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KHWPHUII (10KTOPJIMK JHCCEPTANUACH AHHOTALMSICH)

Juccepranmust MaB3yCHHUHT 10J13ap0Juru Ba 3apypartu. JKaxodn CornukHH
Caxknam TalIKWJIOTMHHUHT MabIyMOTJIapura Kypa AyHEna wwimra 1 miapa. ogam
yTknp muak nadexuustapn (YUW) 6unan kacauianamy, yaapiaan 65-70 % uHu
5 émraua Gynran Gonanap Tamkun staau. YWUM kymma6 acopariap GumaH yTHO,
KaCAJUIMKHUHT  KEUMIIMHU  ofupnamtupaan. CanpMoHemiesnap Oaxrepual
yrronorusmn YUM opacuia MyXUMITHK KacO STai.

V36CKHCTOH CypYHKAIH TelaTHT Ba YTKAP HMYaK MHQEKIUANAPH KEHT
TapKaJraH Xyayajap cupacura kupaad. PecnyOnmka JlaBmat canuTapus-
AMUJEMHOJIOTHST Hazopatu MapkasuHuHr (2010-2014 #wmiap) MabiymoTiapura
acocaH Mammakatummsga YWU 100 muar axommra Hucbaran 111,6-122,
casibMoHeme3 nHpekuusicn — 2,2-4,6, BUPYCIU TEMaTUTHUHT A Typu 3ca 98,3-
135,9 TaHu TamIKuI STIU.

byrynru kyHna uHQEKIHOH KapaCHJIApPHUHT HWMMYH TH3UMJa lo3ara
KeNaJuran Kynm OOCKWWIM V3rapuuuiap OWjaH Keuulid OUp KaTop HILJIApHUHT
aMajuil HaTWXKaJlapuja KENTUPWIraH OYIuImMra kapamaciaH, XyKalpaHuHT
UpCHUIl JacTypiaHTaH YiauMu (aromnTo3) TOMEOCTa3 Ba Xyailpa ¢aolusaTuHu
OOIIKAPUITHUHT (yHIaMEHTal MeXaHu3MH XucoOjaHaau. [laTomoruk sxapaéu
BY)KY/Ira KeJraHaa xXyskaipara Yy3uHu WYK KWW UMKOHUHU Oepanu. NHconmapaa
yuUpalural KacaJUIMKJIAPHUHT PUBOXJIAHUIIMHU aroNTo3 OWIAH TYIIYHTUPHIIL
MYMKHUH, YYHKH XYy>KalpaJlapHUHT TIpoJiudepanuscu Ba yJapHUHT JacTypJlaHTaH
VauMu ypracuaard  HOMYTaHOCHOIMK ab30 XamJa TYKHMallapja MaTOJIOTHK
V3rapunuiap, UHGEKIUMOH  kapa€Hiap, [IWIYHUHTACK, BUPYC  TaOWaTiIH
KaCaJUTMKJIAPHUHT CypyHKaJIM OO KOJUIIKUTa 00 Keau.

ATIONTO3HUHT Ky KHUppajdu TPUITEPINM OMWUIAPU XaMJa AacTypJIaHTaH
XyXKalpa VIMMH MEXaHU3MIIADU AHWKJIAHTaH, aMMO HWHIYLMPJIAHTaH Xy’Kaupa
TAHATOTEH OOIIKAPWINIIK NAaCTypH Y3TapUIMUHUHT MOJIKYJIApP acociapu Xaiu
aHUK 5Mac. YJApHHUHT y3Wra XOoC TOMOHJIAPUHU aHUKJIAIl CYpPYHKalld BHUPYCIU
UHGEKIUS MapouTHa KAacaJUTMK MAaTOTeHE3WHW MyKamMMall TYIIYHMII Ba SHTH
JaBOJlall YCYJUIApUHU XamJa OpraHu3MIard XUMOsi TU3MMIIAPUHHM CaKJIAIIHUHT
MPOQIIAKTUK TEXHOJOTUSIIAPUHU SPATHUIII UMKOHUHH O€pajin.

Mumnuk kaBat (LK) Xykaiipanapu anonTo3WHU OPraHU3MHHUHI XUMOSICH
MHUCOJIUIa WIMHI acochalll, aifHuKca, pecrnyOMKaMu3a KeHI TapKajiraH MHUKCT-
naToJoTHsIap/ia WK TalIXHCJAll aJrOpuTMIIapu Ba JABOJATHUHT OINTHUMA
yCyJJIapUHA ~ WNUIA0  YMKUII ~ JUCCEPTAIMsl  MaB3yCHHUHI  MYXUMJIUTUHU
OeJITMI0BYM ME3OHJIApAaH OUPUAMD.

V36exucron Pecnybmmkacu ITpesupentnnumar 2014 iimn 19 depanarn
2133-con kapopu Ownan Ttacaukjanran «Cofiaom Ooia iy [laBnar mactypw,
2011 #mn 28 nHosOpmarm I1K-1652-con «CoFMMKHM cakjiaml TH3UMHHH HCIIOX
KWINITHA SHAJla YyKypJAIITHPHUII 4Y0pa-Taa0upiapu TYFPUCUIANTH Kapopu Ba
TETUIIUTH MEBEPUNA XyXoKaTiapaa Oenruianrad BazudanapHu Oakapuiira Ma3Kyp
ayccepTanus TaAAKUKOTH MyalsiH Japaxaaa Xu3MaT KAJlaju.



TaakMKOTHUHT pecny0juKa (paH Ba TEXHOJOTHSJIAPH PUBOKJIAHUIIN-
HUHI YCTYBOP HyHaJUNLIapura OOFJIMKJIUIrU. Maskyp TaIKUKOT peciyOinka
dan Ba TexHosorusap puBoxKIaHUIIMHUHT VI. «TuGOuér Ba dapMakoIorus»
YCTYBOD nynanummra — myBopuxk  JAUT-9 «MIlHCOH  KacaJuMKiIapu
npouiakTUKacH, TallXUCH, JaBOJIalll Ba  PEaOWIMTALUSICUHUHT  STHTH
TEXHOJIOTUSJIAPUHY UIILIA0 YUKHUIID YCTYBOP UYHAIIMIIN Joupacuaa Oa)kapuiiraH.

JAuccepranust MaB3ycH OyiiMya XOpMKMH WIMHA-TAAKUKOTIAP HIAPXH.

Nudexnmon KaCaJUIMKJIAPHUHT Keano YUKUIIHIA arorTo3
PUBOKJIAHUIIMHUHT MOJICKYJISIp MEXaHM3MIIADUHHU acocliall [03acuAaH AyHEHUHT
eTaKYd WIMHMA  MapKas3jlapd Ba OJUN TabJIUM Myaccacaiapuia, KyMJaJaH,
University of Rochester, The University of Chicago Illinois, Center for Substance
Abuse Research Temple University School of Medicine, Stanford University
(AKII), Queen’s University, Kingston, Ontario (Kanana), Institute of Bioscience,
University of Putra (Mamnaiizus), College of Medicine, Alnahrain University Iraq
(Upok), Institute for Molecular Bioscience, The University of Queensland, The
University of Melbourne (ABctpanus), Institut fiir Klinische Chemie und
Pathobiochemie, Technische Universitiat Miinchen Departments of Pediatrics and
Medicine, Institute for Infection Biology, Institute of Molecular Medicine,
University of Diisseldorf (I'epmanwust), University of Lausanne, University of Bern,
(IlBetmapus), University of Padua (Mranus), Medical Center, Haifa (HMcpowun),
TomkeHT THOOMET akamemmsicn (Y36eKHMCTOH)IA KYIUIA0 MIMHI TamKUKOTIAp
o0 OoprIMOKAa.

