa3BUTHE
KJIeToyHOM runokcun u rudenu knetku (OxtsOpbekuit O.H., 2007; Kynunckwuii

B.1., 2009)°.

OpHako ucciaenoBaHUM MO KOMIUIEKCHOMY M3YYEHHUIO MMMYHHO-KJIETOUYHBIX
peakuuii, 3amyckaeMbiXx BHpycoMm remaruta C, W B3aUMOCBSI3aHHBIX C HHUMH
HUTPOOKCHJIEPKUUYECKUX MPOLECCOB U IEPEKHCHOIO OKHUCIICHMS JIMIUIOB,
AKTUBHOCTH TITyTaTHOHOBOM CHCTEMBI, B3aUMOCBS3M 3THUX IPOLIECCOB B Pa3BUTUU
I1D IIBT, He npoBOAMIIOCH.

CBsi3b TeMBbI JUCCEPTAIUM C HAYYHO-HCCJIEA0BATEILCKUMH PadoTaMu
BbICIIETr0 00Pa30BaTeJBLHOI0 YUPEKACHUS, I7le BHINOJHEHA JUCCePTALMS.
HucceprarmonHas padoTa BINOJIHEHA B COOTBETCTBUU C MJIAHOM Hay4YHO
UCCIIEeI0BaTENbCKUX pabOT TalIkeHTCKOTO NeAUaTPUIECKOr0 MEIULIMHCKOTO
uHctuTyTa Ne01980006703 «CoBEpLIEHCTBOBAaHNE JUATHOCTHKH, JICUEHUE U
METO/I0B MPO(PMITAKTUKU BPOXKICHHBIX U MPUOOPETEHHBIX 3a00JICBAHUI.

'Mamunos T.O. Onenka uHTEpHEPOHOBOTO CTaTyca y Aereil ¢ BupycHbIM rematutoM C // Tlemmarpus. — 2002, - Ne2.
— C. 110-112; Mycabaes 2.U., FOnnames K.X., IllaparioB M.b., Mycradaesa 3.M. CocTosiHre 3a007€BacMOCTH
BUPYCHBIMU renarutamu B PecrnyOnuke Y36ekucran // LlenTpansHo-A3zunarckuii Menunmackuit XKypHain. — 2003. — T.
9. punoxenue 3. — C. 69-73; bmom X.E. I'emarut C: coBpeMeHHOE cocTosiHUE TpodiaeMbl//Poccuiickuii Ky pHa
racTPOIHTEPOJIOTHH, TEHaTOIOTUH, KOJUIOMPOKTOIOTuH. — Mocksa, 2005. — Nel. — C.20-25; Moradpour D., Penin F.,
Rice C. Replication of hepatitis C virus // Nat.Rev.Microbiol. 2007; 5; 453-463; Usamkun B.T. UMmyHHast cucrema
U TOBPEXKACHHUS IEYEHH NpH XpoHHueckux remarutax B u C//Poccuiickuii KypHal TIacTPOIHTEPOIOTHH,
renaToyioruu, Kojutonpoktonorud. — Mocksa, 2009. — Ne6. — C.4-9; Jacobson IM, Cacoub P, Dal Maso L, et al.
Manifestations of chronic hepatitis C virus infection beyond the liver // Clin Gastroenterol Hepatol. 2010;8:1017— 29.
[Maxrunsasa WU.B., Epmosa O.H., MuxaitnoB M.U. u ap. CoBpeMeHHas XapaKTepUCTUKA OCTPOTO U XPOHHUYECKOTO
renatuta C B Poccun: Matepuansl MexxayHapogHoro cuMmosuyma. — bpecrt, 2011. — C. 184-186;

Imymxos C.M. HapyleHne CHCTEMBI [yTaTHOHA M MX POIb B MATOTEHE3€ OCTPHIX HHTOKCHKALIMH KCEHOOHOTHKAMH
C Pa3NUYHBIMHA MEXaHU3MaMH TOKCHYECKOro AedcTBHA. ABToped. mucc. ... n-pa mex. Hayk. CII6., 2006; I'eiiBanoBa
H.U., Sroma A.B., I'yasosckas [I.A., Koctopuas W.B. CeiBopoTouHbiec (HOCPONUMUABI, IOKA3aTeIH MEPSKHCHOTO
OKHCJICHUA JIMIINOO0B U aHTI/IOKCI/I)IaHTHOI\/’I 3alIUTBl KaK AJOIMOJJHHUTEIbHBIC HCUMHBA3UBHBIC MAapKEPbl aKTUBHOCTHU
xpoHuueckoro BupycHoro remaruta C //  Poccuiickuii  JKypHaJq TacTPOIHTEPOJIOTHH, TenaToJIOruy,
koJutonpokTonorun. — 2008. - Ne6. — C. 38-42.

3KyJII/IHCKI/H‘/'I B.1., JIeonosa 3.A., Konecunuenko JI.C., Manos U.B., [lanunos F0.A. Cucrema rytaTtuoHa B
SPUTPOINTAX W IJIa3Me KPOBH MPU BUPYCHBIX remarutax // buomenumuackas xumust. — 2007, — T.53. — Nel. — C. 91-
98; Oxts0prckmii O.H., CmupHoBa T.B. Penokc perymsimust kietodnsix GyHkiuit / buoxumus. — 2007. - Ne72(2). —
C. 132-145; Wynn A. Cellular and molecular mechanism of fibrosis//J.Pathol. 2008;21(4); 199-210.
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HC.HLIO HCCJIeA0BaAaHUA ABJIACTCA OIIpCACIICHHUC MCXaHHU3MOB
MeTa00JINIECKOM ajalnrainyy W OINTHMHU3HPOBAHUC TCPAIICBTUYCCKHUX II0AXOJ0B

npu XBI'C.
3agaum uccjaeq0BaHuA:
IpoaHaNu3upoBaTh KinHUYeckoe TedyeHne XBI'C B rpymnme oOcienoBaHHBIX



OOJNBHBIX BO B3aMMOCBSI3U C MOJIEKYJISPHO-OMOJOTHYECKUMHU XapaKTePUCTHUKAMU
HCV, ypoBHEM mUTONMM3a U TPOAOIIKUTEIHHOCTHIO 3a00JICBaHUS;

W3YYUTh [MOKA3aTEIN KIIETOYHOTO HMMYHUTETA, IUTOKUHOBOW PETYISLIANA U
uHTepdpeponorenesa y 60inbHbx XBI'C Bo B3aUMOCBSI3U ¢ MOJIEKYJISIPHO
ounonornyeckumu xapakrepuctukamu HCV, ypoBHEM uTONMM3a U KIMHUYECKUM
MHTOKCUKAIIMOHHBIM CUHIPOMOM;

ONPEAETUTh COCTOSSHUE TMPOOKCUAAHTHOM M AHTUOKCHIAHTHOW CHCTEM,
YpPOBHEM THUIOKCHUHM M JHEpreTudeckoro OanaHca kietok y OonbHbix XBI'C BO
B3aMMOCBS3M C  MOJIEKYJISIpHO-OHoiornyeckumu  xapakrepuctukamu  HCV,
YPOBHEM LIUTOJIM3a U KIMHUYECKUM UHTOKCUKAIIMOHHBIM CHHAPOMOM;

Ha OCHOBAHHWH PE3yJIbTAaTOB MPOBEACHHBIX HCCIENOBaHUI CHOpPMYIHpOBATH
CcXemy naTroreHesa W3MEHEHUMN MeTa00INYECKON aJanTanuu npu
nposionrupoBanHoit HCV — undeximmy;

C Y4YyeToM OCOOCHHOCTEH HW3MEHEHHH MeTa0OoJIMYecKol  ajanTaiuuu
pa3paboTarh METO/bI MOBHITICHUS Y(PHEKTHBHOCTH MATOTCHETHUECKON Tepamuu 1
xoppekuuu [13 IIBT mpu XBI'C.

O0bexkTOM HccenoBanus sBuch 196 6onpabix XBI'C, rpynmna KoHTpos
— 20 310pOBBIX JIUII.

IIpeamer uccaea0BaHusl BEHO3HAsI KPOBb U CHIBOPOTKA, IPUMEHSIIACH ISl
OIIEHKM UMMYHOJIOTUYECKUX, OMOXMMHYECKUX MOKa3aTeeH.

Metoabl ucciaenoBanus. B nuccepranuu npuMeHeHbl OOLIEKIMHUYECKUE,
OMOXUMUYECKHE, VMMYHOJIOTUYECKHE, MOJIEKYJISIPHO-OUOJIOTHYECKHE,
WHCTPYMEHTAJIbHBIE U CTATUCTUYECKNE METObI HCCIIEIOBAHMUS.

HayuyHnasi HOBU3HA HCCJIEIOBAHUSA 3aKJIFOYACTCS B CIECIYIOLIEM:
onpejerneHa nepBUYHasi OMOXUMHUYECKass MaHU(ecTalurs MaToJI0rHueCcKoro
nporiecca npu xpounueckor HCV-undexnun ¢ pazButueM aucbananca npo- u
AHTHUOKCHUJIAHTHBIX CUCTEM, OIIEPEKAIOIIAS TOSBIEHUE KIMHUYECKUX CUMIITOMOB
3a00JICBaHHUS;

PaCKpBIThl HHJIUBUIAYAIbHBIE OCOOCHHOCTH KJIETOUHOM MeTabOoIndYecKon
ajanTtaluyd  opraHm3ma  OOJBHOrO,  JIeKaluld€ B  OCHOBE JUJIUTEIBbHON
0eCCUMITOMHON MIEPCUCTEHITMU BUpyca npu xponnyeckoit HCV-undexumu;

BIIEPBBIE OXapaKTEPU30BAHBI BAPUAHTHI META0OIMYECKOM alanTalluu,
onpenensone 1udhepeHIMpOBaHHBIN TEPANEBTUICCKUHN TTOAX0] TIPU
xponnaeckoit HCV-undexunu ¢ yueToM CTeneHel Iy TaTHOHOBOM
HEIOCTATOYHOCTH M COCTOSIHUSI SHEPTeTUUYECKOro MeTaboIn3Ma KIIETOK;

BIEpPBBIC,  pa3pabOTaH  METOJ  OIEHKM  COCTOSHHUS  KJIETOYHOM
MeTabonudyeckor amanranuu npu  XpoHudeckor HCV-undeknum ¢ yderom
AKTUBHOCTH NIIyTaTHOHIIEpOKcHaa3bl 1 ATO.
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IIpakTH4Yeckne pe3yabTaTbl HCCIAEIOBAHMSA.

IIPEIIIOKEH METOJ UHAUBUIYAJIEHO OPUEHTHPOBAHHON KOPPEKLIMHU
NaTOreHETUYECKOW U MPOTUBOBUPYCHOM Tepariiu, ¢ y4eTOM aKTUBHOCTHU
IyTatuoHnepokcuaasbl u AT®;

IPEJIOKEH METOJ MHANBUYAJIbHO OPUEHTUPOBAHHON KOPPEKIIUU



IIaTOT€HETUYECKOM TeEpanuu npu yctonunBoctu Bupyca K 1IBT; onpenenena
HEO0OXOIUMOCTh KOPPEKITUU TOOOYHBIX 3PPEKTOB TMPOTUBOBUPYCHOM TEPATTUU C
Y4€TOM COCTOSIHUSI METaOOTMYECKON aJanTallii KIETKH.

JloCcTOBEpPHOCTH Pe3yJIbTATOB MCCJeI0BAHUSI OOOCHOBBIBACTCS TEM, YTO
BCE ULU(PPOBBIC JaHHbIE KIMHUYECKUX, OUOXUMUYECKUX, HUMMYHOJIOTUYECKUX,
MOJICKYJISIPHO-OMOJIOTHYECKIX M WHCTPYMEHTAJIBHBIX HCCICIOBAaHUI 00pabOTaHBI
C UCIOJIb30BAHUEM COBPEMEHHBIX CTATUCTUYECKUX METOJIOB.

Hayynass M npakTuyeckasi 3HAYMMOCTH Pe3yJbTATOB MCCJIEIOBAHUS.
[TonyuenHsle Hay4HbIE pe3yiabTaThl JIUCCEPTAIIMU PACKPHIBAIOT MEXaHU3MBbI
dbopMHUpOBaHUS IMATOJOTHYECKOTO TMpOIecca B TICUCHH HA (POHE XPOHUIECCKOU
HCV-undexmumn.

Pe3ynbpTaThl MpOBEICHHBIX UCCIICOBAHUM JICTJIM B OCHOBY Ipe/jIaracMoro
METO0JIa KOPPEKILIUU MTaTOTEHETUYECKON 1 MPOTUBOBUPYCHOM anbda
uHTep(hepoHOBOM Tepanuu XpoHU4Yeckoro renaruta C, 4To MO3BOJISET YAYUIIUTh
MeTa0O0IU3M IenaToUuTOB, CHU3UTh PUCK CKIEPO3UPOBAHMS TAPEHXUMBI IEYCHU U
Y4acCTOTYy pa3BUTHUS TOOOUYHBIX 2PHEKTOB MPOTUBOBUPYCHOM anibda
uHTeppepoHoBoi Tepanuu. [IpeaaraeMprii METOJ] OLIEHKH CTENIEHU CYTPECCHH
AHTUOKCHUJIAHTHOM CUCTEMbI U SHEPIEeTUUYECKOTrOo OajaHca KJIETKH, T0CTYIICH
BpadaM OOIIeH MPAKTUKU U MOXKET OBITh UCITOJIB30BAH /IS OTIPEICTICHUS
TepaneBTuueckux nporpamm npu XBI'C He TOJIBKO B CTallMOHAPHBIX, HO U B
MOJIMKJIIMHUYECKUX YCITOBUSIX.

BHenpenune pe3yabTaToB HccjenoBaHusA. Ha oCHOBaHUM MPOBEICHHBIX
UCCJIEIOBAaHUI TIO0 HampaBlICeHHIO - XpoHuueckud renatuT C: meTaboiauyeckas
ajanTaiusi, MaTOTeHETUYECKUEe OCHOBBI A((OEKTUBHOCTH TEpaIuu, TOTYyUYCHHBIE
pe3yabTaThl B BHJI€  MPAKTUYECKUX  pekoMeHjanui  «OnTumusanus
MaTOTEHETUYECKOM Tepanuu XPOHUUYECKOro BUpPYCHOTO remaruta C» BHEIPEHBI B
NPaKTUKY 3APAaBOOXPAHEHUS, B TOM UHCJIE€ B TMPAKTHYECKYIO ACSATEIbHOCTD
knankn HUAW Dnumaemuonoruu, MUKpOOHOJIOTHH, WH(EKIIMOHHBIX OOJIe3HEH,
ropojackor uHpeknumonHo OonpHUIBI Ne5 (cmpaBka Ne8H-1/29 ot 10.04.2015
roga MuHnucrepcTBa 3apaBooxpaneHusi). [loaydeHHble pe3ynbTarhl UCCIICIOBAHUS
MO3BOJISIIOT ONTHMH3UPOBATh MATOTEHETUYECKYI0 M MPOTUBOBUPYCHYIO TEpAIlUIo,
CHU3HUTHh CPOKU BPEMEHHOW HETPYJOCHOCOOHOCTH U MPEOhIBAaHUS B CTAI[MOHAPE B
1,6 paza.

Anpobauusi pe3yJibTaTOB UCCAEA0BAHUA. Pe3ylbTaThl UCCIEAOBAHUS H3JI0KEHBI
B BUJIC JIOKJIQIOB M alipOOUPOBaHbI HA 7 HAYYHO-TIPAKTUUECKUX KOH(MEPEHIIUIX, B
YaCTHOCTH PECIYOIMKAaHCKUX U MEXTYHAPOIHBIX HAYYHO MPAKTHICCKUX
koH(pepennusax: Ha TperbeM Konrpecce EBpo-Asuarckoro OO1iecTBa 1o

Nudexmmonnbim bonesnsm (ExarepunOypr, 2014), Ha HAyqHO MPAKTUYECKUX

KoH(pepeHusax «CoBpeMeHHbIe Mpo0iIeMbl UMMYHO(apMaKOJIOTUH,
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OuoTexHONOTMU U UHUTOKMHOBOM perymsauuny (Cankr-IlerepOypr, 2014) wu
«AkTyanpHble  Bompochl  MH(peknuoHHoW  martoiorum»  (Kazawp, 2014),
«AkTyanbHble Tpobnembl remaronoruu U BUY-undexunun» (Anmmkan, 2012),
«AxTyanbHble MPoOIEeMbI TacTposHTepoiorun» (Aumuxan, 2013), «AkryanbHbIe
npobiaembl BUY-undexknmu u  BHUpYyCHbIX renmatutoB» (AHmwkaH, 2014),
«ImmyHOOTHMS — MeXAUCUHUIUIMHApHble npobmeMb» (Tamkent, 2014); Ha



HAyYHO-METOANYECKUX 3aceqaHusIX Kadeapsl DNHAEMUONIOTHS, HHPEKINOHHBIE
6onezan TamlIMU (Tamkent, 2013, 2014), Ha coBMecTHOM 3acenaHuu Kademap
ONuaeMuoaoruy, HHPEKIMOHHbIX Oone3sHell u  JleTckux MHQEKIIMOHHBIX
Oone3Hei, MUKpoOOHOIOTUH, BUpycosoruu, uMMmyHosnoruu TamlIMUW (TamkeHt,
2015), Ha 3acenanun HayHoro cemuHapa npu Hayunom coBere TMA (TamkeHrT,
2016).

Ony0MKOBAaHHOCTH Pe3yJIbTATOB HccjaenoBaHus. [lo Teme aucceprauuu
OIyOJIMKOBaHbI Bcero 28 Hay4HbIX padoT. 13 Hux 10 Hay4HbIX cTaTeil, B TOM YUCIIE
8 B pecnyOJMKAHCKUX U 2 B 3apyOEeKHBIX KypHaJIaX, pEKOMEH/JI0BaHHbIX BrIciieit
arTecTallMOHHONW  Komuccuedt PecmyOnmuku  Y30ekucran uis  myOIuKanuu
OCHOBHBIX HAayYHBIX PE3YJbTAaTOB JOKTOPCKUX AUCCEPTALU.