CanpMoHeTIe3, CypyHKaJIM TeMaTUT Ba MUKC-TIATOJIOTUSJIAp/1a OIIKO30H-UYaK
UMK KABaTUHUHT XUMOSI-TYCUK (DYHKUMSICUHHU OIIMPUII OYiirya KaTop WIMHIA-
aMaliiii HaTKaJlap OJIMHTaH: MacaliaH, Xyxkailpa wum Ky3raryBuucu Salmonella
TyphimuriumHiHT OpraHu3M WYKH MYXHTUTA YdgaMiauinru ucoornanrad (Center
for Substance Abuse Research Temple University School of Medicine,
Philadelphia); Salmonella Typhimuriumra uHTepdepoH-raMMaHuHT (YHKIIMOHAI
Kyn unad 4YUKapuIlk OpKaJM WUMMYH >KaBoO peakuusicu anukianrad (The
University of Melbourne, Parkville, Victoria); 6akrepuan TOKCUH TabCUpHUIA UYAK
AIUTENNAI Xy>Kahipanapuaa pS3 aleTUIUIAHUIITN UHIYLIHUPIaHUO,
uHQUIUpIaHUIITa Ccrnenu@uKk HMMMYH >kaBoO Tabcupu (HaoJUIANIUINN HIMUAN
acocnanras (University of Rochester NewY ork; Karolinska Institutet, Stockholm);
Salmonella ~ Typhimuriumau  HeOIJIaCTUK  XyXadpajap  anonTo3WAaH
WHAYIUPIOBYM CapaTOHTa KapIild MpermapaTiap spaTtuiiga OakTephal BEKTOp
cudaruga doirnananum (Institute of Bioscience, University of Putra); Bupycnu
rematuTHUHT C Typuaa >XUTapHU >KapoXaTJaHUIIHNTa OO KEITyBYH aroITo3
uHayknuscun anukiaanrad  (Institute of Molecular Medicine, University of
Diisseldorf); cypynkanu renatutHUHT C Typuaa >KMTapHUHT Xy»Kalpanapu
amonTo3W OWJIaH THCTOJIOTUK KYpcaTKU4jap YpTacuaard KOppelsiuoH OOFITaHMII
wimuii acocnanrad (Department of Pathology, University of Padua); Bel-2, Bel-X
(L), Bax, ycma Hekposu omumu ambda (YHO-0) 3KCnpeccHsicH Ba KacallTHK
OFUPJINTH YpTacuaa y3apo OorauKimK MaBxyauru ucootnanran (Medical Center,
Haifa).



Jlyné mukécnaa OMKO30H Ba WYAK WYJM IIWUIMK KAaBATUHUHI XUMOS-TYCHK
GyHKIMACH 103acullaH KyWUJard yCTyBOp WYHaNMILIApAa UIMUN TaIKUKOTIIAp
006 OOpUIIMOK[IA: OIIKO30H-WYaK MIMJIIMK KaBaTH aroNTO3Ura oJM0 KeaauraH
OMWUIAPHUHT MOJIEKYJISIp MEXaHU3MIJIAPMHU aHUKJIAIIHU TaKOMWUIAIITUPUIL,
CaJIbMOHEJIIJIE3 Ba CYpYHKAJIM T€MAaTUT Ba MUKCT-TATOJOTHUSIIAPHUHT PUBOKIIAHUIIT
MyaaaTtura OOFJMK paBHIlJa I[IWUIMK KaBaTAa aronTo3 PHUBOMXIAHUIIMHUHT
MEXaHU3MJIADUHU WJIMHKA  acoclialll; amonTo3 MEXaHW3MIIAPHU  YpraHuiira
KAapaTWiraH 3aMOHABUW TAIIXHUC YCYJUIAPUHU MOUIA0 YUKHIL; MHUKCT-TIATOJIOTHSI-
Japjaa npoUIaKTUK Ba MAaTOTEHETUK TAIIXHMCIAIl Ba JABOJIAll Yopa-Taadupia-
pUHU yciyOuii €H1alyBHU 3bTHOOPra OJIraH X0J1/1a SHa/1a TAKOMUAJUTAIITHPHUILL.

MyamMMoOHMHT Yypranwiaranjauk papaxacu. Kaxon Cornuknau Cakiail
TalKUIOTUHUHT MabIyMOTIapu Kypa CYpYHKaldd TeNaTUT KacaJUIUTMHUHT
yupamu Hunura 1,3 mupa.au tamkwi 3taau (IlaBenxkuna B.d. Ba Oomkanap,
2008). Mebna-nyak Haitu LK TYykrumMa romeocTa3uHUHT Oy3WIIUIIM CaIbMOHEIIE3
MAaTOTCHE3MHUHT MyXHM OYfuMH XucoOjaHamu. byHaa 62-82% xomatna maskyp
xapaCHra WYFOH WYAKHUHT Kynmummu Kain stwiaau (Tpono B.A., 1999).
MamnakaTuMu3 BUPYC STHUOJIOTHSUIM CYpYHKald TenaTuTiIap OKOPH Japakana
Tapkanran xyaymiaapaan oupumup (Kporo MUJL. Ba Oomkanap, 2003;
Ab6nypaxmanos JI.T., 2010). Keliunru iusuiapaa apaiaiil STHOJIOTHSUIH CypyHKaIU
renaTuT Ba Uppo3 KeHr TapkaiMokia (Mcaesa H.B. Ba Gomkanap, 2013; Vcaesa
H.B., Tpscono6oa M.A., 2014). bonika 3Tronorusiii HHQEKUUSHUHT Ky IIHIALIINA
KuUrap (QyHKIUSCH JEKOMIIEHCAUUACHHM Te3JallTUpagud Ba 0eMop yiaumura ojuo
kenuimu MyMkuH (Miyamoto Y. et al., 2000; Lata J., et al.,, 2005). by xonar
OaKTepHUsUTApHUHT Xy’Kalipa WY YCHILl CUHIPOMM, yJap CHEKTPUHUHT Y3TrapulIu,
arpecCUBIIMTUHUHT  OpPTUINM  OwjaH  ofupiamand. Hatwkana — gaBosam
caMapaJiopJIurd nacasigd Ba MHQEKIHOH acOpPATIAPHUHI PUBOXKJIAHWII OMMUIIU
kyuasau (Latifi S. et al., 2004; Tapoyzenxo JI.B., 2007). Cypyukanu remnatut (CI)
CaJIbMOHEIIJIE3 KacaJuTuru Owmiian Oupra puBoxuianranga (Ammori B.J. et al., 2003;
Iapu6 @.1O., Puzonyny A.Il., 2012) unbexkmon acopaTiapHUHT PUBOMKIAHMIII
OMUJIM OPTA/JIH.

Tynakounuk Ba BeHo3 aumianum [IIK  daonusTuHUHT Oy3WIMIIUHUHT
acocuii cababmapugan Oupu xmcoOmann6, K xyxkaiipa Ba Xykadpa u4u
MeMOpaHamapuHu OexapopiamTupaad, a3oT okcuan (AQO) Myxum OOIIKapyBYU
Oynra sHAOTENNN QYHKUMSACUHUHT Oy3miuinura oiaud kenaau. bynaan tamkapw,
AO uurotokcuk aomummkHu HaMoEH »tuin, JJHK monexynacunu y3raptupuinu,
Xy’Kalipa amonTo3d Ba HEKPO3WHU TE3NAIITHUPHUILM, MIMII MAI0 KUJIUIIN XamJa
Xy>kaiipa MeMOpaHaiapu YTKa3yBUaHIUTMHHU OMKMPHUO 00opuiin MyMkuH (Almeda
J. etal., 2006; Halici S. et al., 2008).

A30T oKcuaMra xasM KWIMII THU3UMH CUTHaJlI MoJieKyjacu cudaruaa
Kapanaau, YyHKH Y KU3WIYHrad, OUIKO30H, MHTMYKa Ba MYFOH MYak, YT mydaru,
KUTApP-OIMKO30H OCTH  Oe3u  ammynacu  chunkrepu  (Opgam)  CHIUTHK
MyHIakJIapuHUHT Oymamuan xanamiamtaupaan (Lin A. et al., 2008; Godinez I. et
al., 2009). Azor okcunu cuntazacu (NOS) daomnmuruaunr Oy3unumu Ouma
omko30H Ba nuyak LK opkanm Maxammmid KOH aWlaHWII TU3UMHU, KEHHHYAIUK
KOIIKa BEHAa Ba JKUrapra »>KOTOKCHHJap yrumm Kyvasgu. Iy Tapuka,
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renaToONUTIAp JASTOKCUKAIMOH (haoJTUTUTa TabCUPU OPTHO, MATOJOTHK KapaéH
OFMpJIAllIa Y, YMYMHUH [UPKYJIANMUSIAArd KOH TapkuOu, omko3oH-uvyak K
TYKMMacHJ1a YHAOTOKCHUHIIAPD MUKIOPHU Kynaiub KeTaau.

Mamnakatumusza oJind OOpuiTraH TaAKUKOTIap/a OIIKO30H Ba WYAK IIHIUTHK
KaBaTH  Xyxadpanapuna Qocdonunaza A, (DAOIUTHHUHT  Y3rapuinuiaa
dbochomunuamap wMeradboau3Mu, aunuiap mnepekucaun okcuaganum  (JITIO)
XKapaCHUHUHT Ky4daluiu, antuokcuant xumos (AOX) dbepmentiapu daosurmy,
TJIMKOTIPOTEUHIIAP, WHTEPJICHKUHIAP, HUTPOIPTHK TH3UMHUHT CaIbMOHEIJIE3
WHDEKIUACH, CypyHKadud TeMmaTUT Ba  MHUKCT-TIATOJNIOTHSUIApJa  aroITo3
KapaCHUHUHT PUBOKJIAHUIIHIATH aXaMUATH XaKuJa MabIyMOTIap €Tapiu dMac.
by xacamnmkimapma xumos jkapaéHHUIArd MIWDIMK KaBaT —Xy)Kalpajlap amorrTo3
OMIUIAPUHUHT aXaMHsITH OXHpHUTada aHWKJIaHMaran. by wMaskyp wacaara
HYHANTHPWITAH TAIKUKOTIIAPHU JABOM STTUPHUIITHH TaJIad dTaIH.

Juccepranusi MaB3yCHHUHI JHUCCepPTalusi 0a’Kapwiral oOJHMid TabJIuM
MyaccacaCMHMHI MIMHUI-TAAKUKOT MIIApH OnJIaH OoFaMKInru. J{uccepranus
TagKuKoTu TomkeHT THOOUET akanmemusicuna «CanbMOHENIe3 MHPEKIMICH Ba
CypyHKalu TeMaTuT]a OIIKO30H Ba HMYaK IIWUIMK KaBAaTUHUHT XUMOS-TYCHK
Basu(acuma anonTo3 OMHUIAPUHHUHT axamusath» (2012-2016 iit.) mMaB3ycumaru
dbyHIaMeHTal Jolnxa pekacura MyBo(puK OakapuiiraH.

TagKMKOTHHUHT MaKcaaM CaJIbMOHEIJIe3 MH(DEKIUACH, CYpYHKAIU TeIHO-
TPUHJIA TETIATUT Ba yJIap OWpTalvKaa KeUTraH/1a ONIKO30H Ba WYaK IMWUTHK KaBaTH
XUMOSI-TYCUK ~ (QYHKIUACHHM TabMHHJANIAQ aroNTO3 OMWJIWHUHT  YPHUHU
OaxonamigaH uoopar.

TaagKMKOTHUHT Ba3udaiapu:

OIIIKO30H Ba WYAK IIMJUTMK KaBaTHIa JIMIHAJIAP MEPEKUCITH OKCHIJIAHUIITN Ba
AHTUOKCUIAHT XUMOS XOJJATHHU aHUKJIaIT,

CalbMOHEIJIE3 WMH(EKIMs, KUTAPHUHT CYPYHKAJIW 3apapiiaHdIlid Ba yIiap
Oupranvkia Keurad IapouT/ia OIIKO30H Ba MYAK IIMJIIMK KaBaTHUIA a30T OKCUIM
XOCWJI OYnmuIM >Kapa€HUHUHT Oy3uiuIiM, MoHookcureHasza Ttuzumu (MOT)
Y3rapuiIapuHUHT Y3UTra XO0C TOMOHJIApUHY OeTHIal,

cCallbMOHEIJIE3 WH(MEKIMs, KUTAPHUHT CYpPYHKaJIW 3apapliaHdllld Ba yIiap
Oupranvkia Ke4yraH IMAapoOUTIa OINKO30H Ba HWYaK NIWUIMK KaBaTuia
TJIMKOTIPOTEWH, XOJIeCTeprH Ba (pochomumnumayiap MUKIOpH Y3rapuIuaaru XuMosi-
TYCHUK XOJaTUHU OaxoJiall;

calbMOHEIIE3 WH(MEKINS, KUTapHUHT CYPYHKaJIW 3apapiaHdIIN Ba YHHHT
caJbMOHeJIe3 OuJjlaH Ouprajivkiaa Keduill JIUHAMUKacuja OIINKO30H Ba HYaK
MIWITUK KABATHHUHT MMMYHOJIOTHK CE3yBYaHJIMTHHU acocinad Oepwi;

callbMOHEIIE3 WH(MEKINsS, KUTApHUHT CYpPYHKAJIW 3apapliaHdIld Ba yIap
OMprajmKIa KeuraH MIapouT/Aa aronTo3 Mapkepiapu — pS3 renu okcwiu Ba Bel-2
MUKJIOPUHU aHUKJIAIT OPKAJIU arloNTO3HA 0axoJial,

CaTbMOHEIJIE3 MH(MEKIUs, KUTAPHUHT CYPYHKAIHM 3apapiliaHdIi Ba YHHHT
CalbMOHEITIE3 OwiaH OWprajvkaa KeuWill JIMHAMUKACHIA OINKO30H Ba HMYAK
MIWUIMK ~KaBaTHUJa aroInTo3 >XapaHWHUHT PUBOKIIAHWIN CXEMACHHH HWIIa0
YU KHIIL.