Crpykrypa u o0bem auccepranuu. CTpyKTypa JUCCEpPTALM COCTOUT W3
BBEJICHUS, IIECTU IVIaB, 3aKJIIOYEHMS, CIHCKAa HCIOIb30BAHHON JIUTEPATYpHI,
npunoxenuit. Oobem nuccepranuu cocranisier 200 cTpanuil.
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OCHOBHOE COJEPKAHUE JUCCEPTALIUUA

Bo BBCJICHHNH 00O0CHOBBIBAIOTCS dKTYyaJIbHOCTb H BOCTpe6OBaHHOCTB
IMPOBCACHHOI'0O HMCCIICOAOBAHUA, HOCJIb M 3add4H HCCIICAOBAHHUSA, XapPaKTCPHU3YCTCA
00BEKT M npeaMET, IIOKa3aHO COOTBCTCTBHC HUCCICAOBAHUA TIPHUOPUTCTHLIM
HaIpaBJICHUAM PAa3BUTHUSA HAYKHU U TEXHOJIOTUH pCCHY6J'II/IKI/I, H3JIararoTCsa Hay4dHas
HOBH3Ha U HPAKTHUYCCKUC PC3YJIbTAThI HCCIICIOBAHUA, PACKPBIBAIOTCA HAydYHAA U



MpaKkTUYECKasi 3HAYUMOCTh IIOJIYYEHHBIX PE3YJIbTaTOB, BHEAPEHUE B MPAKTUKY
PE3yJIBTAaTOB MCCIICOBAHUS, CBEICHUSI TI0 OMyOIMKOBAHHBIM paboTaM M CTPYKType
JTUCCEepPTALNU.

B nepBoit maBe aucceprauun «CpaBHUTEJIbHbIN AHAJIU3 HEKOTOPBIX
CTOPOH MAaTOreHe3a, KJIMHMKH M COBPEMEHHBIX MeToa0B JedeHus XBI'C»
OPEICTaBICH aHalu3 JIMTEPaTypHbIX JaHHBIX MO pe3ylbraTaM H3y4YeHHUs
ATUONATOTEHETUYECKUX U UMMYHOJIOTUYECKUX ACMEKTOB KIMHUYECKUX BapUaHTOB
n ucxonoB XBI'C, ponu OKCHIaHTHONW M aHTUOKCUIAAHTHOM CHCTEM, COCTOSHMS
SHEPreTUYecKoro OajlaHca KJIETKM B MPOTPECCHUPOBAHUU  XPOHHUYECKUX
g dy3HbIX 3a00/€BaHUN TEYEHH, a TaKXKe OCBEUICHBI aCHEKThl COBPEMEHHOMN
tepanun XBI'C. PesynbraThl MpOBEIEHHOTO aHain3a 00OCHOBAJIU aKTYallbHOCTb,
LEJIb U 3a/1a4U UCCIIEAOBAHUS.

Bo BrOpori maBe «XapakTepuCTHKA KJIMHUYECKOr0 MaTepuaja u
METOA0B HCCJIeJOBAHUIN» ONHUCAHbl MaTepuandbl U METOAbl HCCIEIOBaHHUS.
O6cnenoBano 196 Gompubix XBI'C, myxuwn -73, sxeHmuH -123. JluarHo3 wu
kuHuyeckue popmbel XBI'C ycranaBiauBaiuch B COOTBETCTBUM C TpHKazoM M3
PY3 Ne5 or 05.01.2012r. Ha OCHOBaHMM KJIMHHUKO-Ta0OPATOPHBIX JAHHBIX H
BbIsIBJICHUS B ChIBOPOTKE KpoBU AHTU-HCV (MDA) u PHK-HCV (TI1IP).

Bce GonbHbIe OBUIM MOABEPrHYTHI OOLICKIMHUYECKUM M OMOXMMHUYECKUM
uccienoBanusaM. Cozaeprkanue o01iero OuaupyonHa u ero Gppakiiuii onpeaensioch
yHuuimpoBanubiM  MeTosioM Enjapacuka u Kierropna (Ienexropckas JILH.,
1967). UccnenoBanne aktuBHOCTH TpaHcamuHasz (AcAT u AnAT) nmpoBoauioch
yHUPUIIIpOBaHHBIM MeTonoM Paiitmana u ®penkens (B.B. Mensmmxos, JI.H.
Henexropckas, 1987). TumomnoByto npoOy onpeaemnsumu 1o Xy3pro u Ilonmep (B.T.
Kon6, B.C. Kambimaukos, 1976).

Bupycnas nHarpy3ka u renorun Bupyca C onpenensiiuck merogom [P B
peansHoM BpemeHn Rotor Gene (Corbet Research, Australia) ¢ mcmonp3oBanuemM
HabopoB «Pubocopb-ammmudenc» (Poccus). Mapkepsl UMMYHOKOMITETEHTHBIX
kierok (CD3+, CD4+, CD8+, CDl16+, CD20+, CD25+, CD38+, CD95+)
OMpeNeNsId C HMCIOJIb30BaHHEeM MOHOKJIOHAIBHBIX aHTuTen (OO0 «CopOeHT»,
[Tomonbck, MockoBckast 00macTh). DyHKIHMOHAIBLHOE COCTOSHHE B-CHUCTEMBI
UMMYHUTETA OIEHUBAIIN ITyTEM OIPEACICHUS CHIBOPOTOYHBIX UMMYHOTTIOOYTMHOB
OoCHOBHBIX KkiaccoB IgG, A, M oOmenpuHATHIM METOAOM paauaIbHOM
uMMyHOomupPy3un B rene no M. MaHuumHUM ¢ uCHoNb30BaHUEM HAOOPOB
MoHOcrenupuuecknx  ceiBopoTtok  mpotuB  IgG, A, M. Omnpenenenune
UUPKYJIHPYIOIIUX UMMYHHBIX  KOMIUIEKCOB  pasznuunblx BenuuuH (LUK)
OMPENEIsUI  CIIEKTPO(HOTOMETPUYECKUM MeToAoM. DaroruTapHy0 akTUBHOCTD
HelUTpoduioB onpenensiiau no merony Masinckoro A.H. u coasrt. (1993).
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Onpenenenue ypoBHs mpoxykiuu nurokuHoB WMJI-1B, NJI-8, ®HO-a, WNJI-4,
uHTEpPEpOHOB —alb(pa U —TramMma, IPOBEICHO C MCMOJIb30BAHUEM TECT-HAOOPOB
TO «utoxkun» u «lIporennoBrrii koHTYp» (Cankr-IlerepOypr), ocHOBaHHBIN Ha
cenaBuyu Merone TBepaodaznoro MMDA. MccnenoBanust mo U3yyeHUI0 UMMYHHOTO
cTaryca HaOmogaeMbIX OOJNBHBIX MPOBENEHBI B jaboparopuu mutokuHoB HUN
ummyHosiorun AH PY3 (nupekrop n.M.H., npod. Apunosa T.V.).
VY OGonbHBIX Ompeneasuiuch ypoBeHb okcuja azora (NO) mo cymme ero



MeTtabonutoB HUTpUTOB U HutparoB ([omukoB ILIL., 2004), akTUBHOCTH
suporenuanbHot  (eNOS) (Cymbae B.B., Scunckas W.M., 2000) wu
unaynnoensHoit NO-cunrtazel (iINOS) (BaBunosa T.II., Ilerpouu FHO.A., 1991),
ypoBeHb nepokcuHutputra (ONOO’) (N.W.Kooy u coas., 1994 B monudukamuu
AszumoBa PK., Komapuna A.C., 2005). CocrtossHue NPOOKCHUIAHTHON CHUCTEMBI
M3Y4YaJIl TI0 COAEPkKaHMIO Kak rnepBudHOro nponaykra [1OJI — nueHoBbie KETOHBI U
koHbtoratel (I'aBpusioBa B.b. u gp., 1984), Tak U BTOPUYHOTO - MaJOHOBBIN
muansaerun (MIA) (Aunpeesoit JIL.U. u ap., 1988).

CocTosiHME aHTHOKCHUJAHTHOM 3allMThl OMNPEICIUIM 10 IOKa3aTessiM
akTuBHOCTH cynepokcuaaucmytasel  (COJl), xaramaspl. AxtuBHOCTH CO/l
onpenensuid o metony Mxutpsas B.I. ¢ coaBt. (1978), akTUBHOCTH KaTalia3bl — IO
merony Kopamnka M.A. u coasr. (1988). Tak ke, aKTUBHOCTb CHCTEMBI
AHTUOKCUJAHTHOM 3alIUThl OMNpPEACNIIIM CIHEKTPO(YOTOMETPUYECKH Ha JIyYE€BOM
crekrpodoromerpe VIS-2100 (LTD, China) u oneHuBaiu MO MOKa3aTesaM
U3MEHEHHS cofepkanus B spurponurax obmero (GS), okuciennoro (GSSG),
BoccranoBieHHoro (GSH) miyrarnona (YepuwsimoB B.IN, 1983), a Taxxe
[Ty TaTHOHTIEPOKCHIA3bI (I'TI), Iy TaTUOHPETYKTa3bl (I'P) u
rytaruonTpancdepassl (I'T) (Baacosa C.H., u np. 1990).

Onpenenenue conepxanus 2,3 IPI" u ATO B spuTporuTax npoBOINIIHU 10
merony Bunorpanosoit M.JI. (1980).

VYpoBenb cpegHemonekynspubix mnentuaoB (CMII) B mnasme ompenemnsiu
MeronoM M.S. ManaxoBoit (1995). CnenuanbHbple OMOXUMHYECKHUE UCCIICIOBAHUS
OblTM TpoBeneHbl B Jiabopatopuu KpoBesamenutenein HUUW T'emartomoruu u
niepeMBaHus KpoBH (3aB. maboparopueit [llepuenko JI.I.).

VYneTpa3ByKoBBIE HCCENOBaHUA IpoBoauinch Ha anmapare PHILIPS HD6
KOHBEKCHOM narumke C5-2. ¢ vactorou 3,5 mI'1. JIuHeitHass CKOPOCTh KPOBOTOKA
U3MepsIIach B CM/C.

CrarucTU4yecKuil aHajlu3 TOJIYYEHHBIX JAHHBIX MPOBOAWICS TMPU MOMOIIU
KOMITBIOTEPHOW  MHTETPUPOBAHHOM  cHUCTEeMBI ~ 00paOoTku  «Statisticay ¢
UCIIOJIb30BaHUeEM oOmenpuHsAThIX Kputepues (Jlakun [LO., 1990).

B 3aBucumocTH OT BHJa TOMy4aeMoll Teparuu OOCIeIOBaHHbBIE OOJIbHBIC
pasneneHsl Ha Trpynnbl: 6azucHas tepanus — 30, 6azucHas Tepanust + [myTHoH u
CopOuton — 70, mpoTuBOoBHpYyCcHas Tepamus — 65 OONbHBIX, MPOTHBOBHPYCHAS
tepanus + [nytuod u CopOutosn — 37 OONBHBIX.

B tperbeiil maBe auccepraunn « Kinnmanveckas xapakrepuctuka XBI'C y
00cJIeN0BaHHBIX 0O0JBHBIX» MpPOaHATU3UPOBAHO KiIMHUYeckoe TeueHne XBI'C B
o0ciienoBaHHOM rpymnme OonbHbIX. KinuHuueckue HaOMIOeHHs TTOKa3aau, YTO BCE

NManguCHTHI MTPCAbABIISIN ’KaJ100bI Ha C1a0OCTh. HpI/I 9TOM OOJIBIITMHCTBO M3 HUX
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(74,0%) oTMeuanu NepuoANIECKYI0 ciabocTh U ulb y 26,0% O60JMbHBIX CI1a00CTh
uMeJia TMOCTOSHHBIN xapakTtep. Jpyrumu, Hanbosee MOCTOSTHHBIMU CUMIITOMaMH,
OTMEUYAaEMbIMU TAIMEHTaMH, ObUIM OTCYTCTBHE OOIPOCTH MOCIE€ HOYHOTO CHA —
82,1%, Tsxecth W Oonu B mpaBoM noapedepbe (82,1%), B3ayTHE >KUBOTA IMOCTE
obunpHOM muu (82,1%). bonee mosoBUHBI OOJIBHBIX XAJOBAIUCH HA HApYIIEHUE
cHa (69,9%), 3amopsr (67,8%), TonoBHy0 6076 (60,2%), OBICTPYIO YTOMIIIEMOCTH
nocyie oO0buHOM Qu3nueckor Harpyske (60,2%). Pe3ynbprarel  KIMHUYECKOTO



aHalii3a TO3BOJIMJIA CTPYNIUPOBAaTH CHUMITOMBI B WHTOKCHUKAIMOHHBIA U
JUCIIENTUYECKUH  CUHAPOMBI.  YacTtoTa  perucrpauuu CUMIITOMOB
WHTOKCHUKAIlMOHHOTO CHHJpoma cocTaBuwia 64%, a aucnentudyeckoro - 36%.
BripakeHHBI ITUTONIN3 HE OBUI XapaKTEPHBIM CHMITOMOM ISl  OOCJIEIOBaHHBIX
6ombHBIX. [louTn y monoBuHbl 00MbHBIX — 95 (48,5%) ypoBens AJIT He mpeBbIman
nokazarenu 1,5-2 HopMm. Huzkas crenens nutonusa - nokazarenu AJIT Ha ypoBHe
2-3 HOpM — OblIa 3apeructpupoBana y 54 (27,6%) OonbHBIX. YMEpEHHAas! CTETICHb
uToin3a - nosbiieHue ypoHsi AJIT B npenenax ot 3 10 5 HOpM — HaOMOAAIACH
y 47 (23,9%) O6onbHbIX. HeoOXoaMMO OTMETUTh, YTO BBIPAKEHHBI YPOBEHb
IIUTONIN3a, TPEBBIIAIONMNA 5 HOpM, HE OBUT 3apETUCTPUPOBAH HU Y OIHOTO
6ompHOTO. 711 0OCenoBaHHBIX OOJBHBIX HE ObLIa XapakTepHa U BbIPaKCHHAs
runepOunupyounemus. He Obuia oOHapyXeHa JOCTOBEpHAasi B3aUMOCBSI3b YPOBHEMN
OwmpyOrHa M ero (pakmuii ¢ ypoBHEM ITUTONM3a W TOKA3aTEISIMUA TUMOJIOBOM
poOsl (p>0,05). YacToTa BcTpeyaeMOCTH KIMHHYECKHX CHMIITOMOB 3a00JI€BaHMS
He ObUla B3aMMOCBSI3aHa C TeHOTHUNOB  BHUpyca C, C BUPYCHOH HarpysKoM,
BBIPAKEHHOCTBIO  IIMTOJM3a  TEMaTOlUTOB (p>0,05). C Hapacranuem
MPOJIOJKUTEIIBHOCTH 3a00JIeBaHUsI YBEJIIMUMBACTCS  BBIPAXKEHHOCTh W YacToTa
BCTPEYAEMOCTH CHUMIITOMOB MHTOKCHUKAIIMOHHOTO CHHJIPOMA, a TAKKE TAKECTH U
Ooselt B mpaBoM nozipedepbe nocie npuema oomibHOM nuiy (p< 0,05). YuutsiBas
BEIYIIYI0 POJIb MHTOKCHUKAIIMOHHOTO CHHAPOMa B KIMHUYECKOM IMPOSBICHUU
XBI'C B rpynme o00cCien0BaHHBIX OOJILHBIX W [JIsI CHUCTEMATU3AllMU B
MOCJIEYIONIEM PEe3yJIbTaTOB JIA0OPATOPHBIX  HCCICIOBAHUMN, BBIPAKEHHOCTh
WHTOKCUKAIIMOHHOTO CHHJI[poMa Obllla YCJIOBHO  pa3felieHa M0 KOJUYECTBY
PETUCTPUPYEMBIX CUMIITOMOB Ha TPU CTENEHU: JIErKas CTeNeHb — Hajmuuue 1-3
CHUMIITOMOB, yMepeHHas — 4-6 CHMITOMOB, BbIpaxeHHas — 7-10 KIMHUYECKHX
CUMIITOMOB MHTOKCUKAIIUH.