TaakukoTHUHT 00bekTH cudaTumaa 320 Ta OK 30TCH3 IPKAK KaJlaMmyIlLiap



onmuuan: 120 ta yTkup canpmonesuiesny; 170 Ta cypyHKaiy renaTutiau (ryjaapaaH
110 tacu cypyHkanu renatuT GoHHUA YaKUPUITaH cajdbMoHesIe3 Mojaenun); 30 Ta
MHTAKT XaliBOHJIAp OJIMHTaH.

TagKMKOTHUHT TIpeIMeTH: KOH, KOH 3apio0u, Taxpuba XaillBOHJIapu
OIIIKO30H Ba MHTMYKA WYaK UMK KaBaTH.

TagkuKOTHHUHT ycyaapu. TaaKuKOT BazudaiapuHu Xai 3THII Ba MaKcaara
SPUIIHUII yYyH HIIa OUOKUMEBUH, UMMYHO(PEPMEHT, CTATHUCTUK YyCYJUIapU
KYJUIAaHTaH.

TagKMKOTHUHT WIMMIA SIHTWJINIHM Kyiaaruiapuaad noopar:

JUTIHIAp TIEPEKUCTH OKCHJIJIAHUIITMHWHT KyYaluIi, aHTHOKCUAHT XUMOS
dbepMeHTIapy Ba MOHOOKCHUTEHA3a TH3UMHU (PAOJITUTH Y3TapUIIH MUKCT-TTATOJIOTHS
PUBOITAHUIIIAIATH MOJIEKYJISIp MEXaHU3MIIapH UCOOTIIaHTaH;

MUKCT-TIATOJIOTHS PUBOKJIAHUIIMIA OINKO30H Ba HWYAK IMWUIMK KaBaTh
TapKUOUN KUCMIIADUHUHT V3rapuilll aHUKJIAHTaH; MUKCT-TIATOJIOTUSIa Ma3Kyp
ab30Jlap  XUMOSA ~ TYCHK  KypcaTKHUWiapyd  MHUKJIOPUHU  CaJbMOHEIIE3
PUBOXIIAHUIIIMHUHT, aWHUKca, /- Ba 10-kKyHnapuja, XaKKOHUH Y3rapuiiu
aQHUKJIAHTaH;

MUKCT-TIatosiorusiia unrepiaevikuunap (MJI-1b, WUJI-2, NJI-6) Ba a - ycma
HEKPO3W OMUJIM KYN WIUIA0 YMKAPUIIUIIN ACOCJIAHTaH, TaXPUOAHUHT 7-KyHHJA
mutoxpom C, Bcl-2, 10-xkyHuma sca o - ycMa HEKPO3H OMHIM MHKIOPHHHHT
XAaKKOHHUH y3rapuilli aHUKJIAHTaH;

TU3UM Ba JIOKal Japaxkana sHuoTenuan cuHtaza (eNOS) daomuruHuHr
nacaiimimm, a3or okcuau  wHaynuOen (INOS) cumHTasacm sKkcHpeccHscH,
nepokcuHUTpUT (ONO;) Ba NO KypcaTKUUJIapUHUHT KYTTaWnIIK UCOOTIIaHTaH;

OIIKO30H Ba WYaK IMWIIMK KAaBAaTHHUHT CaJbMOHEIIe3 WHOEKIUACH yUyH
MUTOXOHJPHA, CYPYHKaIM TEMaTHT Y4yH — WUMMYH; MHKCT-TIATOJIOTHSIa 3Ca —
UMMYH Ba MUTOXOHJpPHUAJ MY OPKAJIHM aroNTO3 PUBOKIIAHUIIN CXEMAacH HIILIIA0
YUKUJITaH.

TagKUKOTHHUHT aMaJIMii HATHXKACH KyHHIaruiapan noopar:

CaJIbMOHEIJIE3, CypyHKallM TEMaTUT Ba yyiap OUpraivkia KeuraH MapouTia
OIKO30H Ba HYaK IMWUIMK KaBaTU XUMOS-TYCHK (DYHKIIUSICHHUHT WJITapu
VpranuamMarad MeXaHu3MiIapy aHUKJIaHTaH;

KaJlaMyluiapAa SpaTWIraH dJKCIEPUMEHTaJI MUKCT-TIATOJIOTHS  MOJIENH
OIIKO30H Ba MYAK NIMIINK KaBaTH XUMOS-TYCHK (DYHKIMACH XOJaTHHU YpraHUIITra
Ba JMHAMHUKAJA Kaca/UIMK PUBOXIIAHWIIMHYA Ha30paT KWIWINTa Ba JaBOJIAIlIa
TYpJW JOPU BOCHTAIAPUHUHT KHPUTHII, YJAPHUHT Iy Kaca/UIMKHU JaBOJalllja
camMapayii OVJIWINIMHM TabMHUHJIOBUM INAPT-IIAPOUTIIAPHU SPATHIITAa WMKOH
OepraH.

TaagKUKOT HATHKAJAPUHUHT HINOHYWIMJIMIM UIIIA KYJUIAHWITaH Ha3apuu
€HmamryB Ba ycyimap, oau0 Oopuirad TakpuOanapHUHT YCayOuil >KUXaTaaH
TYFPUINTH, TaXpuOa XaWBOHJAPH COHMHHHT €TapiM JKaHJIUTH, OUOKMMEBUH,
CTaTUCTUK TEKIIUPHIN YCYJUIapu EpJaMuja WIJIOB OCPIITAaHINTH, ITYHUHTCK,
TAQAKAKOT HATWKAIAPUHUHT XaJIKapo XamJa MaxXaUlhmi Taxpubanmap Owiaxn
TAKKOCJIAHTaHW, XyJIOCA, OJIMHTAH HATWKAIAPHUHT BAKOJATIN Ty3uUiIMasap
TOMOHH/JIaH TACAUKJIAHTaHU OWJIaH aCOCIIaHAIH.



TagKUKOT HATHKAJAPUMHUHI WJIMHMHA Ba aMaJIMi aXaMHMSATH OILIKO30H Ba
WYaK IWUIMK KaBaTH XUMOS TYCUFH TY3WIHIIH Y3TapUIIUHUHT MOJICKYJISIp MeXa-
HU3MJIApU VpraHuiral Ba uWiIMui acociaHrad. CaabMoHesuie3 MH(EKnuscH Ba
MUKCT-NIATOJIOTUsa YTKUAP CalbMOHENIe3 HHMEKIUS pUBOXKIAHUIIT My IIaTiapura
OOFJIMK paBHUIIa OLIKO30H-WYaK IIWJUIMK KaBaTHAA arolTo3 PUBOMIIAHMII MeXa-
HU3MHHUHT 3aMOHABUH CXeMacH UILIa0 YUKHUIITaH.