B derBeproil mmaBe agucceprali  «AHAJM3 HMMYHO-KJIETOYHBIX U
HMMYHO-PeryJIATOPHBIX MoOKa3aTejeili B 00C/1eI0BaHHOI rpynne O00JbHbIX
XBI'C» mpeacTaBiieHbl pe3yJbTaThl aHAIM3a OCHOBHBIX IOKa3arejeld KIETOYHOTO
U TYMOPAJIbHOTO MMMYHUTETA, MPOBOCHATUTEIBHBIX U MPOTUBOBOCHATUTEIbHBIX
uuTOKMHOB, B ToM uyuciie MOH-o, UOH-y u antu-UOH-0 110 oTHOmEHUO K
aHAJIOTMYHBIM TIOKA3aTessiM 3J0POBBIX JUIl. B o0cnenoBaHHO#N rpyrie OOJbHBIX
(puc.1) ormeuaercsi JOCTOBEPHOE MO OTHOMIEHUIO K TPYIIIE 30POBBIX CHUKECHHE
KOJTMYECTBA JICHKOIIMTOB M JIMM(OIMTOB. J[0CTOBEPHOE CHIKEHHE PETyISTOPHOTO
WHJIeKca Mo OTHOIIeHUI0 K KoHTpoito (1,06+0,07 u 1,7+0,07 coOTBETCTBEHHO, P)
MPOUCXOJIUT 3a CUeT CHIKEeHUs coaepxkanuss CD4+ (27,6+0,58% u 35,3+1,2%
COOTBETCTBEHHO) u  mnoBbimienuss CD8+  (26,0+1,13% u  20,7+0,61%

cooTBeTcTBeHHO). OOpaiaer Ha ceOs BHUMaHUE YBETUUCHHE TUMQPOIIMTOB C
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peuentopamu  CDO95+, aKTMBHpYIOIIMX MNPOLECCH  KIETOYHOIO  aronTo3a
(24,8+1,21% u 17,9+0,8% cooTBeTcTBeHHO). B rpyrie oOciemoBaHHBIX OOTBHBIX
XBI'C nabmromaercst I0CTOBEPHO 110 OTHOIICHHUIO KOHTPOJIIO TTOBHIIIICHNE YPOBHEMH
COCTaBJISIIOIIUX rymMopaiabHOoro uMmynurera IgA (159,1+6,0mr% u 108,0+9,7mr%
cooTBeTCcTBeHHO), IgM (119,0+£5,84mr% u 84,5+£5,1Mr% COOTBETCTBEHHO), a
takke [IUK kak kpynHbIX, Tak u Menkux. [loBeimenue mnokaszareneii ®AH nHe
UMeEJI0 JOCTOBEPHOCTH (pHc.1).
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Puc. 1. UmmyHos0rH4YecKue noka3zarejn 00abHbIx XBI'C
[Ipumeuanue: * - nocroBepHOCTH (p<0,05) OTAMYMIT OT IPyMIIIBI 310POBBIX

Y oOcnemoBaHHBIX  OOJNBHBIX  HAOMIONAIOTCS  pa3HOHAMPABICHHBIE
U3MEHEHUS B MOKa3aTemsx Kak MPOBOCHAIUTENbHBIX, TaK u
MPOTUBOBOCHIAIUTEIILHBIX ITUTOKUHOB (puc.2). Tak, 10CTOBEpPHOE MO OTHOIICHUIO
K KOHTpomto cHmwkeHue yposue WII-1B (2,4+0,15 nr/mn u 4,32+0,35 nr/mn
coorBerctBeHHO) U WMJI-8 (10,8+0,42 nir/mim m 32,24+1,9 nr/mi1 COOTBETCTBEHHO)
conpoBoxaercs nobiieHueM ypoBHs @HO-a (8,9+0,41 nr/ma npu KOHTpoJe
5,8+0,27 nr/miu, p<0,05). Yposenr mnporuBoBocnanurenbHoro MJI-4 B nBa pa3
NpeBBIIAeT KOHTpoNbHble mokazarenu (4,1+0,16 nr/mn wu 2,35+0,17 nr/ma
COOTBETCTBEHHO).

HeobOxonumo orMetuth goctoBepHoe cHikeHue (p<0,01) mnoxasareneit
N®H-o y 6onpubix XBI'C npu npoctroBepHoMm mnoBbimenun (p<0,01) ypoBHs
NH®-y, d9ro mnomdepkwBaeT OCOOCHHOCTh WHTEpPEpOHOTEHE3a Yy TaHHOTO
koHTUHTeHTa (puc. 2). IIpoBeneHHBI aHaNW3 B3aUMOCBSA3UM MUMMYHOJIOTHYECKUX
MoKasareseil C TeHOTUIIOM BUpYyCa, BUPYCHOM Harpy3Koil, BBIPaXKEHHOCTHIO
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IIUTOJIM3a TENATOIMTOB U KIIMHUYECKOTO CHHIPOMAa MHTOKCHUKAIIMN HE YCTAaHOBHII
noctoBepHocTu (p>0,05) B3aUMOCBSA3U ATUX TTOKA3aTEIICH.
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B 30poBkIe B bonsnsie XBI'C

Puc.2. Iloka3zareiu NpoBOCHAJIUTEIBLHBIX H IPOTHBOBOCHAINTEIBHBIX
HUTOKMHOB y 00JbHBIX XBI'C.
[Ipumedanue: * - nocroBepHOCTh oTHunii (p<0,05) OT TpymIIBI 310POBBIX

B maroii mmaBe guccepranuu  «CocTOsiHHE TPOOKCHIAAHTHBLIX U
AHTHOKCHAAHTHBIX CcHCTeM B 00ciaegoBaHHO rpynne 0o0abHbIX XBI'C»
OCBEILICHBI PE3YJBTAThl U3YUCHHS] COCTOSIHUS MPOOKCUIATHOM M aHTUOKCUJIAHTHOU
cucteM y 6ompHBIX XBI'C. B 00mieli rpyrie oOcie1oBaHHBIX OOJIBHBIX YPOBEHb
OCHOBHOTO METa0o0JIuTa HUTPOOKCUAEpruyeckux mpoueccoB - NO, (okcua azor)
JIOCTOBEPHO HE OTJIMYAETCS OT Mokazareneit 3mopoBeix aull (19,4+0,37u 17,9+0,88
MKMOJIB/JT COOTBETCTBEHHO, p>0,05) (Tabm. 1). [Ipu aToM oTMeuaeTcst JOCTOBEPHOE
MOBBIIIIEHNE 0 OTHOILICHHUIO K TMoKazareiasiM 310poBbix juil iNOS (0,73+0,01 u
0,28+0,01 MKMOJIB/MUH/MJI  COOTBETCTBEHHO), TIpH JOCTOBEPHOM CHUKECHUU
nokazarens eNOS (7,33+0,17 u 14,6+0,73 coorBercTBeHHO, p<0,01). O6pamiaeT Ha
ce0s1 BHUMaHKEe MoBbllIeHUEe ypoBHs mnepokcuHuTputa (ONOQO’), 00pasyroiierocs
3 NO wu cBoOomubix pamukaioB (0,67+0,01 u 0,12+0,01 coOTBETCTBEHHO,
p<0,01). Ilpu ananuze coctosiHusi mnepekucHoro okucienus naununaos (I10JI) B
rpynmne oOCJEIOBaHHBIX OOJBHBIX  YCTAHOBJICHO TIOBBIIICHUE WHTEHCUBHOCTH
peakuit [TIOJI (Ta6n.1). ¥V 6onpubix XBI'C ormeuaercs noctoeproe (p<0,05) mo
OTHOILICHUIO K TIOKa3aTeNsiM 370pPOBBIX JIMI] KaK MEepBUYHBIX MpoaykToB [TOJT —
JMECHOBBIX KETOHOB, JMEHOBBIX KOHBIOraroB, TaK M BTOPUYHOTO MPOAYKTa —
MaJIOHOBOTO Juaibaeruna. Mapkep sHaoreHHOW nHTOKCUKamu CMII y GonbHBIX
XBI'C B 1,5 paza npeBsllliaeT moka3aTeiau 3A0pOBBIX JHIL (Tadm. 1).
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Taoauna 1.
Ioxa3areu NPOOKCUAAHTHON M AHTHOKCHAAHTHOM CUCTEMbI B IPyNIax



00JbHBIX XBI'C ¢ pa3inyHoii cTeneHbl0 MHTOKCUKAIIUN, =196 (M=£m)

Buoxumudeckue 3n0poB OOmas ['pynmbl 60IBHBIX ¢ PA3TMYHOM
IoKasareiu bIe rpyrmma CTEIEHBI0 MHTOKCUKAIIUU
(n=20) OO0JIBHBIX
(n=196) [ rpynna II rpymma III rpynma
JIerKast yMepeHH BBIPAKEHH
(n=49) ast as (n=73)
(n=74)
NOX, MKMOJIB/JT 17,9 19,4 18,7 19,9 20,3
+0,88 +0,37 +0,49 +0,76 +0,80
eNOS, 14,6 7,33 7,15 7,60 7,37
MKMOJIb/MUH/MJI +0,73 +0,17* +0,25 +0,29* +0,39*
iNOS, 0,28 0,73 0,70 0,75 0,76
MKMOJIb/MUH/MIT +0,01 +0,01* +0,02* +0,03* +0,03*
ONOO, MKMOIB/T 0,12 0,67 0,65 0,67 0,70
+0,01 +0,01* +0,02%* +0,02%* +0,03*
JlueHoBbIC 0,32 0,64 0,64 0,62 0,66+0,02*
KETOHBI, OTH. +0,02 +0,01* +0,02* +0,02*
En/mn
JlneHoBbIe 1,07 1,79 1,66 1,76 1,91
KOHBIOTATEHI, +0,06 +0,03* +0,05%e +0,06*# +0,06%#§
otH. En./mn
M/JIA, HMOJIB/MIT 2,50 3,61 3,62 3,49 3,73
+0,13 +0,07* +0,15%* +0,11%* +0,11%*
CMII, B mia3me y/e 9,79 14,02 11,9 14,86 14,6
+0,09 +0,28* +0,35%e +0,49%# +0,45%#
Karamasa, mxat/mn 22,8 50,1 52,4 50,1 48.6
+1,04 +0,96* +1,82% +1,50%* +1,65%*
CO/1, Mxr./mit 36,1 38,6 40,8 38,6 37,0
+1,52 +0,84 +1,52* +1,34 +1,47
GS, MKMOITB/MIL.3P. 453 23,7 28,2 247 19,7
+2,12 +0,45% +0,75*%e +0,61*# +0,66*#§
GSH, MKMOJIB/MIL3D. 432 22,2 26,5 23,2 18,4
+2.14 +0,45* +0,75%e +0,65%# +0,64*#§
GSSG, 2,15 1,51 1,71 1,53 1,34
MKMOJTb/MJLAP. +0,15 +0,04* +0,06*e +0,06*# +0,06*#§
I'P, 2,84 2,14 3,25 2,52 1,19
MkMmoib/HAJID +0,13 +0,04* +0,12%e +0,06*# +0,05*#§
H/m nn/Hb
I'TI, 583.5 3323 464,0 350,5 2253
MKMOIIb/GSSG/ +28,28 +6,17* +5,5%e +3,4%# +5,0%#8




mun/Hb

I'T, MxMoIs/ 2,44 1,35 1,54 1,36 1,22
GSH/mun/Hb +0,11 +0,03* +0,05%e +0,04*# +0,04*#§
I-6-®d/1r, 5,5 4,39 5,01 4,41 3,94
MKMOJIb +0,27 +0,08* +0,21e +0,12%# +0,10*#§
HAJ1®/mMun/Hb

[Ipumedanue: * - HaM4YKMe JOCTOBEPHOCTH PA3IMUMA OT MOKa3aTeNeil 30pOBBIX JIMIL;
# - HaNM4Yue 0CTOBEPHOCTH pa3auuuii ot | rpymnmsi;

§ - HanmmuMe gocToBepHOCTH pasanuuii ot II rpymnmer;

® - HaJM4re JOCTOBEPHOCTH OTIIMIHMM OT IMOKa3aTesield 00meit rpy bl OOIbHBIX.
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Pesynbrarel  HMccaeqoBaHUN YPOBHEW ITIyTaTMOHOBOM AHTUINEPEKUCHOU
3aIUThl MOKaszanu, 4rto y OonpHBIXx XBI'C HabmiomaeTcs JOCTOBEpHBINH CPBIB
rOMEOCTaTUYECKON (PYHKLIMU CHUCTEMBI TIIyTaThoHa. Y OOCIIEIOBaHHBIX OOJBHBIX
PErUCTPUPYETCS BBIPAXKEHHOE CHIKEHUE BOccTaHoBIeHHOTo rytarnoHa (GSH) —
NMpakTUYeCKu B 2 pa3a. Hapsany co CHIKEHHEM ypOBHEW IIyTaTHOHAa OTMEYaeTCs
cympeccusi  aKTUBHOCTH  TJIyTaTHOH3aBUCUMBIX  (PEpMEHTOB.  AKTHBHOCTH
mnytatuoHnepokcuaassl  (I'TI) cHukaeTcs MO OTHOIIEHUIO K MOKa3aTessiM
3n0poBbIX Jull B 1,8 pasza (Tabn. 1). JlocToBepHble U3BMEHEHHS MO OTHOIICHHUIO K
MOKa3aTeJsiM 3JI0POBBIX JIMI[, HO B MEHBIIEH BBIPA)KCHHOCTH HAOIIOAAIOTCS U B
aKTUBHOCTH TiIyTatnoHpenykTassl (I'P). [ BoccTaHOBICHHS OKUCICHHOU (POPMBI
rIyTatioHa HeobOxomuma monekyna HAJI®H, monatopom Bomopoma asis KOTOPOid
spiasiercss  [-6-DII.  VYcraHoBieHO, 4TO akTUBHOCTH [-6-DJ[I" mocToBepHO
CHIDKAJIach MO OTHOIIEHHUIO K MOKa3aTesIM 3I0pOBOM Tpyniibl (Tabdi. 1).
Pe3ynpraThl NpPOBEAEHHBIX HCCIEIOBAHUN TOKa3aldud OTCYTCTBUE JOCTOBEPHOM
B3auMocBsizu  (p>0,05) wu3MeHeHUI B TMOKa3aTeiasix MPOOKCUJIAHTHOU U
AHTHUOKCHUJIAHTHOW CHUCTEM C BBIPAXXECHHOCTHIO LIUTOJIM3a, BUPYCHOW HArpy3KoM U
reHotunoM Bupyca C. Ilpum »>ToM oOTMeuaeTcss B3aUMOCBSI3b HW3MEHEHUN B
MOKa3aTeJsiX MPOOKCUJAHTHOW W AHTUOKCHJIAHTHOM CUCTEM C BBIPAKEHHOCTHIO
MHTOKCHUKAIIMOHHOTO CUHAPOMA.

Tak, aktuBHOCTH INOS 1 ONOO, 10CTOBEPHO CHMIKASICH IO OTHOIICHHUIO K
nokasaressiM oOmield rpymnmne OOJbHBIX B TpyIIe OOJIbHBIX C JIETKOW CTENEHbIO
WHTOKCHUKAIIMU, TIOBBIIAJACh C YXYAINICHUEM CaMOUYyBCTBUSA OOJBHBIX U
yBenuueHuem uucia wux kanodo (0,68+0,02 wmxmonb, 0,71+£0,02 MKMOIb,
0,78+£0,02mxkmons u  0,56+0,02 wmxmoaws/n, 0,72+0,02 wmrmons/a, 0,70+0,02
MKMOJIB/J1, cooTBeTcTBeHHO p<0,05). B3aumocsizb nnTeHcuBHOCTH peakuuu [10J1
C KJIMHUYECKUM CHHJIPOMOM HWHTOKCHKauuu noctoBepHo (p<0,05) mposiBisiach
TOJIKO B W3MEHEHHUSIX TOKa3aTelell JUEHOBBIX KOoHbIoratoB. HamOosiee HuU3KHE
MOKAa3aTe aKTUBHOCTH TIyTaTHMOHA W TIIYyTaTHOH3aBHCUMBIX ¢depMeHTOB u ['-6-
@®JII" 3aperucTpupoBaHbl y OOJBHBIX C BBIPAKEHHBIM HWHTOKCUKAIIMOHHBIM
cuagpomomM. OOpaiaeT Ha ceOs BHUMaHKWE JTUHAMUKA U3MEHEHUM akTUBHOCTH ['P.
[Tpu HavMEHbIIEH BBIPAKEHHOCTU MHTOKCHUKAIIMOHHOTO CHUHJIpOMa
PETUCTPUPYETCS BCIUIECK AKTHBHOCTH (EepMEHTa C JOCTOBEPHBIM 3HAYCHUEM



MOBBINICHUS] YPOBHSI KaK IO OTHOIIEHWIO K OOIMIei Tpymnme OOJNBHBIX, TaK M IO
OTHOIIICHUIO K TIOKa3aTelsiM 3[0pPOBBIX JHI. B nanpHeilleM, mpu HapacTaHUHU
WHTOKCUKAllMd OTMEYAeTCsl CHWXXEHUE TMoKa3arened akTtuBHoctd [P ¢
HAaUMEHBIITUM YPOBHEM aKTHUBHOCTH Yy OoyibHBIX III Tpymmbl, MpeabsBiIsIIOIIAX
HamOonpliee KomudecTBO kanob. CremoBarenbHo, y  OompHBIX XBI'C
HaOIOMaeTCs JIOCTOBEPHOE CHUKEHHE AKTUBHOCTH [JyTaTUOHA,
[TyTaTUOH3aBUCUMBIX (pepmenToB u ['-6-O/II" (Tadm. 1).

[IpoBeneHHbIE MCCIIEIOBAHUS MOKA3aJIH, YTO U3 TPEX NIYTAaTHOH3aBUCUMBIX
depmentoB — I'P, I'TI, I'T, naubosiee mocienoBareiieH B CBOEH B3aMMOCBSI3U C
BBIPOKEHHOCTHIO KJIMHUYECKUX CHUMIITOMOB HWHTOKCHUKAITUU SIBISCTCS (EPMEHT
I'Tl. YuuTeiBass BBIIEU3I0KEHHOE, HAMU IIPOBEIECH aHAIU3 CTENICHEU CHUKECHUS
110 OTHOIIIEHUIO K KOHTpoITto noka3areseit ['T1 B o6mieit rpynme 6onpHbIX XBI'C 1
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YCJIO0BHO BbIACIICHBI 3 CTCIICHN FHYTaTHOHOBOﬁ HCOAOCTAaTOYHOCTH.
KOMIICHCUPOBAHHAsA — CHHXXCHHUC [0 30% ot KOHTPOJIbHBIX HOKaBaTeHeﬁ,

cyOkomrieHcupoBaHHass — cHkeHue ot 30 mo 50% u JgekoMIeHCUpOBaHHAS —
camxenue mnokaszareneid I'TI ceeime 50% OT KOHTpOdsSs. AHaIW3 COOTHOILIECHHS
[JTyTaTUOHOBOM HEAOCTATOYHOCTH U CTENEHEW MHTOKCHUKAIMOHHOTO CHUHApPOMA Y
obcnenoBanHbIXx 00nbHBIX XBI'C mokazan, uro y OonbHbIX XBI'C kimHMYeckas
MaHu(ecTaIus THTOKCUKAIIMOHHOTO CHHJIpOMa IO CTENEHU CBOEH BBIPAXKEHHOCTH
«OTCTaeT» OT cTeneHu cHuxkeHus ypoHs ['TI (Tabm.2).

Tabnuna 2.
CoO0THOIIEHUSA IIIYTATHOHOBOM HEJIOCTATOYHOCTH U CTeNeHel
HHTOKCUKALMOHHOIO CHHAPOMA Y 00c/ie10BaHHbIX 001bHbIX XBI'C

Crenenu [‘pynmsl 60IBHBIX ¢ Pa3IMYHOM CTENIEHbIO HHTOKCUKAIIH
BBIPAKEHHOCTHU

[y TaTHOHOBOM I rpynma — II rpynma IIT rpymma —
HEIOCTATOYHOC JeTKast yMepeHHas BBIpKCHHASI
TH (n=49) (n=74) (n=73)
Komniencarus (40)81,6%=+6,9* - -

Cy6romneHcanmst | (9)18,4%+6,9% 2 | (55)74,3%+6,2* ! -

JlexoMmeHcarus - (19)25,6%+6,2% 3 (73)100% *

[Tpumeuanue: * - p<0,05 Mexy cTENEHAMHU IITyTaTUOHOBOM HEAOCTATOUHOCTH
1-23_ p<0,05 MexTy COOTBETCTBYIOIIMMHU TPYTIIAMH.

B mecroit mase nuccepraunu «CocTosiHusI IHeproodecnevyeHusi KIeToK B
rpynne oo0cjaenoBaHHbIX 00abHBIX XBI'C» ocBelleHbl pe3ylbTaThl WU3yYECHHS
cocTosiHUsA 2HeproodecmedueHuss kiaeTku y OonpHBIX XBI'C. HccnemoBanms
nokazanu jgocroBepHoe (p<0,05) cHmxeHue conepkaHusi spurpouutapHoro AT
U noBbIlieHue ypoBHs 2,3 JI®I" (Tadn.3).



Tabuuna 3.
IMokaszareau AT® u 2,3 IPI" B rpynnax 6oabHbIX XBI'C ¢ paszanunoii
CTeNeHbI) HHTOKCHMKALMHU

310poB Oo6mmas ['pymimbl GONBHBIX € pa3IUYHON

buoxumu bIC, rpymnmna CTEIICHbIO MHTOKCHKAIIHH

YECKHUE n=20 OOJIbHBIX,

TIOKa3aTeu n=128 ! lrpymnma | Il rpymnma
rpyIina yMEpeHH BBIpaKCHH
Jerkas ast ast (n=48)
(n=32) (n=48)

AT, 19,6£0,26 | 4,8+0,15* | 7,4+0,28* | 4,4+0,17*' | 3,5+0,13*°

mr/100 M

2,3 1T, 5,61+0,19 | 10,4+0,19% | 8,9+0,32* | 10,4+0,28*' | 11,5+0,30*°

MKMOJIb/MJI

[Tpumeuanwue: * - p<0,05 M1y CTENEHAMHU ITyTATHOHOBOW HEIOCTaTOYHOCTH
1.23_ h<0,05 MexXIy COOTBETCTBYIOMIIMH TPYIIIAMH.

42

VYcraHoBneHo, uTo u3MeHeHHs mokaszareneit AT® u 2,3 Pl He umeror
JOCTOBEPHOM B3aMMOCBSI3M C BapuaHtamu TreHotuna Bupyca C, BHpPYCHOH
Harpy3koll W BBIPAXKEHHOCTBIO IUTOJNIM3a renaronuToB. [Ipu sTOoM oTMeuaercs
JIOCTOBEpPHAs B3aMMOCBSI3b MOKAa3aTeNied THUIOKCUM KIETKU — CHIXKEHHE YPOBHS
AT® wu noBeimieHne  mokazareneit 2,3  J®PI' ¢ BBIPaXEHHOCTHIO
WHTOKCHUKAIIMOHHOTO CHUHApoMa (Tadi.3).

[IpoBeneHHBI KOPPEISUMOHHBIM aHAIM3 B TpyIne OOCIEIOBAHHBIX
OOJIbHBIX BBISIBUJI OTPULATEIBHYIO 3aBUCUMOCTh Mexay ypoBHamu [Tl wu
MOKa3aTeJsIMA BEAYILETO MPEICTABUTEINSI MEXKIETOUHOW UMMYHHOW PEryJsiliui —
®HO-a (r=-0,28), moKa3zarenssMl HWHTEHCUBHOCTU HUTPOOKCHUIEPTHUECKUX
nporeccoB - ONOO'(r=-0,16) u IIOJI — nuenoBwsie koHbrorarel (r=-0,16) u
Ja00paTOpHBIM MapkepoM 3HaoreHHod uHtokcukanuun — CMII (r=-0,18) kak B
o011eil rpynme, Tak U B TPYIIAX C Pa3IMYHON CTEMEHbIO MHTOKCUKAIIUU, a TAKKE
HaJWYuul MpsAMOM KoppesmsimuoHHOM cBs3u  (r=0,16) mnokazareneit AT® c
nokazaresnsiMu [Tl u oTpunarenbHONW KOPPETSLMOHHON CBSI3U € MOKa3areyismu 2,3-
NI (r=-0,17).

Ha ocHoBanmm  pe3ynbTaToB  MPOBEASHHBIX  HCCIEAOBaHWN  Oblia
chopmynmpoBaHa  CXemMa  MPOIECCOB  META0OIMYECKOW  ajamTaruu K
nposonrupoBannoit HCV-undexknuu (Puc. 3.).

Bupyc 3amyckaeT MeXaHM3Mbl CaMOCOXPAHEHUS IyTEM CyIPECCHH
untepdepoHorenesa, pazputus nucodbananca Thl/ Th2 3BeHbeB HMMYHHOTO OTBETa
¢ (opmupoBaHHEM WMMYHHOKOMIUICGKCHBIX TMPOIECCOB W  ITUTOKWHOBOM
JUCPEryIaun ' . 3amyIeHHble TPOoIecChl HHAyLIHpPYIOT BeipaboTky ADK KieTkamu
Kyndepa, UTO, suporenuanbHbIMU KiIeTKamu, paroruramu. [loBbimeHne ypoBHs
AOK npuBOAMT K WHHUIMALIMK pPEaKIUN IIOJI'. B orBer Ha  TOBBIIIEHHE



koHleHTpauun npoaykroB IIOJI — K, MIA, dopmupytoTcs  KIE€TOYHBIE
MEXaHM3Mbl aJanTalid B BHUJE AKTUBALMM CUCTEMBbI DIYTaTUOHA, B  KOTOPOM
KItoueBbIM (epMeHToM B yruimzauuu ADK ssusercs I'Tl. @epmenToM qOHOpOM
st I siensiercss GSH. [Ipu 5ToM e1MHCTBEHHBIM (hepMEHTOM, 00eCTIeUNBAIOIIINM
ouoperenepammo GSH u3 GSSG, sensorcs I'P n I'-6-DJI[°.  BrlssieHHOE B
pabote y psima O0IBHBIX HOCTOBEpHOE TMoBEIIeHHE | P Ha oHE CHIDKEHUS YPOBHS
o0Iiero M BOCCTAaHOBJIECHHOTO IJyTaTHOHA, Ha HAll B3MIAL, XapaKTepusyeT
aJAaNTUBHOE HAIIPSHKEHUE YTOU CIIOKHOW CHUCTEMBI, HAIIPABIEHHOE HA COXPAaHEHUE
LEJIOCTHOCTH MEMOpaH MpU XPOHUYECKOM OKHUCIUTEILHOM CTpecce.

WNuaktuBanuss cBOOOAHBIX panukaioB O, mnpenoTBpamaeT HalOyxaHue
MUTOXOHAPUM. OTO B CBOIO O4YEpPEdb IIO3BOJIIET COXPAaHUTh AKTUBHOCTH
depMeHTOB AbIxatenbHOM 1enu B mukie Kpedca. [Ipu aTom muist AOTIOTHUTENBHON
BEIPa6oTKN AT® aKTHBH3HPYIOTCS MPOLECCH AHAIPOOHOTO TIIMKOIH3a’,

'JleGenen B.B., bounapenko M.H., Apneesa M.I', Ctpuxanos K.C., Illy6uu M.I. Kinandeckoe 3HAYEHHE YPOBHS
oKcHza a3oTra B IU((EpeHINATBHON IUATHOCTHKE OCTPHIX, XPOHHYECKHX BHPYCHBIX M TOKCHYECKHX MOPAKECHUH
mreueHn//Mapexmmonnsie 6one3nn. — 2010. — T. 8. - Nel. — C. 19-24.

*Cepepun E.C. Buoxumus / E.C.Cesepun. - M.: TOOTAP - Menua, 2005. - C.622-623.
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Hapymenne 6ananca Th-1 u Th-2 HCV num¢onuros

(DOpMI/IpOBaHI/Ie UMMYHOKOMIIJIIEKCHBIX
MIPOLIECCOB U TKaHEBOM ayTOArpecchu
Cynpeccus natepdepoHorenesa

Hucperymsus LK
AxtuBanusa PHO-a

Craaust KOMIIeHCcaAuu
AKTHBAUMA [JIyTATHOHOBO# CHUCTEMBbI

PacxomoBanne GSH B mHakTuBanmu pamukaios O, ¢ momomipio ['T1
AKTHBaNus CHHTE3a KynpepoBckuMH KineTkammu, knetkamu UTO, parommuramn AOK

AxtuBanus I10JI

Cranusi cyOKoMIeHcalun
CHMKeHHe AKTUBHOCTH IVIyTATHOHOBOM
CHCTEeMbI

|GSHu |I'TI
CTalII/IH JCKOMIICHCAIlU U
F.rlyﬁolcoe CHUKCHHUE AaKTUBHOCTH FJIyTaTPIOHOBOfI CUCTEMBI



JIGSHu ||T'TI

o GSSG
BBIIICHUE YPOBHS VBenuueHue

1 GSSG | TP
1 GSSG || TP

akruHoctH 1 I'P

Yeunenne 6uopereneparnu GSH
Hanpsixenue

ouopereneparuun GSH

| T-6-01I" | HAI®H
Hcrowmenue

ouopereneparu GSH

1l T-6-01I" || HAI®H

WnakTuBarmst cBOOOIHBIX paaukaioB O, mpenoTBpaniaeT HabyxaHue MUTOXOHAPUNA

CoxpaHeHHe aKTUBHOCTH (pepMEHTOB JbIXaresibHOM 1enu (ki Kpebca) 1 akTHBalus aHa’ pOOHOTO IIMKOJIN3a
st BeIpaboTku ATD

CoxpaHeHne MeTaboIM3Ma B KIIETKE
1 T-6-O1I" t HAI®H
CHMXEHUE WHAKTHBAIMH CBOOOMHBIX pamukanoB O, u HaOyxaHHe MUTOXOHAPHIA

CHIKeHNE aKTHBHOCTH ()epPMEHTOB JIbIXaTenbHON nenw (nuk Kpebca) M 1omoaHNTEIbHAS aKTHBAINS
aHa’pOOHOTO MIMKONU3a JUIsl BeIpaboTku AT

I'unokcust KIeTKu
12,3-10r
Pacnag mutroxonapuit

PasBuTHe KI€TOYHOTO 3H€pFOIIC(1)I/IL[I/ITa T'ubens KIeTKH

Puc. 3. Cxema npoueccoB meradoanveckoit aganranuu npu XBI'C
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OTH IMPpOHCCChI CIIO CO6CTBYIOT B YCIIOBUAX OKHUCJIUTCIBHOTO CTpeCCa

NPEeIOTBPAIICHUIO Pa3BUTUS JHEProfedUIMTa U COXPAHCHHUIO KJIETKH U MOTYT
OBITh Pacli€HEHbI KaK KOMIIEHCATOPHOM CTaiuel ITyTaTHOHOBOM HEI0CTaTOYHOCTH
(Puc. 3).

JlnutenpHass MNPOOKCHMIAHTHAS HArpys3ka, SBISIACH BEAYIIMM 3BEHOM B
naroreHeze  XBI'C, mnpuBOOMT K TOCTENEHHOMY HCTOIIECHUID PE3EPBOB
BOCCTAaHOBJIEHUsI TDNIYTAaTHOHA W CHWKeHHto aktuBHocth ['P.  CHuxkeHue
MHAKTUBAIMU CBOOOIHBIX panukainoB O, MPUBOIUT K HAOyXaHHWIO MUTOXOHJPUNA U



CHUKEHUIO AaKTUBHOCTU (DEPMEHTOB IbIXaTEIbHOW LIEMH, YTO COMPOBOXKIAETCS
SHEeproAepUIMTOM KiIeTKu. Ilpu 3TOM KieTka BOCHOJHSET SHEProAeUIUT U3
JIOTIONHUTENBHO —AKTUBU3MPOBAHHOTO aHa’pobHoro mimkonmsa'. Hapymenus
MeTabonu3Ma B KJIETKE MPUBOAUT K PAa3BUTUIO TMIOKCHM, YTO TOATBEPIKIAETCS
noBeilieHneM ypoBHA 2,3-JI®I" B oOcnenoBaHHOM rpymie OOJbHBIX. JTa CTaaus
MOXET OBbITh OIlleHEHa Kak CyOKOMIIEHCUPOBAaHHAs CTaausl TDIIyTaTUOHOBOMU
HEJ0CTaTOYHOCTH.

Cnenyromei craaueil MPOTUBOCTOSHUS MPO- U AHTUOKCHUIAHTHOW CHUCTEM
ABJISIETCA  BBIPAXKEHHOE HCTOILIECHHE pPE3E€PBOB BOCCTAHOBJIEHUS DIIYTATHOHA,
IPOrPECCUPYIOIIEE CHUKEHUE DHEPTreTUUECKOro MOTEHUHANA KIETKH — CHIDKEHHE
ypoBHsI AT® u eme OONBIIMM KOMIEHCATOPHBIM TOBbIIeHUEeM 2,3 J1OI,
XapaKTEePHBIM ISl BBIPAKEHHOM TUITOKCUU KJIETOK. DTH IMPOLECCHl BEAYT K THOeH
KJIETKH, CTOUKOMY BOCIAJIEHHUIO, CKJIEPO3UPOBAHUIO MAPEHXUMBI C TOCIJIEIYIOIINM
dbopmmpoBaHMeM IEppo3a’. Ta CcTagus IO MPaBy MOMKET Ha3bIBaThCSA
JEKOMIIEHCUPOBAaHHOM CTaJuel NIyTaTHOHOBOM HegocTarouHoctu (Puc. 3).

Ha ocHOBaHMU NTPENIOKEHHON CXEMBI IPOLIECCOB META00IMYECKOM
apantauuu npu XBI'C u onpeneneHHol B HEW BeayIIEH poiau Iy TaTUOHOBOM
HEI0CTAaTOYHOCTH M HEPTONPOIyLUPYIOIIeH (PyHKIIMU €CTECTBEHHBIM CTAHOBUTCS
MOMCK MpenaparoB, CHOCOOHBIX KOPPETUPOBATH 3TU MPOLIECCHI B OPTaHU3ME
O0JIBHOTO.

B cenpmoit mnaBe guccepranuun  «lloBblmieHue 3¢ ¢deKTHBHOCTH
NMaTOreHEeTHYeCKOoil U MPOoTUBOBUPYCHON Tepanuu npu XBI'C) npencrasieHs
pe3yabTaThl pa3pad0TKKU MaTOreHETUYECKHN OPUEHTUPOBAHHOM Teparivu.

JUIsT KOppeKLMH HApyLIEHW B CUCTEME NIyTaTUOHA HAaMU MCIOJb30BaH
«I'mytuon» - npenapar ¢pupmbl «Welfarm» npousBoactso Mcnanus copepxaninii
B cBoeM coctaBe GSH. HeopHopoaHOoCTh OONBHBIX MO CTENEHH IIIyTaTHOHOBOW
HEJ0CTaTOYHOCTH MTO3BOJIWIIA HAM BBIJEIUTH 3 IPYIIIbI: KOMIIEHCUPOBaHHYIO (I
rpynna), cyokomnencuponannyto (Il rpynna) u nekomnencuposannyto (III rpyrmma)
CTENEHU IIyTaTUOHOBOM HENOCTATOYHOCTU. B KaxaoW M3 rpynn Hamu — Obul
npuMeHeH npenapar [1ytnon® B qo3e 600 Mr Ha GU3HOIOTMYECKOM PAcTBOPE B/B
KareaqbHO B TedeHue 10 gHe Ha  (QoHE  JAC3MHTOKCHUKAIIMOHHOM |
CUMIITOMaTUYECKOW TEPaInH.

lCeBepI/IH E.C. buoxumus / E.C.Cesepun. - M.: 'DOTAP - Menua, 2005. - C.622-623;
’Farias MS, Budni P, Ribeiro CM, Parisotto EB, Santos CE, Dias JF et al. Antioxidant supplementation attenuates
oxidative stress in chronic hepatitis C patients//Gastroenterol Hepatol. 2012;35(6):386-94.
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Ha ¢one mpoBogmmoii tepanum mpemaparom [nmytnoH® B moze 600 mr
oTMeueHo aoctoBepHoe (p<0,05) moBeimeHnue nokazarenaeid GSH 1o oTHOIIEHUIO
KaKk K TIOKa3zaTrelsiMd [0 Hayaja JIeYeHHs, TaKk W K IOKa3aTelasiMU TMOcCIe
npoBefeHHONW  OasucHo  Tepanmum  (38,242,83;  28,8+2,08;  30,8+2,43
MKMOJIB/MJI.3p., COOTBETCTBEHHO; 36,4+2,69; 27+1,95; 29,1+2,3 MKMOIB/MIL.ID.,
coOoTBeTCTBEHHO). Heobxomumo oTMeTuTh, YTO y OONBHBIX | Ipynmbl K KOHILY
Kypca JedeHus npernaparoM [nyTnoH® B moze 600 mr yposens [Tl moctoBepHO
(p<0,05) moBbIIIATICA W TIPU ITOM OTIWYAJCA OT IOKa3arejaeld OOJbHBIX,
MOJTYYMBIIIHNX 0a30ByIO Teparnuo (526,3+37,9 n 466,1+36,7



mkMonb/GSSG/mun/Hb, coorBercTBenHO). [lpu aHanu3e TakoBBIX MOKa3areieu y
OONMBHBIX C CyOKOMIICHCHPOBAHHOM U JIGKOMIICHCHPOBAHHOW TITyTaTHOHOBOM
HepocrarouHocteio (II m III rpynma OONBHBIX) JOCTOBEPHOCTH OTIUYHHN OT
MOKa3aTesei 10 Hayasa JICUEHHs] HE OTMEYAETCHI.