TaaKkUKOT HATIWKaJapUHUHT aMaluil axamHusaTH  YTKUpP CaJbMOHEIIE3
UHQEKIUACH, CYpPYHKaJId TeNaTHT, MHUKCT-MATOJOTHUIapAa  OIIKO30H-HYaK
MIWUINK KaBaTH XUMOS-TYCUK (YHKIMSICUHH TabMUHJIAIIA allONTO3HU Oaxoaril
OpKaJIU OIIKO30H-MYaK KaCAJUTMKIAPUHU TAIIXUCIAUTHUHT OMp KaTop OMOKUMEBUI
KypcaTtkuuiaapaad GoiJanaHuil 3apypiaura ucooraanrad. MukcT-naTojorusiapaa
anonTo3 €KW SULTUFIIAHUII JKaJaJUIMTUHU XUCOOra OJIraH XO0J1/1a, STHIM TalllXUCalll
Ba JlaBojall yCY/UIAPUHU TaHJAHWUIIM, YOy KacaulMkiap OuiaH OfFpHUraH
O6emopiapHUHT MU(OXOHAA JTaBOJAHUII BAaKTUHU KaMaWTUPUIL HUMKOHUSTHHU
ApaTain.

TagKuKOT HATHKAJTAPUHUHT KOPUHA KWIHMHMINN. MUKCT-TIaTOJIOTHAsIIapaa
OIIKO30H Ba WYaK MIWUIMK KaBaTH XUMOS-TYCUK (YHKIMSICHUHH TabMHUHIIAIIIA
amonTo3 OMWIMHU Oaxonam OVinya OJWMHTaH WIMHM HaTHXKajlap COFJIMKHU
cakJjanl aMaluéTura, >KymiaJaH, SMUIEMHUOJIOTHS, MUKPOOUOJIOTHS Ba IOKYMITU
KacaJUIUKJIap, BUPYCOJIOTUS WIMHUN-TAJKUKOT WHCTUTYTJIAQPUHUHT KIMHUKAJIApU
amanmuérura Tarouk dStuiarad (CofnmukHM cakiam BasupiurdHuar 2016 v
13 suBapmarm  8H-3/36-con  mMamiymoTrHOMacw). OinmHTaH (QyHIaAMEHTAI
TaAKUKOTIApD  HATWXKaJapUHU  SKOpUM  KWIMHHUILKM  HaTWXKacuga  YTKUP
CaJbMOHEIJIE3, TenaTUT Ba MHKCT-IIATOJorusacu OynraHn Oemopiapaa 3pra
JUArHOCTUKACH, KACAIUIMKHUHI KEUYMIIM Ba MPOTHO3MHM SXUIMJIAII HATH)Kacuaa
OemMopiapHHUHT Xa€T cudarura WkoOHil TabCUp 3TaU Ba KaCAJUIMK acopaTIapuHH,
6emopuuHr mudpoxoHana YypuH kyHuHu 20 dousra KamMauTUPHUIIT UMKOHUSTUHU
spatra.

TagKuKOT HATHKAJAPUHUHI anpodamusich. TaJKUKOT HaTWXKalapu Xap
pimmn V3P CCB Ba TTAHMHI KYpUKZaH YTKA3HII KOMUCCHSACH TOMOHMJAH
arpobanusagan YTkazuiauO, mwkoOui OaxomaHrad. XucoOoTiap AKaJIeMUSHUHT
Nnvuit Ba Mnmuii-TeXHUK KeHramwiapujga Mmyxokama KuiuHrad. LIlyHuHrIek,
12 Ta wiMuii-aManuil aH)XXyMaHJa, XyCyCaH, «OKCHEpHUMEHTAl Ba Ha3zapui
onodpuszukay (Ilymmuo, 2012); €m onumiap PecnyOnuka wuiMuii-aManui
amkxymann «XXI acp-unrennexryan émuapu» (Tomkent, 2012); «Em onumnap
KyHIapu» uiamui-amanuii amwxkymanu (Tomkent, 2012); «Tu6G6uér ¢daHuHUHT
nom3apd Macanmanmapu» xankapo bytyH Poccus unmumii-amanuii - aHKyMaHU
(ApocnaBnb, 2013); «Cofiom 0Oona Wwim»ra OaFUIIJIAHTAH XaJlKapo WIMMIA-
amanuii amwxymaH «MMmyHonorusHuHr-gannapapo myammonapu» (TomikeHT,
2014); «3apapnanuil Ba MOCIHAINIUIIIA MOAAANAp anMammHyBu» Xankapo XIII
Poccust mnmwmit-amanuii amxymanu (PocroB na Jlony, 2014); XanyOuit Ypan
THO6KET YHusepcutetuHunr 70 Hunmurura Garunuianrad «BEm onumnapHuHr V
xankapo (XII sxyawit) wimuii amanuii amkymanny (Yensounck, 2014); «Unmuit
myHo3apanap: TuO6uétaunr momzapd myammonapu» XXXIV -XXXV xamnkapo
CUPTKH WiIMH-amanmii amkymanu (Mockga, 2015) kabu pecmyOimka Ba XaJlKapo
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WIMUR-aManuii KoH(epeHrsapaa Mabpy3aiap KWIMHTAH Xama anpoOaiusian
VTKa3WJITaH.

TagKMKOT HATHXKAJIAPUHUHI JBJOH KWIMHUIIM. J[uccepranus MaB3ycu
fo3acuiad kamu 34 Tta wiMmuid um yom stuirad. llynapman 1 Tta moHorpadus,
V36exucron Pecry6mukacu Oumuil  aTTecTanysi KOMHCCHUSCHHHHT —JIOKTOPINK
JTUCCEPTALMSUIAPU ACOCUM WIMHUNA HaTW)KAJIADUHU YON ATHUII TaBCUS ATHITaH
WIMHUI KypHaiiapnaa 15 ta makona, skymnanas, 12 tacu pecnyOnuka Ba 3 Tacu
XOPHKUH )KypHAJUIapa HAIIP dTHITaH.

JldccepTanMsiHUHT XaKMHU Ba TY3WJuinM. Juccepranus TapKkuOW KHPUIII,
ontu 000, Xynoca, GoliganaHwiran anaduéTiap pyixaru Ba wioBajiapaH nuoopar.
JluccepTalustHUHT XaKMU 179 O€THU TalIKUII 3TaJIH.
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JJACCEPTAIIUSIHUHT ACOCUM MA3SMYHHA

Kupum xucmuna yTka3wiran TaAKAKOTIAPHUHT JO0J3apOJIMTK Ba 3apypaTu
acocllaHraH, TaJAKUKOTHUHT Makcaaud Ba Baszudanapu, OObEKT Ba MpeAMETIapu
TaBcU(IIaHTaH, pecnyOIrKa (aH Ba TEXHOJOTUSIApU PUBOKIAHUITMHUHT YCTYBOP
WYHAIUILIApUTa MOCJIUTY KYPCATUIITaH, WIMHAW SHTUJITA Ba aMaJiii HaTHWKalapu
0a€H KWIMHTaH, OJIMHTaH HATIKAJApHUHT WIMHM Ba aMalluidi aXamHsITH O4u0
OepuiraH, TaaKUKOT HATIDKAJApWHU aMaluérra >KOpU KWJIUI, HAIIp STHITaH
UIIap Ba AUCCEPTALMS TY3WIHIIHN OViinYa MablyMOTJIap KEATUPUIITaH.

JInccepTalUSHUHT «YTKHP CcadbMOHe/Ie3 Ba CYPYHKAJIH TemaTHTAA
racTpo’HTepaj Co0Xa MMHWIJIMK KABATHHHUHT V3Ura Xoc Y3rapuIIdHUHT
3aMOHaBUH TAJKUHW» J1€0 HOMJIaHTaH OMpuHYM 000uJa YTKUP CcallbMOHEIJIE3 Ba
CypyHKaJli TeNaTHTa TacTPO’HTEpAJl COXa IIMIUIMK KaBaTW 3apapiIaHUIIAHUHT
MEXaHU3MU Ba XYCYCHSTJIApH, UHPEKUUsIap OuilaH sUUTMFIAHUIT KapaCHUHUHT
KaJaJJIalTyBHU/Ia IUTOKUHIIAD YPHU, HHGEKIIMOH KaCANTUKIAPHUHT PUBOKIIAHUIIIN
Ba >KaJaJUlalllyBUJa DSMHUTEIMONUTIAP AalONTO3MHUHT aXaMHUSATHHU aHMKJIAIlra
OarvIUIaHTaH TAIKUKOTIAp TU3UMJIAIITUPUITAH Xamja, YIapHU Ha3apuil TaxJIui
KWIKIia Oup Karop anabuétiap WiIMUNA YpraHwimO, MasKyp JuccepTarus
MaB3ycu OViaraH MyaMMOHUHT ad3aJUTMKIapd Ba KaMYWJIMKIApU TaxJIHII
KWJIMHTaH.

TagkukoTHUHT «CajJbMOHe/U1e3 MH(PEKIUICH Ba CYPYHKAJIU renaruria
OIIKO030H Ba MYAK INIM/UIUK KABATHHUHT XUMOSI-TYCUK (PYHKIIUSICH, ANIONTO3
OMMJUIAPUHUHI METOJ0JIOTHSICH BA MOHMTOPUHIMW» J1¢0 HOMJIAHTAaH WKKUHYU
000uaa KyUlaHWATaH MaTepual Ba TaAKUKOT oJud Oopuil yciyoOniapw,
AKCIIEPUMEHTANl MaTEPUATTHUHT YMYMUM TaBcU(PU, OMOKMMEBHM, UMMYHOPEPMEHT
TEKIIUPYB yCyJUapu keaTupuirad (1-xansain).

TagkukoTnap Tana BazHu 100-120 rp. Oynran 320 OK 30TCH3 3pKaK
KajaMyluiapaa VYTKa3WwiraH TEeKIIUPYyBIap HATWKacuIa WIMHM acOCJIaHTaH.
Taxpubamap “OxcrnepuMeHT Ba OOITKa WIMHI Makcaiapaa (oiianiaHuiagurad
YMYPTKaAJIM XalBOHJIApHU Myxodaza Kuiuil EBporna KoHBeHIUscH ra MyBO(PHUK
yrrasmwiau (CrpacOypr, 1985). Taxpubara TopTuiran XauBonjap 4 rypyxra
Oymuuau: 1) YTKUp dSKCIEpUMEHTA CaTbMOHEIUIC3IH KalaMyIiap; 2) CypyHKaiu
TeTUOTPUHIM  TEMaTUTra  WYJMKTHPWITaH  Kajamynuiap, 3)  CypyHKau
TeITMOTPUHIIM TeMaTUT Ba CAIbMOHEIUIC3NTH HH(EKIMSITN KanaMynuiap; 4) Ha3opar,
WHTAKT Typyx XaiBonnap. CanbmMoHesie3 HHGEKIHsS MOJEIN OIIKO30H UUnra Oup
mapotaba S.typhimurium mrammuan (1 mapa. mukpo6 Tanma 100 Tp. BasHra
HUcOaTaH) IOOOPUII OpKaJIM YaKUPWUIIU. XaWBOHJIAp paylll-HApKO3 acocuja
Taxpubanuur 1-, 4-, 7- Ba 10-xynnapuaa aexanutanus KuiuHau. CypyHKaIH
tokcuk renatut (CTI) xyopua kuciora épaaMuaa KHCIOTAIM MyXHTIa
kentupwirad (pH=7,0) renmuorpunnu ofu3z opkanu 50 Mr/kr (5 Mr reamoTpuH
100 rp. Tana Ba3Hura HEcOaTaH) r0OOpUI Wynu Owitan 42 KyH qaBoMmuaa Xadrazaa
oup mapta H.X.AGaymnaeB Ba 6omkanap (1985) ycynuna wakupunau.
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1->xanBan

TexkmupysB ycyuiapu

Texkmupys

TexkmmpyB ycyuiapu

1.I'enuoTpHUHIM TenaTUT PUBOXKIAHUIIN KyHHUJIaru KypcaTKuuiiap OUjiaH aHUKJIaH u:

YMYMUU OKCHUJI

THUMOJI CHHaMaCH

PRIV A-Lachema Diagnostika (Uexus)buo-na-

YMymuii onsnpyOuH TeCTIIapu épaamuaa
AnAT, AcAT
ANOYMUH VITROS System Chmistry 60 // Ortho Clical
UIIKOpHi ocdaTaza . : N

Diagnostics Ouokumé ananuzaTopuaa
XoJMHAICTEpa3a

2.0HIKO3OH Ba MHI'M4YKa N4aK

ITWJUTMK KaBaTU TYCHUFU XOJIaTH KyHHaaru

KypcaTkuwiap Oyiinya:

DpUMalINTraH TJIIMKONPOTEHHIIAP

B.B. Mensmos, 2000

cyuall KuCJioTajaap

JI.A. JIluneBuk, 1962

I'CKCO3a U I'CKCO3aMHUHJIAP

A. T'orTmank, 1969

XOJIeCTEpHH Ba Gochoumnuiap

«Lachemay Yexust pupmacu buo-na-rectu

dhochomumaza A,

C.A. Tyrunun Ba 6omkanap, 1975

3.Mukpocoman Gppakius XoJaT1

KyHuJaru Kypcatkuuiaap Oyilndya aHuKJIaH]In

iutoxpom P450 Ba by

T. Omura, R. Sato, 1968 UV-2100 LTD
(Xuroit) cnexkrpodoToMeTpuia

HAJIOH-ut.C-penykrasa

C.H. Williams, H. Kamin, 1961

TIII0K03a-6-docdaTasa

N.S. Ghoshet al., 2007

4. KoH 3ap100MHU TEKITUPHIIL

Hutoxpom C

H.I'. I'arya Ba 6omkamnap, 2002

%HTepneﬁKHHnap (-1B, -2, -6),
YHO-a, p53, Bcl-2

NmmyHodepmeHT aHaIM3aToOpUIa UM-
myHO(pepmenT Ttaxmr, «Stat-Fax» dupmacu
(AKII) OO0 «llurokuny», CII6, Poccus tect
TU3UMIIApUIaH GO TaTaHNIIIH.

5.0KCUIaHT Ba aHTUOKCUAAHT TU3UM XOJaTH Kyiuaaru KypcaTkauiap €paamuaa

AHUKJIAHIU .