[lonydenHble pe3ynapTaThl IMO3BOJWIM CAENATH BBIBOA O BO3MOKHOCTHU
JOCTIDKEHUH  YIOBJIETBOPUTENbHOM  Koppekuuu  paBHoBecus — [1OJI/AOC
npenaparoM [myTnoH® 600 Mr TOIbKO B rpyrmrme OONbHBIX ¢ KOMIEHCUPOBAHHOU
CTENEHbIO IYTaTHOHOBOM HENOCTATOYHOCTH. CleayromuyM dSTanoM —HalIuX
VCCIIEOBAaHNN SIBWJIOCH TMOBBIIIEHUE A03bl mpenapara A0 1200 mr B cyTku y
6ombHbIX 11 1 [II rpynmn r1yTaTHOHOBOM HEOCTATOYHOCTH - CYOKOMIIEHCHPOBAaHHON
U JIEKOMIIEHCUPOBAaHHOW. Pe3ynbrarbl NpOBEAEHHBIX  MCCIECIOBAHUN ITOKA3aJIN
MOJIOKUTEIPHOE BIUAHUE NAHHON 103bl [TyTHOHA® Ha KOPPEKLHIO PABHOBECHUS
I[IOJI/AOC. Taxk, kak Bo II, Tak u B IIl rpynnax 601bHBIX OTMEUYEHO JOCTOBEPHOE
noBellieHne nokazareneil aktuBHOocTd GSH u I'll mo oTHomeHuto K rpyiire
00bHBIX MOMy4YuBIIMX [TTyTHOHA B 103€ 600 MI/CyTKH, YTO MO3BOJMJIO OLIEHUTH
nokazarenu Il rpymnmbl OOMBHBIX KAK KOMIIEHCUPOBAHHYIO CTAJUIO TIIyTaTHOHOBOM
HeJocTarouHocTH, a mnokaszarenu III rpynmbr OonbHBIX  (DaKTHUECKH CTajau
COOTBETCTBOBATH CyOKOMIIEHCUPOBAaHHOM CTauu Iy TaTHOHOBOM
HepocTtarouHocTh. OHAKO, HECMOTPSI Ha JOCTOBEPHOE NOBBIIICHHE AKTUBHOCTHU
[IyTaTUOHOBOM CHUCTEMBI Yy OOJIbHBIX Mody4yaBmux [yTroH B 1o3e 1200 mr\cyTku,
B mokazareinsax [1-6-®JI, 2,3-JI®I, AT®  BeisBICHA JHIIb TEHACHIUS K
NOBBIIEHNUIO HX YpoBHeW. Mcxomsd w3 3TOro,  CIEAyIOIHAM 3TAaloOM HAIIMX
UCCIIEJIOBAaHUN OBLJIO pElIeHHe BOMpoca MO  KOPPEKLUHUU DSHEPreTUYECKOro
MeTabonu3ma KieTtok. Jlyis pemieHuss 3TOM  3aJayd HaMU BbIOpaH mpenapar
Copouton® (Imuna Pharm, CrnoBamkas PecnyOnuka), npenHa3HauY€HHBIN 1S
BOCIIOJTHEHHSI HEOEKOBOW SHEPTUU MyTeM NojaAepkaHus (EpMEHTOB INIMKOIN3a U
CUHTE3a Makpolprudyeckux coeauHeHuit. CopOuton® npumeHsica B no3e 250 mi
yepes AeHb Ne5 Ha (one nedeHuss 1iytHoHoM 1200 Mr B rpynmax OOJBHBIX C
cyOkomrieHcupoBaHHOM (n=13) u  jgekommeHcupoBaHHON (n=14) cragusMu
IJIyTaTUOHOBOM HEJOCTAaTOYHOCTH.  Pe3ynbTaTel IPOBENEHHBIX HCCIECA0BAHUM
NOKa3aJdu MOJOXKHUTEIbHOE BIMSIHHE KOMIUIEKCHOW Tepanuu [nmytnon+CopOuron
Ha mokazarenmu [Tl TI-6-®OAI, 2,3- DI, AT® kak y OOJBHBIX C
CyOKOMIEHCUPOBAHHON CTaJueld, TaK U y OOJBHBIX C  JIEKOMIIEHCUPOBAHHOU
CTaJAMel TIyTaTUOHOBOM HEAOCTAaTOYHOCTU. Tak, y  OompHbBIX Il rpymmer —

cyOkoMmmieHcupoBaHHasi ctaausi, ypoBeHb AT® Ha (oHE Je4eHHs MOBBICHICS C

4,0+0,28 no 15,6+1,13 Mr/100mx (p<0,05). YV 6onbubix 111
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TPYIIbl — JEKOMIIEHCUPOPBaHHAs cTaausi, oTMeueHo nosimenne AT® ¢ 3,1+0,21
o 8,6£0,6 Mr/100mn (p<0,001). DT U3MEHEHHUSI COMPOBOXKIATUCH perpeccrueu
MHTOKCUKALMOHHBIX CUMNOTOMOB. CIEAyIOMMM 3TarioM HAIIMX  MCCIEeIOBaHUMN
SABUJICS BOIPOC BPEMEHHOW YCTOWYMBOCTH NIIYTaTHOHOBOM CUCTEMBI B
paccMaTpuBaeMbIX Je4eOHBIX rpyImnmax OOJIBHBIX. [IpoBeneHHbIN
KJIMHUKO-JIa0OpAaTOPHBIA MOHUTOPUHI TOKa3ald JOCTaTOYHYI0 YCTOHYMBOCTH
[IyTaTUOHOBOM CHUCTEMBI MOCJIE MPOBEACHHOTO KOMIUIEKCHOTO JICYEHHS Y OOJIBHBIX
[ uw II rpynn, kotopas coctaBmszia oT 6 1o 12 MecsaueB. Y OONBHBIX C
JEKOMIIEHCUPOBAHHOW CTaJWE€N NIYTATUOHOBOM HEAOCTATOYHOCTH IPOBEACHHAS



KOMIUIEKCHAsI Tepanusi CIOCOOCTBOBAJIA COXPAHEHUIO MOBBIIMIEHHOTO YPOBHS
nokasaresueu ot 2 10 3 MecseB.

PexoMmenayemasi mpoIOHTHpOBaHHAs MeTabonuyecKas Tepanus I03BOJIMIIA
HE TOJBKO JOCTHYb JocTtoBepHoro (p<0,01) moBbllIeHUs MOKa3arenen
mrytaruoHoBoil cuctembl (GSH, I'TI), cuctemsl sHEprooOecneyeHus: KIETKU, HO U
noctoBepHoro mnoBbimenns JICK (kak mnokaszartenss 3aMeqyieHUs IMPOLECCOB
¢bubpo3upoBaHus B TEYCHH) Yy OOJBHBIX OCHOBHOW TPYMIbI MO CPABHEHUIO C
OOJIbHBIMM, TOJYy4YaBIIMMHU Oa3zucHyro Tepanuio (21,9+1,5; 18,2+1,2 cMm\cek
cooTBeTCTBeHHO, p<0,01).

B rpynnmy o6cnenoBaHHBIX OOJIBHBIX, MOJy4YaBIIMX KOMIUIekcHyto IIBT:
AnsreBup® B coueraHum ¢ pubaBupuHOM, Bouwio 65 GombHbIXx XBI'C. Ananm3
pe3yJbTaTOB KIMHUYECKUX HAONIONEHUN TOKaszajid, uyro y Bcex OombHBIX [IBT
conpoBoxaanack pazsutuem [13. Ilpu saToM mo xapakrepy peructpupyemsix 119
0oJbHBIE YeTKO pacnpenenwinch Ha aBe rpynnsl. Ilepsas (I) rpynna 18 yenosek
(27,7%) - O6ombubie mepenecmue [IBT 6e3 mobGounbix sddexro. Bropyto (II)
rpynny coctaBwiu 47 OonbHbIX (72,3%) ¢ mponoHrupoBaHHbIMH 1103,
PErUCTPUPYEMBIMH  BECh  MPOTHUBOBUPYCHBIM Kypc. CHEKTp KIMHUYECKHX
nposiBiieHnid, conpoBoxaaBmmx I[IBT, Obu1 odeHs mumpokuM. Haumbonee wyacto
PETUCTPUPOBATIUCH TPUIIIONONOOHBIM U acTeHWYeckuidt cuHiapoMbl (89,5% wu
84,2% cootBeTcTBeHHO). Ha BTOpOM MecTe MO 4YacToTe BCTPEYAEMOCTH ObLIH
JUCTIENITUYECKUM, TICUXONMaTUYECKUN U apTpaIrn4ecKuil cuHapomsl (79,2 — 72,9 —
68,7% cootBeTcTBeHHO). bonee uwem y momoBuHBI OonmbHBIX (52,1%) Ha (oHe
OPOBOAMMONM Tepanuu OTMEYaJoCh CHW)XXEHHE Macchl Tesa. bompmas dacTe
O0onpHBIX oOueHb Tskeno mnepenocwna IIBT. Ilpu stom 16 GonbubIX (24,6%)
OTKa3aJIuCh OT €r0 MPOJOJIKEHUS, HECMOTPS Ha CHIXKEHHE BUPYCHOM Harpy3ku. Ha
12 nenene neuenus 16 6ompHbIM (24,6%) MBI caMy ObUTH BBIHYXICHBI TPEKPATUTD
BBEJICHWE  IIpernapara MW3-3a  HapacTaHus, HECMOTpPS Ha  IPOBEIEHHUE
KOppETupyIoueil  tepanu, aHEeMUUM M TPOMOOLMUTONEHUH,  PA3BUTHUS
ayTOMMMYHHOTO Tupeouauta. CrenoBarenbHo, 32 OonbHbIX (49,2%) u3z 65
HAuaBIIUX NPOTUBOBUPYCHBIA KypC OBUIM BBIHYKJEHBI MPEPBATh JICUEHUE H3-32
BeIpaxkeHHOCTH [1D. AnHanu3 3¢ ¢eKTHBHOCTH MPOBOAMMON Tepamuu B TpyIIe
HaOIrOMaeMbIX OOJBHBIX MOKa3asl, 4To y 18 OonbHBIX, uTO cocTaBmio 27,7%, Ha
12-24 nenensx nedenuss PHK-HCV nepecraBana oOHapyXuBaThbcsi B KPOBU U HE
oOHapyXuBaJlach B T€UE€HHE mocienyromux 6 MecsueB Haomoaenus. K 12 nenene
neuenus y 11 6onpabIX (19,3%) He HabMIOMaNAaCh TMHAMUKA B BUPYCHOW Harpyske,

YTO OBLIO PaCOCHCHO KaK OTCYTCTBHC BUPYCOJOI'MYCCKOTO OTBCTA HA
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IpoBOAMMYIO Tepanuio. Ha ciienyroniem srane ucciieioBaHu HaMu TPOBENIEH
aHau3 B3auMOCBs3U BbipakeHHOCTH [13 ¢ apdexruBHOCTHIO [IBT (Tabn.4). Kak
BUJTHO U3 JaHHBIX, IPEJICTABJICHHBIX B TAOIUIIE, JOCTOBEPHOM pa3HUIIBI B YaCTOTE
MOJIOKUTEIILHOTO BUpYcoornueckoro orsera Mexay I u Il rpynnamMu OOJIBHBIX HE
oOHapy:xeHo. [Ipu 3ToM Bce OolibHbIE, BHIHYKICHO IPEPBABIIUE JICUCHUE,
Haxonunuck Bo Il rpymnme. Takum 006pazoMm, B 00ciieryeMon rpymnmne O0abHBIX
XBI'C nonoxurenpHblid BAPYCOJIOTHYECKHAN OTBET HAa poBoguMyro [IBT
HaOmonancs y 32,3% O0nbHbBIX, HE OTBETHIIN Ha Tepanuto 18,5% OoNbHBIX U
49,2% 00apHBIX U3-32 pa3BUBIIKXCS [1D HE CMOITIN JOBECTH TEPAITHIO JI0



JIOTHYCCKOI'0 KOHIIA, TCPA IMMPHU 3TOM IIAHC HAa BBI3AOPOBJICHUC.

Taoauua 4.
B3aumocsssb 3¢ dextuBHocTu IIBT ¢ BhipaxenHocTsi0 119 y 00/1bHBIX
XBI'C
['pyrmsr BapuanTsl IIpekpamenue
OOJIBHBIX C BUPYCOJIOTUYECKOTO OTBETA JICUECHUS U3-32
pa3IMYHOM Ha [IBT 119, n (%)
BBIPAKEHHOCTD
o0 TID [TonoxurenbHbI OtpunarenbH
i, n (%) bIit, n (%)
I rpynma 6 (33,3£11,1%) | 12 (66,7+11,1%) -
(n=18)
II rpynna 15 - 32 (68,1£5,7%)
(n=47) (31,94+5,7%)
p>0,05
Bcero 21 (32,3+5,8%) 12 (18,5+4,8%) 32(49,245,2%)
(n =65)

[Ipumeuanue: p — AOCTOBEPHOCTh OTANYMM Mexay rpynnamu [ u 11

CrenyromumM 3TaroM 3THX HUCCIEAOBAaHUW SIBUJIOCH HM3Y4YEHUE BO3MOXKHOMU
NaTOr€HETUYECKOW B3auMOCBs3M T000uHbIX 3ddextoB [IBT ¢ ucxomHbiM
COCTOSTHUEM TMPOOKCUJAHTHOW M aHTHOKCHUIAHTHOM 3amuThl y OonbHbIX XBI'C.
UccnenoBanusimu ycTaHoBiIeHo, uto emie A0 Hadana [IBT B rpynme OonbHBIX, y
koTopeix B mocuenyromeMm IIBT Oyner comnpoBoxaarecs I19, wu3HavaibHO
PETUCTPUPYIOTCS JOCTOBEpHO HM3KME ypoBHM mokazareneut ['P, I'TL, I'T, I-6DII"
(p<0,01). YuureBas pazHopoaHocTh 0071pHEIX XBI'C 1m0 MCXOMHBIM TTOKA3aTEIsIM
AOC, namu y 37 6onpHBIX 10 Hadana [IBT mo mHAMBUIyallbHBIM MOKA3aTEsIM
TyTaTHOHOBOM cucTeMbl 1 AT® npoBeneH Kypc Jiedenus [nmytatnon+Copouton B
teueHue 10 guen. Ilocne xypca jedeHMs OTMEYANIOCh JOCTOBEPHOE CHUKEHHE
(p<0,05) ypoBHEH NIHEHOBBHIX KETOHOB W JUEHOBHIX KOHBIOTATOB Ha (PoHE
nocroBepHoro (p<0,05) cHmwxkeHuss kartanasbl. OTHOBPEMEHHO OTMEYaeTcs
JOCTOBEPHOE TMOBBIICHUE IO OTHOIICHUIO K IMOKAa3aTessiM 10 JICYEHUS YpPOBHEMN
GS, GSH, I'lT u AT®, Ha gone nocrosepHoro cumxkenus (p<0,05) 2,3-ADI. Ito
MO3BOJIMJIO C/IENIaTh BHIBOJ O TOCTATOYHOM MOAroTOBIeHHOCTH 00abHBIX K [IBT.

CpaBHHUTENbHBIH aHaNMM3 pe3yinbTaTtoB mpoBeaeHHOW [IBT y OombHBIX C
IpeBapuTEIbHON KOoppekiuu u 0e3 koppekuuu coctosiHus AOC (tabm. 5)
MOKa3aJl CHUYKEHUE YaCTOThI pa3BUTHUS TOOOUHBIX 3P dekToB Ha 27,6% u
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YBEIMYCHHUE KOJIMYECTBA OOMBHBIX mpomospkuBimmx [IBT 1o morndeckoro KoHIA |
COOTBETCTBEHHO, YBEIMYCHUE KOJIWYECTBA OONBHBIX Ha 32,6% C MOTOKUTEITHHBIM
orBetoM Ha [IBT.



Tab0auua 5.

CpaBuurenbHas 3p¢pexTuBHocts [IBT u IIBT B coueranuu ¢

NaToreHeTn4ecko repanuen

JleueOHbIC [TosmoXKUTENBHBI OtpunarenbH [Ipexpamen
IPYIIIIBI 1 OTBET Ha Bl OTBET Ha ne [IBT
OOJBHBIX I[IBT I[IBT u3-3a [10

I[IBT 21 (32,3+5,8%) 12 (18,5+4,8%) 32(49,2+5,2%)
(n=65)

[Tatorenernueck | 23 (64,9+1,8%)* 6 (16,2£5,0%) 9 (21,645,7%)*
ast Tepamnust

[IBT, (n=37)

[Ipumedanue: *- p<0,05 mokazaremneil cpaBHUBAEMBIX I'PYTIIT

Takum 00pa3oMm, pe3yabTaTbl MPOBEACHHBIX HCCICIOBAHUM TO3BOJISIOT
3aKJIIOYMTHh, YTO B IATOTEHE3€ MPOJIOHTUPOBAHHOTO TEUYCHHSI HWH(EKIIMOHHO
narosiorndyeckoro mporecca npu XBI'C omnpeneneHHoe 3HAYEHUE UMEET
COCTOSTHUE aKTUBHOCTH TJIYTaTUOHOBOW CHUCTEMBI M DHEProoOecIiedeHus KIIETKH,
ONpeNeNoNe ypOBEeHb  METAa0OJUYEeCKOM  ajanTallud W COXPAHHOCTh
renaTouuToB. TepaneBTUdecKass KOPPeKIrs COCTOSTHUE TITyTaTHOHOBOW CUCTEMBI U
HEPreTUYECKOTO OOCCIEUYCHHS] KJIETKH, TMO3BOJIIET MOBBICUTH 3(PGHEKTUBHOCTH

KOMILJICKCHOM MaTOT€HETUYECKOM Tepanuu U CHU3UTh 4acTtoTy paszButus [1D [IBT
npu XBI'C.