MaJIOH JUAIbIETUIN

A.W. Aaapeena Ba 6omkanap, 1989

katana3za (KT)

M.A. Kopaok Ba 6omkanap, 1988

cynepokcugaucmytasa (COJl)

B.I". Mxurapsiu Ba 6omkanap, 1978

6. NO-3pruk tu3um

X0JIaTU KypcaTkuwiap oyinya:

NO (NO,, NO3)

I'LIT. INonukoB Ba Gomkanap, 2000

eNOS daommru

B.B.Cymb6atoB Ba 6ouikanap, 2000

INOS daommuru N.W. Koog et al., P.K. A3umoB Ba Gomkanap
ONO, moubukammsicuaa, 2005
Oxkcni «Lachemay Yexus ¢pupmacu bro-na-rectu
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Taxxpubara toptwiaran xaBonmnap ynmumu 8 % HU TamKuUa 3TAU. 3-TYPYX
XalBOHJIApW cajdbMOHeIIe3 HUH(EeKuuscu OujgaH CypyHKadd TeMaTUTHUHT
90-kyHM1a 3apapiIaHTUPUIIM Ba 3apapiaaHTUpUIIHUHT 1-, 4-, 7- Ba 10- kyHIapua
VpraHuiau.

OmIKo30H Ba MHTUYKA MYaK aXKPATUIAH, TO3AJIaHIU, COBYTHIITaH (DU3UOIOTHK
spuTMa OWJIaH IOBWJIAM, OIIKO30H OJIIM Oyiaru oiu0 TalulaHId, IMUUIMK KaBaT
KUpUO OJMHUO, TOPTUIIIM Ba YMHHU XaBoHYaaa 30 mMr/mi xucoOuaa JUCTUILIAHTaH
cyma Bell A.E., Sellers LA, Allen A., Cunliffe W.J. (2006) ycymuna
cycnensusnanan. Omko3oH Ba nuak K mukpocoman dpakuusicu mpemapaTHB
ynbrpanenTpupyra VAC-601 na (I'epmanust) axpaTuiam.

HucceprauustHuHr  «CypyHKaaM  renaTur  (OHUAA  PHUBOKJIAHIAH
caJlbMOHe JIe3 MH(pEeKUMAAa OKCHIAHT—-AHTHOKCHIAHT Ba MOHOOKCHI€HA3a
TU3UMJIAPMHMHT  y3rapumm» 7Ae0 HOMJAHraH Y4YuHYd OoOMjga MUKCT-
NaToJIOTUsIIa TEKUPYBHUHT 1-, 4-, 7- Ba 10-KyHJapuia OUIKO30H IIHJUTHK
kaBaTuaa MJIA MUKIOpHU Ha3opaT rypyxura HucOataH Terunuiv pasumiia 2,4, 3,1;
3,3 Ba 3,8 mapra optam, spHM Mmynnatr optumin Owiad JIIIO kywaigu. by
KYpCaTKUWIApHU YTKUP CAJIbMOHEIUIE3 HaTWKajapu OMJIaH TaKKoCHall Taxpuba-
TEKIIUPYBHUHT |- Ba 4-KyHJIapuja XaKKOHUN Y3rapuinuiap coaup OYiIMaciIuruHu
kypcatnu. Taxpubanunr 7- Ba 10-kKyHJapuga MUKCT-NIATOJNIOTHSAA, YTKUP
caJbMOHEJIC3NIM XalBoHapra Hucoatan, MJIA muxmnopu 15,5 % Ba 16,4 % ra
acr.

Muxkcrt-natonorusiia taxpuba-texmupyBHUHT 90-kyHuma MJIA mukgopu
renatuTra Hucoatan 10-kynuaa 32,6 % ra opTuiM aHUKIAHAN.

OmKo30H IMWUIMK KaBaTUAa aHTUOKCHUIAHT THU3UM (pepMmeHTiap (aosuiuru
MUKCT-TIATOJIOTHSIa Cce3wapiau jnapaxana mnacaiiran. COJl daommuru Tekim-
PYBHHHT Oapua My[iaTiapuia Ha3opaT rypyxura Hucbaran 8,2-11,5 mapra, moc
paBulla YTKUP caJdbMOHeIJIe3ra HucOataH Taxpubanunr 1-, 4-, 7- Ba
10-xynnapuna 5,1, 4,4, 3,7 Ba 3 mapra, cypyHKaiau renatutra Hucbaran 1,3, 1,4,
1,9 Ba 1,7 mapTa macT 3KaHJIUTH UMUK acocaad Oepuiiay.

Karanaza Qaomnuru xam ONIKO30H MIMJUIMK KaBaTHAA MHKCT-TIATOJIOTHSIA
Ha3opar Trypyxura HucOaTaH TaAKUKOT MyJJaTiapura Terunuid pasuiiaa 9,5, 8,5,
8 Ba 12,4 mapTa Ba YTKHUp caJibMOHeJUIe3ra Hucbaras - 2,2, 2,2, 2,1 Ba 3 Gapo0bap
nacaiigu. CypyHKaldM TenaTUT HaTHXanapyu OWJlaH TaKKOCHAIl YHUHT TaXpuoOa-
tekmupyB 10-kyHuaa gakar 2,2 MapTa nacaraHJIuruHu KYypcaTau.

MUKCT-IaTONOTUsl pUBOKIAHUIIMHUAT 1- Ba 4-KyHJIapua OMKO30H MUK
KaBaTM MHUKpocoManapuaa uuroxpom P-450 wmukmopu HazopaT Typyxw,
calbMOHeIJIe3 MH(EKIUS Ba CypyHKaJIM T'enaTUTra HUCOATaH TETUIUIM PaBHINIA
2,04 Ba 2,6; 1,3 Ba 1,2; 1,2 Ba 1,5 mapra xamaiigu. Keilimnru myanatiapaa
(dbepMeHT MUKIOPUHUHT Nacailuim xanamiamub OopraH, sbHU /- Ba 10-KyHiapaa
dbepMeHT (HaoNTMTUHUHT TacaluIy Ha3opaT Typyxura HHUCOATaH TETUILIH
paBuiiga 3,3 Ba 4,6 MapTaHU TAIIKUI ITIU.

OmKo30H MWIUIMK KAaBaTH MHUKPOCOMaJjapHia MHUKCT-IIATOJOTUs PUBOXKJIA-
HUIIMHUHT Oapya MyjAnaTiapuia IUTOXpOM bs MUKIOpU Ha3opaT Typyxura HHC-
Oaran 2-2,8 mapTa nacairan. YHUHT 3HT KYTI MAaCalHIIN CalIbMOHEIIe3 UH(PEKIUI
PUBOMIIAHMIIMHUHT 7- Ba 10-xkyHiapupa Ky3aTWigud. MUKCT-IATOJIOTHIA

14



IUTOXpoMa bs MHUKIOPMHUHT TMacalivimyd  aWHW MyJJaTiapra MOC paBHIIIA
renmoTpuHyin remarurra Hucoartan 10,3, 10,3, 28,6 Ba 28,6 % kaMauru Kaiina
STHIIIH.

MUKCT-TIaTOIOTHS MHTMYKAa MYaK MIWUIMK KaBaTH MHUKpocoMajlapuja Xam
uToXpoM P-450 MUKIOPUHMHI PUBOXKJIAHMIIMHU OUPHHYM KyHUJaH Ooruiad
nacatupanu. TexkmmpyBHHHT 1-, 4-, 7- Ba 10-xkyHnapuga y TETHIUIM Hazopar
rypyxura HucOaran 2,8, 2,9, 3,2 Ba 3,8 mapta kam. CypyHkanu renatut 90-kyH
KypcaTknuiapu OwWilaH TaKKOCIaHTaHJa, OWpTaJuKaa KEYyBYHM MATOJIOTHSIA
nutoxpoM P-450 MHUKZOpPHHMHT, allHMKCa, TaxXpuOa-TeKIIMPYBHUHT WKKUHYU
spmua moc paBumiaa 28,3, 29, 38,2 Ba 53,3 % xaMaiuiy aHUKJIAHH.