BbIBO/IbI

1. XBI'C gnutenbHOE BpeMsi IpOTEKaeT HAa CyOKIMHUYECKOM ypoBHE. Bemymum
CUHJIPOMOM XpOHHYecKoro remaruta C SBASETCS CUHAPOM  KIMHUYECKOU
VHTOKCUKAIlUM, XAPAKTEPU3YIOIIUNCSI HApaCTaHUEM  BBIPAXKEHHOCTHU Ha
MPOTSHKEHUU MHIWBUAYAJIBHO OMPEAEIEHHOTO NIEPUO/Ia BPEMEHN

2. KiunHuyeckass BBIPAKEHHOCTh HMHTOKCHMKAaIIMOHHOro cuHapoma XBI'C
JOCTOBEPHO HE B3aMMOCBSI3aHA C TCHOTHIIOM BUPYCa, C BUPYCHOW HATPY3KOU U
YPOBHEM LIUTOJIA3a FEMATOLUTOB.

3. I[Ipu XBI'C pa3BuBaercs nucbananc cuctembl Thl-, Th2-mumdonuTos ¢
JTUCPETYIISIIMEN TMTOKMHOBOM cuctemsl, aktuBanuein ®HO-a, cynpeccueit UOH
reHesa, opMHUPOBAHUEM UMMYHOKOMILUIEKCHBIX MPOIECCOB U TKAHEBOM
ayToarpeccuu.

4. Tlpu XBI'C ormeudaercss akTHBanusi HUTPOOKCUIAEPIHUYECKUX W HAPYIICHHE
(YHKIIMOHATBLHOTO PABHOBECHUSI MPOOKCUIAHTHBIX U AHTUOKCHUJAHTHBIX CHUCTEM,
CHIDKEHHME DHEpPreTMYecKoro OajlaHca KIETOK, OIepexkarolmue B  CBOeH
OnoxuMu4eckor  MaHuU(ecTaruu  TOSBJICHHE  KIMHWUYECKUX  CHMIITOMOB
3a00yieBaHMSI.
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5. llpu XBI'C wu3sMeHeHHsT B MMMYHHOM CHCTEME, HHUTPOOKCHIEPTUYECKUX,
ITPOOKCUJAHTHBIX U AaHTHOKCUAAHTHBIX CUCTEMAX JOCTOBEPHO HE B3aUMOCBS3aHBI
C TEHOTHUIIOM BHpYyCa, BUPYCHOM HArpy3koH, YpOBHEM LIATOJIM3a TI'EIaTOLUTOB.
OnpeneneHa QOCTOBEpPHAs B3aMMOCBS3b M3YUYEHHBIX CHUCTEM C BBIPAKEHHOCTBIO
MHTOKCHUKAaIHOHHOTO CUHAPOMA.
6. B matorenese pa3BuTHs MoOOYHBIX A((PEKTOB MPOTUBOBUPYCHOH aib(da
UHTEP(PEPOHOBOI Tepanuu OMpPeeICHHOE MECTO MPUHATIC)KUT CHUKECHUIO
AHTUOKCUJIAHTHOM 3aIlIUTHl U YPOBHS SHEPTETUUECKOT0 OalaHca KIETOK OOJIbHBIX
XBI'C.
7. Bxitouenue B komiuiekcHy0 Tepanuio XBI'C npemapaToB KOppeTrHMpPYROIIHUX
AHTUOKCUJAHTHYIO CHUCTEMY M DHEPreTHYECKU OallaHC KJIETOK  IO3BOJSET
MTOBBICUTH 3¢h(HEKTUBHOCTD IIaTOT€HETUYECKON U IIPOTUBOBUPYCHOMN
anbGa-uHTepPHEPOHOBOM TEPANUH U MOBBICUTH KAYECTBO KU3HU OOJBHBIX.
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INTRODUCTION (abstract of doctoral dissertation)

The urgency and relevance of theme of the dissertation. The incidence of
chronic hepatitis C (CVHC) has been rising lately in the world. According to the
European (EASL) and the American Association of the Study of Liver Diseases
(AASLD)', there are about 130-150 millions of patients with HCV in the world.

In the years of independence of our Republic, large-scale activities to
improve the quality of preventive, diagnostic and therapeutic measures of HCV, as
well as to strengthen on the basis of international requirements in these areas of
material and technical base of medical and organizational structures were held
during the process of reforming the health care system.

The world puts more emphasis on researches aimed to improve the
mechanisms of metabolic adaptation and optimization of therapeutic approaches
for HCV. In this regard, of particular importance are the organizations of scientific
research in the field of: studying the state of the pro- and antioxidant systems in
conjunction with the clinical course of HCV; studying the individual characteristics
of the cellular mechanisms of metabolic adaptation at the heart of a long



persistence of the virus in chronic hepatitis C; differential approach to improve
HCV disease; improving the effective methods of correction of pathogenetic
therapy and the development of side effects (SE) during antiviral therapy (AVT)
for HCV, based on the given adaptive metabolic changes; studying the state of
hypoxia and cellular energy balance in relation to molecular biological
characteristics of HCV, with the help of level of cytolysis and clinical intoxication
syndrome with chronic hepatitis C, as well as determining the need for SE
correction given the state of metabolic adaptation of the cells during the AVT.

This thesis will help solve the tasks set in the decrees of the President of the
Republic of Uzbekistan —PD-3923 «On main directions of further deepening
reforms and implementing the State Program for Health Development» issued on
19 September 2007, as well as in other normative legal acts concerning this area.

Revelant research priority areas of science and developing technology of
the republic. This research work has been carried out in accordance with the
prioritic tendence to the development of science and technologies VI.«Medicine
and Pharmacology» within the framework of SSTP-6-10 «Work out of new
technologies of prophylactics, diagnostics, therapy and rehabilitation of human
diseases».

A review of the international research on the topic of dissertation’.
Scientific researches directed to study of pathogenesis of chronic HCV-infection
and increase of efficiency of antiviral and pathogenic therapy are being carried out

'European Association for Study of Liver. EASL Clinical Practice Guidelines: management of hepatitis C virus
infection // J Hepatol 2015; 60: 392 — 420; Hepatitis C Guidance: AASLD-IDSA Recommendations for Testing,
Managing, and Treating Adults Infected With Hepatitis C Virus // J Hepatol. 2015; 62 (3); 932 — 954. *Review of
foreign scientific research on the topic of the dissertation carried out based on www.who.int; www.aasld.org;
www.casl.eu; www.asaecenter.org; www.idsociety.org; www.novagi.com; www.gastro.org; www.ghapc.com;
hepatitisfoundation.org et al. sources.
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at the leading scientific centers and higher education institutions around the world,
in particular, University of California, Johns Hopkins University (USA),
Universitits klinikum Freiburg, Universitit Hamburg, Universitdit Miinchen
(Germany), Vienna Medical University (Austria), Universitu of Bologna, Padova
University Hospital (Italy), Oslo University Hospital (Norway), Universidad
Complutense de Madrid (Spain), Ankara Universitesi (Turkia), The University of
Tokyo Hospital (Japan), Yonsei University, Inha University (Korea), Chonnam
national University, Military medical Academy, Northwestern State medical
University (Russia) Research Institute of Virology (Uzbekistan).

As a result of research works devoted to the study of etiological and
pathogenetic and immunological aspects of clinical options and HCV outcomes,
the role of oxidant and antioxidant systems, the state of the energy balance of the
cell in the progression of chronic diffuse liver diseases, important scientific results
have been obtained, namely, establishing that the phenomenon of immune "escape"
of the wvirus, which uses cytokine-mediated processes as the suppression
mechanisms of processing and presentation of antigens plays an important role in
the prolongation of HCV infection (Universitits klinikum Freiburg, Germany;



Universidad Complutense de Madrid, Spain; The University of Tokyo Hospital,
Japan); determining that severity and prognosis of chronic processes in the liver
are closely related to the functional state of oxidant and antioxidant systems of
hepatocytes in viral hepatitis (University of California, USA; Universidad
Complutense de Madrid, Spain); finding that one of the problems of the
effectiveness of the AVT is the development of SE and possible resistance of the
virus of the hepatitis C to AVT (Universitit Hamburg, Germany; Inha University,
Korea; Universitit Miinchen, Germany); finding that patients with a negative
response to the AVT and contraindications for its implementation need
pathogenetically substantiated therapy (Johns Hopkins University, USA; Chonnam
National University, Korea; Oslo University Hospital, Norway).

On the global arena, there are researches being carried out in the number of
priority directions studying the course of chronic HCV-infection, and
improvements in the effectiveness of antiviral therapy, including the study of the
pathogenesis of the long asymptomatic persistence of the virus in chronic HCV
infection, development of effective therapeutic regimens of HCV-infection and
development of methods to prevent SE AVT.

The degree of study of a problem. Nowadays, countries where the medical
science is developed, studied the molecular and genetic characteristics of the virus,
the course and fibrosis severity, depending on the HCV genotype, the roles of
cellular and humoral immune responses, the interaction of proinflammatory and
anti-inflammatory cytokines in the pathogenesis of chronic process and outcomes,
improvements in the efficiency of antiviral a -interferon therapy, which is part of
the international standard protocol (Daminov T.O.; Musabaev EI .; Blum H.E _;
Moradpour D .; Ivashkin VT .; Jacobson IM; Shakhgildyan IV)'. Along with this,
the increase of the incidence worldwide determines the relevance of research in
this direction.
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Several authors showed that the cell resistance to the toxic effects is caused
by metabolic processes in the cell level (Glushkov, SI, 2006; Geyvandova NI,
2008). One of the main components of cell metabolism is the glutathione system,
the degree of suppression which determines the development of cell hypoxia and
cell death (October ON., 2007; Kulinskiy VI, 2009)°.

However, studies on the integrated study of immune cell responses, triggered
by hepatitis C virus, and interrelated nitrooxidergic processes and lipid
peroxidation, activity of glutathione system, the relationship of these processes in
the development of SE AVT, have not been conducted.

Connection of the theme of dissertation with scientific-research works of
higher educational institution, where was carried out dissertation. The
dissertation work is carried out in accordance with the plan of scientific research
works of the Tashkent pediatric medical institute, state registration Ne
01980006703 «Improving the diagnosis, treatment and prevation methods of
congenital and acquired disease».

The aim of the research work is determine mechanisms of metabolic
adaptation and to optimize therapeutic approaches at CVHC.



The tasks of research work:

to analyze clinical manifestations of CVHC in group of the studied patients
in interrelation with the molecular-biological characteristics of HCV, the level of
cytolysis and duration of disease;

to study parameters of cellular immunity, cytokine regulation and
interferonogenesis in the patients with CVHC in connection with the molecular
biological characteristics of HCV, the level of cytolysis and clinical intoxication
syndrome;

to define the state of prooxidant and antioxidant systems, levels hypoxia and
energetic balance of the cells in the patients with CVHC in relation to the
molecular-biological characteristics of HCV, the level of cytolysis and clinical
intoxication syndrome;

"Daminov TO. Evaluation of interferon status in children with hepatitis C // Pediatrics. - 2002. - Ne2. - S. 110-112;
Musabaev EI, Yuldashev KH, Sharapov MB, Mustafayev EM. Status incidence of viral hepatitis in Uzbekistan //
Central Asian Medical Journal. - 2003. - T. 9. App.3. - P. 69-73; Blum HE. Hepatitis C: Current status of the problem
// Russian Journal of Gastroenterology, Hepatology, kolloproktologii. - Moscow, 2005. - Nel. - S.20-25; Moradpour
D., Penin F., Rice C. Replication of hepatitis C virus // Nat.Rev.Microbiol. 2007; 5; 453-463; Ivashkin VT. The
immune system and liver damage in chronic hepatitis B and C // Russian Journal of Gastroenterology, Hepatology,
kolloproktologii. - Moscow, 2009. - Ne6. - S.4-9; Jacobson IM, Cacoub P, Dal Maso L, et al. Manifestations of
chronic hepatitis C virus infection beyond the liver // Clin Gastroenterol Hepatol. 2010; 8: 1017- 29. Shakhgildyan
IV, Ershov ON, Mikhailov MI. and others. The modern characterization of acute and chronic hepatitis C in Russia:
Proceedings of the International Symposium. - Brest, 2011. - S. 184-186;

% Glushkov SI, Violation of the glutathione system and their role in the pathogenesis of acute intoxication by
xenobiotics with different mechanisms of toxic action. Author. diss. ... Dr. med. Sciences. SPb., 2006; Geyvandova
NI, Yagoda AV, Gudzovsky DA, Kostornaya IV. Serum phospholipids, indicators of lipid peroxidation and
antioxidant protection as additional non-invasive markers of chronic hepatitis C activity // Russian Journal of
Gastroenterology, Hepatology, kolloproktologii. - 2008. - Ne6. - S. 38-42.

*Kulinskiy VI, Leonova ZA, Kolesnichenko LS, Malov IV, Danilov YA. Glutathione system in erythrocytes and
plasma in viral hepatitis // Biomedical Chemistry. - 2007. - T.53. - Nel. - P. 91-98; Oktyabrsky ON, Smirnova TV.
Redox regulation of cellular functions // Biochemistry. - 2007. - Ne72 (2). - S. 132-145; Wynn A. Cellular and
molecular mechanism of fibrosis // J.Pathol. 2008; 21 (4); 199-210.
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on the basis of results of the performed researches to formulate the scheme
of pathogenesis of the changes of metabolic adaptation at prolonged HCV —
infection;

in view of features of changes of metabolic adaptation to develop methods of
increase of efficiency of the pathogenic therapy and correction of SE AVT at
CVHC.

The object of the study were 196 patients with HCV, the control group - 20
healthy subjects.

The subject of the research work venous blood and serum, for
performance of immunobiological, biochemical researches.

Methods of the research work. In our thesis research we used the common
clinical, biochemical, immunological, molecular-biological, instrumental and
statistical methods of research.

Scientific novelty of the research work is as follows:

it has been found out that the development of pro- and antioxidant systems
imbalance (biochemical manifestation of the pathological process) in chronic
HCV-infection outstrips the appearance of clinical symptoms of the disease;



it has been revealed that the long asymptomatic persistence of the virus in
HCV is due to the individual characteristics of the cell metabolic adaptation of the
organism;

for the first time, the development stages of metabolic adaptation in chronic
HCV-infection have been characterised, and method of differential therapeutic
approach in chronic HCV-infection with regards to glutathione deficiency degree
and the state of the energy metabolism of cells have been also developed;

for the first time, a method of assessing the state of the cellular metabolic
adaptation in chronic HCV-infection based on the activity of glutathione
peroxidase and ATP has been developed.

Practical results of the work:

a method of individually-oriented correction of pathogenetic and antiviral
therapy, taking into account the activity of glutathione peroxidase and ATP is
proposed;

a method of individually-oriented correction of pathogenetic therapy for
viral resistance to the AVT is proposed;

a need to correct the side effects of antiviral therapy, taking into account the
state of the cell metabolic adaptation is identified.

The reliability of the results is confirmed by the fact that all figures of
clinical, biochemical, immunological, molecular-biological and instrumental
researches are processed with use of modern statistical methods.

The scientific and practical significance of the research results. These
research results received from the dissertation conducted reveal the mechanisms of
forming pathological process in the liver with chronic HCV infection.

The results of these studies formed the basis for the proposed method of
correction of pathogenetic and antiviral interferon-alpha therapy for chronic

hepatitis C, which helps to improve the metabolism of hepatocytes, to reduce the
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risk of sclerosis of the liver parenchyma and the incidence of side effects of
antiviral interferon-alpha therapy. The proposed method for estimating the degree
of suppression of the antioxidant system and the energy balance of the cell, is
available for general practitioners and can be used to determine HCV treatment
programs not only in stationary but also in outpatient conditions.

Implementation of the research results. Based on studies in the direction
of - Chronic hepatitis C: metabolic adaptation, pathogenetic bases of efficiency, the
results obtained in the form of practical recommendations «Optimization of
pathogenetic therapy of chronic hepatitis C», introduced in public health practice,
including practical work of Research Institute of Epidemiology, Microbiology ,
infectious diseases, infectious city hospital Ne5 (Certificate Ne8N-d/29 dated
10.04.2015, the Ministry of health). These findings make it possible to optimize
the pathogenetic and antiviral therapy, reduce the period of temporary disability
and hospital stay by 1.6 times.

Approbation of the research results. The results of the dissertation study
on international and republican levels were reported and discussed on 7 scientific
practical cinferences: in particular on the Third Congress of the Euroasian Society
on Infectious Diseases (Ekaterinburg, 2014), at scientific - practical conferences



«The Modern problems of immunopharmacology, biotechnology and cytokine
regulation» (St.-Petersburg, 2014) and «Urgent questions of the infectious
pathology» (Kazan, 2014), «Urgent problems of hepatology and HIV-infection»
(Andijan, 2012), «Urgent problems of gastroenterology» (Andijan, 2013), «Urgent
problems of HIV-infection and virus hepatitis» (Andijan, 2014), «Immunology is
interdisciplinary problemy» (Tashkent, 2014), at scientific - methodical sessions of
faculty Epidemiology of infectious diseases TashPMI (Tashkent, 2013, 2014), at
joint session of faculties Epidemiology of infectious diseases and Children's
infectious diseases, microbiology, virology, immunology TashPMI (Tashkent,
2015), at the session of the scientific seminar at the Scientific council of TMA
(Tashkent, 2016).

Publication of the research results. According to thesis topic published of
recommended scientific editions for publication of basic scientific results os
doctoral dissertations by Supreme attestation commission of the Republic of
Uzbekistan 8 scientific articles and 2 international journals. A total of 28 scientific
papers.

The structure and volume of the thesis. The dissertation consist of the
introduction, seven chapters, a conclusion, references and appendices. The size of
the research is 200 pages.
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THE MAIN CONTENT OF THE RESEARCH PAPER

In the introduction of the dissertation, the topicality and relevance of the
research and substantiated, the aim and objectives of the research, its object and
subject are formulated, its conformity with the priorities of development of science
and technology of the Republic of Uzbekistan is shown, the scientific novelty and
practical results of the study are described, the theoretical and practical
significance of the obtained results are revealed, a list of introducing the research
results into practice, published works and information on the structure of the
dissertation are provided.

The first chapter of the dissertation titled «Comparative analysis of some
aspects of the pathogenesis, clinic HCV and modern methods of treatment» the
analysis of literature data are given by results of study of etio-pathogenetical
aspects of clinical variants and outcomes of CVHC, role of oxidant and antioxidant
systems, state of energetic balance of the cell in the progressing of chronic
diffusive liver diseases as well as there are elucidated aspects of the current therapy
of CVHC. Results of the analysis performed showed significance, purpose and
tasks of research.



In the second chapter of the dissertation «Characteristic features of
clinical material and research methods» presents the materials and methods of
research are described. 196 patients with CVHC, men -73, women -123. The
diagnosis and the clinical forms of CVHC were established according to the Order
of MH RUz Ne5 of 05.01.2012 on the basis of the clinical-laboratory data and
identification in the blood serum of Anti-HCV (ELISA) and RNA-HCV (PCR). All
patients underwent common clinical and biochemical researches. The contents of
total bilirubin and its fractions were defined by the unified method of Endrasik and
Kleggorn (Delektorskaya L..N.,1967). The research of activity of transaminases
(AST and ALT) was made by the unified method of Rightman and Frenkel
(Menshikov V.V., Delektorskaya L.N., 1987).Thymole probe was defined by
Xuergo and Popper (Kolb V.G., Kamishnikov B.C., 1976).

Virus loading and genotype of virus C was defined by PCR method in real
time Rotor Gene (Corbet Research, Australia) with use of sets "Ribocorb--
amplifens" (Russia). The markers of immunocompetent cells (CD3+, CD4+,
CD8+, CDI16+, CD20+, CD25+, CD38+, CD95+) were measured with use of
monoclonal antibodies (JS Company “Sorbent”, Podolsk, Moscow province). The
functional state of B - system of immunity estimated by definition of serum
immunoglobulins of the main classes IgG, A, M by the standard method of radial
immunodiffusion in gel by I. Manchini with use of sets of monospesific serums
against [gG, A, M. Definition of circulating immune complexes of various sizes
(CIC) were defined by spectrophotometric methods. The neutrophile phagocytary
activity was measured by method of Maiyanskiy A.N. et al (1993). Definition of a
level of production of cytokines IL-1pB, IL-8, TNF-a, IL-4, interferons —alpha and
gamma was performed with use of test-kids Cyrokine” and “Protein countour”
(St.-Petersburg) based on sandwich-method of hard-phase IFA. The researches on
study of immune status of the observable patients were carried out in laboratory of
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cytokines of the Scientific Research Institute of Immunology of the Academy of
Sciences of the Republic of Uzbekistan (director, MD, professsor Aripova T.U.). In
the patients there was defined a level of nitric oxide (NO) by the sum of it
metabolites of nitrites and nitrates (Golikov P.P., 2004), activity of endothelial
(eNOS) (Sumbaev V.V., Yasinskaya .M., 2000) and inducible NO-synthase
(INOS) (Vavilova T.P., Petrovich Yu.A.,1991), level of peroxinitrite (ONOOQO)
(Kooy N.W. et al.,1994 in modification of Azimov R.K., Komarin A.S.,2005). The
state of prooxidant system was studied by contents as of primary product of lipid
peroxidation — dien ketones and conjugates (Gavrilova V.B. et al, 1984), so as
secondary — malon dialdehid (MDA) (Andreeva L.I. et al., 1988). The state of
antioxidant defense was determined by parameters of activity superoxide
dismutase (SOD), catalase. Activity SOD was defined by method Mhitryan V.G. et
al (1978), catalase activity - by a method of Koralik M. A. et al (1988). Similarly,
activity of the system of antioxidant defense was determined by
spectrophotometric method on the radial spectrophotometer VIS-2100 (LND,
China) and were evaluated by parameters of the content change in the erythrocytes
of total (GS), oxidized (GSSG), restored (GSH) glutathione (V.G.
Chernishev,1983) and, also by speed of activation of glutathione-dependent



enzymes of glutathione peroxidase (GP), glutathione reductase (GR) and
glutathionetranspherase (GT) (Vlasova S.N., et al. 1990).

Definition of the contents 2,3 diphosphoglycerate (2,3 DFG) and ATP in the
erythrocytes were performed by method of Vinogradova M.L. (1980). The level of
middle molecules (MM) in plasma were determined by Malakhov M.Ya. (1995).
The special biochemical researches were carried out in the laboratory of blood
substitute of the Scientific Research Institute of Hematology and blood transfusion
(Head of laboratory Ph.D. Shevchenko L.1.). The ultrasonic researches were spent
on the device PHILIPS HD6 with convex sensor C5-2 with frequency 3,5 mHz.
The linear speed of blood flow was measured in cm/sec.

The statistical analysis of the received data was performed through the
computer integrated system of processing "Statistica" with use of the standard
criteria (Lakin G.F.,1990).

Depending on a kind of received therapy the studied patients were divided
into groups: basic therapy - 30 patients, basic therapy + Glutathione and Sorbitol -
40 patients, antiviral therapy - 65 patients, antiviral therapy + Glutathione and
Sorbitol - 37 patients.

The third chapter of the dissertation titled «The clinical picture of the
surveyed patients with HCV» the clinical progressing of CVHC in the studied
group of the patients has been analyzed. The clinical observations have shown, that
all patients had the complaints to weakness. Thus the majority of them (74.0 %)
noted periodic weakness and only at 26.0 % of the patients the weakness had
constant character. Other, most constant symptoms marked by patients, were
absence of vivacity after night dream — 82.1 %, weight and pains in the right
hypochondrium (82.1 %), swelling of a stomach after plentiful food (82.1 %).
More than half of patients complained of dream disorders (69.9 %), constipations
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(67.8 %), headache (60.2 %)), fast fatigue after usual physical loading (60.2 %).
The results of the clinical analysis have allowed to group symptoms in intoxication
and dyspeptic syndromes. The frequency of registration of the symptoms of
intoxication syndrome has made 64 %, and dyspeptic - 36 %. Expressed cytolysis
was not a characteristic symptom for the surveyed patients. Almost at half of
patients - 95 (48.5 %) individuals the level of ALT did not exceed parameters of
1.5-2 norms. The low degree of cytolysis - parameters ALT at a level 2-3 norms -
was registered in 54 (27.6 %) patients. The moderate degree of cytolysis - increase
of a level of ALT in limits from 3 up to 5 norms - was observed in 47 (23.9 %)
patients. It is necessary to note, that the expressed level of cytolysis, exceeding 5
norms, was not registered at any patient. For the surveyed patients the expressed
hyperbilirubinemia was not characteristic. It is interesting to note, that the reliable
interrelation between the levels of bilirubin and its fractions and the levels of
cytolysis and parameters of thymole probe was not revealed (p >0.05). The
frequency of occurrence of clinical symptoms of disease was not connected with
genotypes of a virus C, with virus loading, intensity of the cytolysis of hepatocytes
(p >0.05). With increase of duration of disease the intensity and frequency of the
occurrence of the symptoms of intoxication syndrome increased too, as well as
weight and pains in the right hypochondrium after the use of plentiful food (p



<0.05). Taking into account the leading role of intoxication syndrome in the
clinical manifestation of CVHC in group of the studied patients and for ordering in
subsequent results of laboratory examinations, the intensity of the intoxication
syndrome was relatively divided by number of registered symptoms into three
stages: an mild stage - presence 1-3 symptoms, moderate - 4-6 symptoms,
expressed - 7-10 clinical symptoms of intoxication.

The fourth chapter of the dissertation «The analysis of immuno-cell and
immunoregulatory indicators in the studied group of patients with HCV»
presented results of the analysis of the main parameters of cellular and humoral
immunity, proinflammatory and anti-inflammatory cytokines, including IFN- a,
[FN-gamma and anti-IFN-a in comparison with similar parameters of the healthy
persons. In the studied group of the patients (fig. 1) there is noted reliable in
relation to the group of healthy people the decrease of quantity of leucocytes and
lymphocytes. The reliable reduction of the regulatory index in relation to control
(1.06+£0.07 and 1.7£0.07, respectively) occurs at the expense of decrease of the
contents CD4 + (27.6+£0.58 % and 35.3+1.2 %, respectively) and increase of CD8+
(26.0+1.13 % and 20.7+0.61 %, respectively). Increase of lymphocytes with
receptors CD95 +, activating processes of cellular apoptosis (24.8+1.21 % and
17.9+£0.8 %, respectively). In group of the studied patients with CVHC there is
observed reliably in relation to control increase of levels of ingredients of humoral
immunity IgA (159.1+46.0mg% and 108.0+£9.7mg%, respectively), IgM
(119.0+5.84 mg % and 84.5+5.1 mg %, respectively), and also CIC both large, and
small. The parameters FAN are also higher than the control, but in group of the
studied patients these changes have no reliability (fig. 1).
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Fig. 1. Immunologic parameters of the patients with CVHC The note: * -



(p<0,05) reliability of differences from group of healthy persons

At the studied patients there are observed heterogenous changes in group of
proinflammatory cytokines. So, reliable in relation to control reduction of the
levels of IL-1B (2.4+0.15 pg/ml and 4.324+0.35 pg/ml, respectively) and IL- 8
(10.8+0.42 pg/ml and 32.2+1.9 pg/ml, respectively) is accompanied by increase of
a level of TNF-a (8.9+0.41 pg/ml at the control 5.8+0.27 pg/ml, p <0.05). The
level of proinflammatory IL-4 2 times prevailed control parameters (4.1+0.16
pg/ml and 2.35+0.17 pg/ml, respectively).

It is necessary to note the reliable decrease (p <0.01) of the parameters of
IFN-a in the patients with CVHC at the reliable increase (p <0.01) of the e level of
IFN-y, that emphasizes special feature of interferonogenesis in this contingent of
patients (fig. 2).

The carried out analysis of interrelation of immunological parameters with
genotype of virus, viral loading, intensity of hepatocyte cytolysis and clinical
these parameters.

syndrome of intoxication has not established reliability (p >0.05) of distinctions of
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Fig. 2. Parameters of proinflammatory and anti-inflammatory cytokines in
patients with CVHC



The note: * - (p<0,05) reliability of differences from group of healthy persons

The fifth chapter of dissertation «The state of prooxidant and antioxidant
systems in the studied group of patients» is devoted to the results of study of the
state of prooxidant and antioxidant systems in the patients with CVHC. In general
group of the surveyed patients the level of main metabolite of nitrooxidergic
process — NOx (nitric oxide) is not reliably differ from parameters of healthy
persons (19.4+0.37u 17.9+0.88 mcmol/l, respectively, p >0.05). Thus there is
noted reliable increase in relation to parameters of healthy control iNOS
(0.7340.01 and 0.28+0.01 mcmol/min/ml, respectively, p <0.01). Increase of the
level of peroxinitrite (ONOO) has become of increasing interest, being produced
from NO and free radicals (0.67+0.01 and 0.12+0.01, respectively, p <0.01). At the
analysis of the state of lipid peroxidation (LP) in group of the studied patients it
was established increase of intensity of the reactions of LP (Table 1).

In the patients with CVHC there was found reliable increase (p<0.05) in
relation to parameters of healthy persons as of primary products of LP — dien
ketone, dien conjugates so as of secondary product — malon dialdehide (MDA).
One of the laboratory markers of endogenous intoxication appeared to be middle
molecules (MM).
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Table 1
Parameters of prooxidant and antioxidant system in the groups of patients
with CVHC with various stage of intoxication, n=196 (M+m)

Biochemical Healthy General Groups of patients with various stage
parameters subjects group of of intoxication
(n=20) patients
(n=196) Group | Group 11 Group I1I
mild moderate expressed
(n=49) (n=74) (n=73)
NOx, mmol /1 17,9 19,4 18,7 19,9 20,3
+0,88 +0,37 +0,49 +0,76 +0,80
eNOS, 14,6 7,33 7,15 7,60 7,37
mol / min / ml +0,73 +0,17* +0,25 +0,29* +0,39*
iNOS, 0,28 0,73 0,70 0,75 0,76
mol / min / ml +0,01 +0,01* +0,02* +0,03* +0,03*
ONOO, 0,12 0,67 0,65 0,67 0,70
mmol /| +0,01 +0,01%* +0,02* +0,02* +0,03*
Dien ketones, 0.32 0.64 0.64 0.62 0.66
rel.un/ml +0.02 +0.01* +0.02* +0.02* +0.02*




Dien conjugates, 1.07 1.79 1.66 1.76 1.91
rel.un/ml +0.06 +0.03* +0.05*%e +0.06*# +0.06*#§
MDA, nmol/ml 2.50 3.61 3.62 3.49 3.73
+0.13 +0.07* +0.15%* +0.11* +0.11*
MM, un/e 9.79 14.02 11.9 14.86 14.6
+0.09 +0.28* +0.35%e +0.49*# +0.45*#
Catalase, mcat/ml 22.8 50.1 52.4 50.1 48.6
+1.04 +0.96* +].82%* +1.50* +1.65%
SOD, mkg./ml 36.1 38.6 40.8 38.6 37.0
+1.52 +0.84 +1.52% +1.34 +1.47
GS, mcmol/ml.er. 453 + 23.7 28.2 24.7 19.7
2.12 +0.45% +0.75%e +0.61*# +0.66*#§
GSH, mcmol/ml.er. 43.2 22.2 26.5 23.2 18.4
+2.14 +0.45% +0.75%e +0.65%# +0.64*#§
GSSG, memol/ml.er. 2.15 1.51 1.71 1.53 1.34
+0.15 +0.04* +0.06*e +0.06*# +0.06*#§
GR, 2.84 2.14 3.25 2.52 1.19
mcmol/NADFH/ +0.13 +0.04* +0.12%e +0.06*# +0.05*#§
min /Hb
GP, 583.5 332.3 464.0 350.5 225.3
mcmol/GSSG/ +28.3 +6.17* +5.5%e +3.4%# +5.0%#8
min/Hb
GT, mcmol/ 2.44 1.35 1.54 1.36 1.22
GSH/min/Hb +0.11 +0.03* +0.05*%e +0.04*# +0.04*#§
G-6-PDG, 5.5 4.39 5.01 441 3.94
mcmol/ +0.27 +0.08* +0.21e +0.12*# +0.10*#§
NADF/min/Hb

Note: * - presence of reliable differences from parameters of healthy people;

# - presence of reliable differences from group I;

§ - presence of reliable differences from group II ;

e - presence of reliable differences from parameters of the general group of patients.
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The results of study of the level MM in the blood plasma of the patients with
CVHC showed that this parameters 1,5 times exceeds the parameters of healthy
people. The results of investigation of the levels of glutathione antiperoxide
defense showed that in the patients with CVHC there is observed reliable stress
failure of homeostatic function of the glutathione system. In the studied patients
there is registered marked reduction of the recovered glutathione (GSH) practically
in 2 times. Additionally to the reduction of glutathione levels in the studied
patients there is noted suppression of the activity of glutathione dependent



enzymes. Activity of glutathione peroxidase (GP) reduces in relation to the
parameters of the healthy persons in 1,8 times.

The reliable changes in relation to parameters of the healthy persons, but in
smaller expression are also observed in activity of glutathione reductase (GR). The
molecule NADFH is necessary for restoration of the oxidized form of glutathione,
donor of hydrogen for which is G-6-FDG (Severin E.S., 2005; Gavriluk L.A. et al.,
2010; Aripov O.A., 2010). It is established, that the activity of G-6-FDG reliably
reduced in relation to healthy group. The researches performed have shown
absence of reliably interrelation (p >0.05) between changes in parameters of
prooxidant and antioxidant systems and cytolisis intencity, and viral loading and
genotype of virus C. The further researches have shown presence of interrelation of
the investigated parameters of prooxidant and antioxidant systems with intensty of
intoxication syndrome.

So, the activity of iNOS and ONOQO, being reliably reduced in relation to
general group of the patients in group of the patients with an mild degree of
intoxication, raised with deterioration of state of health of the patients and increase
of number of their complaints (0.68+0.02 mcmol, 0.714+0.02 mcmol, 0.78+0.02
mcmol and 0.56+0.02 mcmol/l, 0.72+0.02 mcmol/l, 0.70+0.02 mcmol/l,
respectively, p <0.05). The interrelation of intensity of reaction of LP with clinical
syndrome of intoxication was reliably (p <0.05) expressed only in changes of
parameters of dien conjugates. The lowest parameters of activity of glutathione and
glutathione dependent enzymes and G-6-FDG are registered at the patients with
expressed intoxication syndrome. The dynamics of change of GR activity has
become of interest. At least intensity of the intoxication syndrome the burst of
enzyme activity is registered with reliable meaning of increase of the level both in
relation to general group of the patients, and in relation to parameters of the
healthy persons. In the further at growing intoxication there is noted reduction of
parameters of the activity of GR with the lowest level of activity in the patients of
[T group having the most number of complaints. So in the patients with CVHC
there is observed reliable decrease in glutathione activity, glutathione dependent
enzymes and G-6-FDG (Table 1). The investigations performed showed that from
three glutathione dependent enzymes — GR, GP, GT, the more consistent in its
interrelation with intensity of the clinical symptoms of intoxication appeared to be
enzyme GP. Taking into account the above mentioned we performed analysis of
the stage of reduction in relation to control parameters of GP in the general group
of patients with CVHC and relatively there was isolated 3 stages of glutathione

insufficient: compensated — reduction to 30% from control, subcompensated -
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reduction from 30% to 50% and decompensated — reduction of parameters GP
above 50% from the control.
Table 2
Interrelation between glutathione insufficiency and stages of
intoxication syndrome in the studied patients with CVHC

Degree of Groups of patients with various degree of intoxication
glutathione




insufficiency Group I Group II Group III
mild moderate expressed
(n=49) (n=74) (n=73)
Compensation (40)81.6+6.9%* - -
Subcompensation | (9)18.4£6.9%* > | (55)74.3£6.2%* ' -
Decompensation - (19)25.6£6.2%* (73)100% *

Note:*- p<0,05 reliability of differences between stages of glutathione insufficiency

123 p<0,05 reliability of differences between appropriate groups.

Thus, according to the data presented in table 2 it is visible that in the

patients with CVHC clinical manifestation of intoxication syndrome by the stage
of intensity “delays” from the stage of reduction of GP level.
The sixth chapter of dissertation «The state of energy supply and cell hypoxia in
patients with HCV» was devoted to the results of study of the stage of energy
supplying and cellular hypoxia in the patients with CVHC. The investigations
showed reliable (p <0.05) reduction of the contents of erythrocytary ATP and
increase 2.3 DFG (table 3).

It was established that parameters ATP and 2.3 DFG have no reliable
interrelation with viral genotype, viral loading and intensity of hepatocyte
cytolysis. In this case there is noted reliable interrelation between parameters of
cellular hypoxia — reduction of the level ATP and increase of parameters 2.3 DFG
with intensity of intoxication syndrome.

Table 3
Parameters ATP and 2,3 DFG in the groups of patients with different
stage of intoxication

Biochemi | Healthy General Group of patients with various degree
cal subjects group of of intoxication

parameters | (n=20) patients

(n=128) Group I Group II Group III

mild moderate expressed
(n=32) (n=48) (n=48)

ATP, 19.6£0.26 | 4.8+0.15% | 7.4+0.28* | 4.4+0.17*' | 3.5+0.13*?
mg/100 ml
2,3 DFG, |5.61+0.19 | 10.4+0.19* | 8.9+0.32* | 10.4+0.28*' | 11.5+0.30**
mcmol/ml

Note: * - p<0,05 presence of reliability of differences from healthy people;

1,2,3

7~ p<0,05 reliability of differences between appropriate groups.
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The carried out correlation analysis in group of the studied patients has
revealed negative dependence between levels of GR and parameters of the leading
representative of intercellular immune regulation - TNF-a (-0.28), parameters of
intensity of nitrooxidergic of processes - ONOO- (-0.16) and lipid peroxidation -
dien conjugates (-0.16) and laboratory marker of endointoxication - MM (-0.18)
both in general group, and in groups with a various degree of intoxication, and also
at presence of direct correlation between parameters of ATP with parameters GP
and negative correlation with parameters 2.3 DFG (-0.17).

On the basis of results of the carried out researches it is possible to formulate
the scheme of the processes of metabolic adaptation to prolonged HCV-infection
(Fig. 3). The virus starts mechanisms of self-preservation by suppression of
interferonogenesis, development of disbalance Th1/Th2 of chains of immune
response with formation of immunocompetent processes and cytokine
dysregulation'.

The started processes induce production ROS by Cupfer cells, ITO,
endothelial cells, phagocytes. The increase of a level ROS results to initiation of
reactions of LP'. In reply to increase of concentration of LP - DK, MDA, the
cellular mechanisms of adaptation are formed as activation of system of
glutathione, in which key enzyme ROS i1s GP. The enzyme-donor for GP is GSH.
Thus the unique enzyme ensuring bioregeneration of GSH from GSSG, are GR and
G-6-FDG?. Revealed in this work in a number of patients the reliable increase in
GR on the basis of reduction of the level of total and restored glutathione, on our
opinion, characterize the adaptive tension of this complex system, directed to the
preservation of the membrane integrity in chronic oxidative stress.

Inactivation of the free radicals O, prevents swelling of the mitochondria.
This, in turn, allows saving activity of the enzymes of the respiratory system in the
Krebs circle. In this case for additional production of ATP the processes of
anaerobic glycolysis is activates’. These processes provide under the conditions of
the oxidative stress prevention of the development of energodeficit and
preservation of cells and may be considered as compensatory stage of glutathione
insufficiency.

The prolonged prooxidant loading being by the leading part in the
pathogenesis of CVHC, results in gradual exhaustion of reserves of restoration of
glutathione and decrease of activity GR. The decrease of inactivation of free
radicals O, results to swelling of mitochondria and decrease of enzymatic activity
of a respiratory circuit, that is accompanied by energodeficit of the cell.

Thus, the cell fills energodeficit from the additionally activated anaerobic
glycolysis. The impairment of metabolism in the cell results in development of
hypoxia, that is confirmed by increase in the level of 2.3 DFG in the studied group
of patients.

"Lebedev VV, Bondarenko IN, Avdeeva MG, Strikhanov KS, Shubich MG The clinical significance of nitric oxide
level in the differential diagnosis of acute and chronic viral liver toxicity // Infectious diseases. - 2010. - T. 8. - Nel. -
S. 19-24.

?Severin ES Biochemistry / E.S.Severin. - M .: GEOTAR - Media, 2005 - S.622-623.
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Preservation of enzymatic activity in the respiratory chain (Krebs cycle) and activation of anaerobic glycolysis
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Fig. 3. Scheme of the processes of metabolic adaptation in CVHC
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This stage can be appreciated as the subcompensated stage of glutathione
insufficiency.

The following stage of an opposition of pro- and antioxidant systems is
marked exhaustion of reserves of glutathione restoration, progressing decrease of
an energy potential of a cell — decrease of a level of ATP and more compensation
of 2.3 DFQG, characteristic for expressed cell hypoxia. These processes lead to the
cell death, persistent inflammation, sclerosis of parenchyma with consequent
formation of liver cirrhosis'. This stage under the right can be called
decompensated stage of glutathione insufficiency.

On the basis of the offered scheme of processes of metabolic adaptation in
CVHC and determined of the leading role of glutathione insufficiency and energy
producing function the search of drugs having capacity of correction of these
processes in the patients body has become the natural process.

The seventh chapter of the dissertation «Improving the efficiency of
pathogenetic and antiviral therapy in chronic hepatitis C» the results of
development of pathogenically oriented complex therapy of CVHC are presented.

For correction of disorders in the system of glutathione we used “Gluthion”
— preparation of the firm “Welfarm” manufactured in Spain containing GSH. The
heterogeneity of the patients according to the stage of glutathione insufficiency
allowed isolation of 3 groups: compensated (group I), subcompensated (group II)
and decompensated (group III) stage of glutathione insufticiency. In each group we
used preparation Gluthion® in dose 600 mg on the physiological solution
intravenous by drops during 10 days on the background of desintoxication and
symptomatic therapy. On the background of the therapy performed with
preparation Gluthion® in dose 600 mg there is noted reliable (p <0.05) increase of
parameters GSH in relation to both to parameters before treatment and parameters



after performed basic therapy (38.2+2.83; 28.8+£2.08; 30.84+2.43 mcmol/ml.er.,
respectively; 36.44+2.69; 27.0+£1.95; 29.1£2.3, respectively). It is necessary to note,
that at the patients of group I by the end of treatment by a preparation Gluthion®
in a doze 600 mg the level GR is reliably (p <0.05) raised and thus differed from
parameters of the patients who have received base therapy (526.3+37.9 and
466.1£36.7 mcmol/GSSG/min/Hb, respectively). At the analysis of those
parameters in the patients with subcompensated and decompensated glutathione
insufficiency (the patients of group II and III) there was not found reliability of
differences from parameters prior to the beginning treatment. The received results
have allowed to make a conclusion about an opportunity to achieve satisfactory
correction of balance LP/AOS with preparation Gluthion® 600 mg only in group
of the patients with the compensated degree of glutathione insufficiency. By the
following stage of our researches was the increase of a dose of a preparation up to
1200 mg per day in the patients of groups II and III of glutathione insufficiency —
subcompensated and decompensated.

'Farias MS, Budni P, Ribeiro CM, Parisotto EB, Santos CE, Dias JF et al. Antioxidant supplementation attenuates
oxidative stress in chronic hepatitis C patients//Gastroenterol Hepatol. 2012;35(6):386-94.
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The results of the investigations performed showed positive effect of this
dose Gluthion® on the correction of balance LP/AOS. Because in group II and I1I
it was noted reliable increase of the parameters of the activity of GSH and GP in
relation to group of patients receiving Gluthion® in dose 600 mg/day, that allowed
assessment of the parameters of patients from group II as compensated stage of
glutathione insufficiency, and parameters in the patients of group III has become to
meet subcompensated stage of glutathione insufficiency. However, in spite of
reliable increase in activity of glutathione system in the patients receiving
Gluthion® in dose 1200 mg/day in parameters G-6-FDG, 2.3 DFG, ATP there was
revealed only tendency to increase in their levels. On the basis of this the following
step in our investigations there was solution of the question on correction of
energetic metabolism of the cells. For solution of this task we chose preparation
Sorbitol® (Imuna Pharm, Slovak Republic), devoted for supplying with non
protein energy by supporting enzymes of glycolisis and synthesis of macroergic
substances.

Sorbitol ® was used in dose 250.0 ml every second day (N 5) on the basis of
treatment with Gluthion® 1200 mg in group of patients with subcompensated
(n=13) and decompensated (n=14) stages of glutathione insufficiency. The results
of studied performed showed positive effect of the complex therapy with
Gluthion+Sorbitol on the parameters GP, G-6-FDG, 2,3 DFG, ATP as in the
patients with subcompensated stage, so as in the patients with decompensated stage
of glutathione insufficiency. Thus in the patients of group II — subcompensated
stage, level ATP on the background of treatment increased from 4.0+0.28 to 15.6+
1.13 mg/100 ml (p <0.05). In the patients of group III — decompensated stage, there
was noted increase in ATP from 3.1+0.21 to 8.6+£0.6 mg/100ml (p <0.05). These
changes were accompanied by regression of intoxication symptoms. The following



stage of our researches was the question of temporary persistence of glutathione
system in the studied therapeutic groups of patients. The performed clinical
laboratory monitoring showed sufficient stability of glutathione system after
performed complex treatment in the patients of group I and II, which lasted from 6
to 12 months. In the patients with decompensated stage of glutathione
insufficiency the performed complex therapy provided preservation of the
increased level of parameters from 2 to 3 months. The recommended prolonged
metabolic therapy allowed not only achievement of the reliable (p <0.01) differed
parameters of glutathione system (GSH, GP), system of energy supplying and state
of hypoxia, but also promoted to achieve reliable increase of the linear blood flow
(LBF) in the v.portae system in the patients of the main group in comparison with
patients receiving basic therapy (21.9+1.5; 18.2+1.2 cm/sec, respectively, p <0.05).

In group of studied patients receiving complex AVT: Altevir® in
combination with ribavirin, there were included 65 patients with CVHC. Analysis
of the results of clinical observations showed that in all patients AVT was
accompanied by development of side-effects (SE). By the character of registered
SE the patients were divided into two groups. The first (I) group of 18 patients
(27.7 %) — the patients having AVT without SE. The second group (II) consisted of
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47 patients (72.3 %) with prolonged SE, registered during all antiviral course. The
spectrum of clinical manifestations accompanying AVT, was very wide. The
influence-like and asthenic syndromes were registered more often (89.5% and
84.2%, respectively). On the second place in relation to prevalence rate there were
dyspeptic, psychopathic and arthralgia syndromes (79.2 — 729 — 68.7 %,
respectively). More than in a half of patients (52.1 %) on the background of
therapy performed there was noted reduction in body mass. The more part of
patients had very hard course of AVT. 16 patients (24.6 %) refused from its
continue in spite of reduction of the viral load. We had to stop administration of
preparation for 16 patients on the 12" week (24.6%) due to growing, in spite of
performance of correcting therapy, anemia and thrombocytopenia, development of
autoimmune thyroiditis. So, 32 patients (49.2 %) of 65 beginning antiviral course,
had to stop treatment because of intensity of SE. Analysis of the efficacy of the
therapy performed in group of observing patients showed that in 18 patients, that
accounted for 27.7 % on the 12-24 weeks of treatment RNA-HCV stopped to be
visible in the blood and was not visible during the following 6 months of follow up.
To the 12 week of treatment in 11 patients (19.3 %) there was no dynamics in viral
load that was appreciated as absence of virological response to therapy performed.
On the next stage of research we performed analysis of interrelationship between
intensity of SE and efficacy of AVT (table 4).

As it may be seen from data presented in the table, there was no observed
reliable difference in the frequency of positive virological response between
groups I and II. In this cases all patients who had to stop treatment were in group
II. Thus, in the studied group of patients with CVHC the positive virological
response to performed AVT was observed in 32.3 % of patients, 18.5 % of patients
did not answer to therapy and 49.2 % of patients could not to complete the full
course of therapy because of development of SE losing the chance for recovery.



Table 4.
Interrelationship of AVT efficacy with SE intensity
in the patients with CVHC

Groups of Variants of the virulogic response Treatment
patients with to AVT stopping due to
various stage of — _ SE, n (%)
SE intensity Positive, Negative,
n (%) n (%)
Group I, 6 (33.3£11.1%) 12 (66.7£11.1%) -
(n=18)
Group II, 15 - 32 (68.1+5.7%)
(n=47) (31.9+£5.7%)
p>0.05
Totally, 21 (32.3+£5.8%) 12 (18.5+4.8%) 32(49.2+£5.2%)
(n =65)

Note: p - reliability of differences between groups I and II
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By the following stage of these researches was the study of possible
pathogenic relationship of the SE of AVT with an initial condition of prooxidant
and antioxidant defense in the patients with CVHC. The researches showed what
still prior to the beginning of AVT in group of patients, in whom in the further
AVT will be accompanied by SE, the reliably lower levels of parameters GR, GP,
GT, G-6-FDG (p <0.05) are initially registered. Taking into account heterogeneity
of the patients with CVHC by initial parameters AOS, we in 37 patients prior to
the beginning of AVT on individual parameters of glutathione system and ATP
performed a course of treatment Glutathion+Sorbitol within 10 days. After a
course of treatment the reliable decrease (p <0.05) of the levels of dien ketones and
dien conjugates on a background of reliable (p <0.05) decrease of catalase was
noted. Simultaneously there is noted reliable increase in relation to parameters
before treatment of the levels of GS, GSH, GP and ATP on the background of the
reliable reduction (p <0.05) 2,3-DFG. It has allowed making a conclusion about
sufficient preparation of the patients to AVT performance.

The comparative analysis of results of AVT performed in the patients with
preliminary correction and without correction of the AOS condition (table 5)
showed reduction of the frequency of the SE development by 27.6 % and increase
in number of patients continuing AVT to the logic end and, consequently, increase
in number of patients by 32.6% with positive response to AVT.

Table 5.
Comparative efficiency of AVT and AVT in combination




with pathogenic therapy

Therapeutic Positive Negative Stopping of
groups of patients response to response to AVT | AVT due to SE
AVT

AVT, 21 (32.3+£5.8%) 12 (18.5+4.8%) 32(49.2+5.2%)

(n=65)

Pathogenic 23 (64.9£1.8%)* | 6(16.2+5.0%) 10(21.6£5.7%)*

therapy +

AVT, (n=

37)

Note: *- reliability (p < 0,05) distinctions of parameters of compared groups

Thus, the results of the carried out researches allow to conclude that in the
pathogenesis of prolonged progressing of infectious-pathological process in CVHC
the key role is occupied by the state of activity of glutathione system and energy
supply of the cell determine the level of metabolic adaptation and preservation of
hepatocytes. The therapeutic correction of the state of glutathione system and
energy supplying of the cell allows to increase efficacy of the complex therapy and
to reduce frequency of development of SE AVT in CVHC.

CONCLUSIONS
1. CVHC progressing at the subclinical level for a long time. The syndrome of
clinical intoxication characterizing by increase in intensity during individually
determined period of time is the leading syndrome of chronic hepatitis C.
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2. Clinical expression of the intoxication syndrome in CVHC has no reliable
relationship with viral genotype, viral load and level of hepatocyte cytolysis. 3. At
CVHC there is developed disbalance of the system Th1-, Th2- lymphocytes with
deregulation of cytokine system, activation of TNF-a, suppression of the
[FN-genesis, formation of immunocomplex processes and tissue autoagression.
4. At CVHC there is noted activation of nitrooxidergic and disorder of functional
balance of prooxidant and antioxidant systems, reduction of energy balance of the
cells appearing as biochemical manifestation before occurring of clinical
symptoms of disease.
5. At CVHC the changes in immune system, nitrooxidergic, prooxidant and
antioxidant systems are reliably not interconnected to a viral genotype, viral load,
level of hepatocyte cytolysis. There has been determined reliable interrelationship
of studied systems with intensity of intoxication syndrome.
6. In the pathogenesis of the development of side effects of antiviral alpha
interferon therapy the certain place belongs to the reduction of antioxidant defense
and level of energy balance of the cells in the patients with CVHC. 7. The
inclusion of preparations correcting antioxidant system and energy balance of the



cells into the complex therapy for CVHC allows increase in efficacy of pathogenic
and antiviral alpha-interferon therapy and improvement of the quality of life of the
patients.
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