[Mutoxpom bs Qaommurn sHaEa KYyOpoK KaMmaiam. TeKmmpuiran
MyJdaTiap/ia Ma3Kyp KYpCAaTKUYHUHI TETHMIUIM Ha30paT rypyxura HucOaraH
Kamaitnmm 2, 3, 4,2 Ba 5 MmapTaHu TalTKuJI ST/IH.

bomika mukpocoman ¢pepmeHTiap ¢GpaoJUIMTMHA YPTaHMII 3ca yiap QyHKIMS-
CHHUHT Y3TapUIIUHM KYpCaTId, OIIKO30H IMMJUIMK KaBaTHaa TIIIFOKo3a-6-¢oc-
daraza (HaouMru MHKCT-TIATOJOTHUS PUBOXKIIAHMIIM JUHamMukacuaal- , 4-, 7- Ba
10-xynnapaa HazopaT rypyxura HucOataH moc Tap3aa 2, 2,6, 3,8 Ba 6,5 mapra
IIPOrPECCUB MacanraH.

Nuak mmuuuk kaBatu mukpocomanapuga HAJIOH-nuroxpom C-peaykrasza
daoumrn XakKOHUM Japakajga Iacaau, JeKMH Oy IIUTOXpomjap MHUKJIOPH
KaMalWIM Japakacujga sMac. OKcrmepuMeHTHHHT 4-, 7- Ba 10-xkynmapuma
TETWIILTA Ha3opaT rypyxura aucoaran 1,6, 2 Ba 4,6, canbMOHEIIe3/IM XaliBOHIApTa
HucOatan 1,2 wMapra, CypyHKaIH TemaTUT pPUBOXIAHUIMUHUAHT 90-KyHHUTA
HucOatas (7- Ba 10-kynnap) 1,4 Ba 3 MapTa nmacaiiuiim Ky3aTHIJITaH.

Nyax mmmamK KaBaTh MHUKpOCOMallapuaa TIIOK03a-6-docdaTasza daosmuru
MUKCT-TIATOJIOTUSI OMPUHYM KyHHUJAH TETHILIM HAa30paT Typyxura Hucbaran 2,1,
2,5, 3,3 Ba 4 mapra nacaiirad. CajabMOHEIJIE3 Ba MUKCT-TIATOJIOTHS KYpCATKUWIAPH
ypracuga Oapua Myaaariapia XakKoHuUW (apkiaap aHuKIaHMangu. JIekuH ymap
CypyHKalu renatutiu xahWBonnap 90-kynura nucOaran 1,3, 1,6, 2 Ba 2,5 mapra
nact 9au. JlemMak, KacaJUlaHWII MYAJATHHUHT OpTHUIIA OuiiaH (QepMeHT
(haoUTMTMHUHT IMacaluIy KyJasiIu.

Nuak mmuuk kaBatu mukpocomanapuaa HAJIOH-uutoxpom C-penykraza
(aoIMTHHUHT MUKCT-TIATOJOTUS AMHAMHUKacKuaa (3KcrnepuMeHTHUHT 1-, 4-, 7- Ba
10-kyHyapuaa) TETMIUIA Ha30paT Trypyxura HucOaran 1,7, 2, 2,3 Ba 3,5 mapra
KaMaluIy Kaia KuauHuO, acocinad Oepuiau.

HMuccepranustHUHT  «CypyHKaJu remaTtuT (POHUAA PHUBOXKJIAHTAH
cajibMOHeJJ1e3 HH(peKIHAAa OIKO30H Ba HYAK IMWIJINK KaBaTH a30T OKCHIH
TU3UMM X0JIaTH» Je0 HOMJAHTaH TYPTUHYM O000MAa MHUKCT-TIATOJIOTHIA
OIIKO30H IIWJITMK KaBaTHAa a30T OKCHUIW TH3UMHUHU TEKIIMPHII  HIUIApH
OKCIIEPUMEHTHUHT JacTia0ku KyHHaaH  Oomnwia0 NO MUKIOPHUHHHT Te3/aa
MacaluIINHU KYPCaTaH, SbHU SKCIEPUMEHTHUHT 1-, 4-, 7- Ba 10-kyHnapuaa yHUHT
MUKJIOpY TETMIUIM Ha3opaT rypyxura HucOatan 1,5, 2,5, 3,3 Ba 4,5 mapra
Kamaiiran. by kypcaTkuuiap MOHOMHGEKUIUAIATH a30T OKCUAN MHUKAOpHAaH 60-,
90- Ba 120- TexkmupyB KyHJIapura HucOaTan 1oKopu. bynu yTkup canbmoHemiesna
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1,2, 1,9, 2 Ba 2,3 mapra, cypynkaiu remarutiaa (90-xyH) aca 3,3, 4,3 Ba 5,8 mapta
OynraHua KYypuin MyMKHH.

eNOS ¢epmeHTUHHHT (Ao TEKIIUPYBHUHT Oapya Myaaatiapuia
Hazopar rypyxura nuco6aras 1,9, 2,8, 3,1 Ba 3,6 mapra; 1,3, 1,5, 1,3 Ba 1,3 mapra —
AKCIIEPUMEHTAJl cCaJIbMOHEIIe3 Kypcarkuuiapura Ba 1,5, 2,2, 2,4 Ba 2,9 mapra —
CypyHKaJu TeaTUT/a KaMmairas.

INOS depmenTr (Hao/UIMIMHU YPraHUIl YHHHI MHTAKT T'YPYX Ba MOHOIIA-
TOJIOTHSIIap Xap Oupura HucOaTaH IOKOpW Japakana (aoJUIaHWIIUHU KYpCcaTau.
INOS daommuru Hazopar rypyxura wucbaran 1,8, 2,7, 3,6 Ba 4,3 mapta, yTKHUD
cCalbMOHEIIE3 KypcaTtkuumra HucOatan- 1,2, 1,5, 1,6 Ba 1,6 mapra, cypyHkamu
rermatutra Hucoatan 1,7, 2,2 Ba 2,7 mapra (4-, 7- Ba 10-KyHJap) 10KOpH.

INOS daonmaHumm TEKITMPYBHUHAT OOIMIMIAH MEPOKCUHUTPUTIIAP KYT XOCHII
OynumuHu ByXyara kentupau: 1-, 4-, 7- Ba 10-xyHnmapna ymapHUHT MUKIOPH
Mewnépra Hucoaran 10,5, 15,7, 24,5 Ba 37,5 mapra, TEruIuIM YTKUP CaJIbMOHEIIE3
Ba TeJIMOTPUHJIM T'eNaTUT KypcaTKuuaapura Hucbaraun 2,3, 2,5, 2,1, 2,2 Ba 4,2, 6,3,
9,8 Ba 15 mapTa rokopu Oyiras.

MuKCT-naTonorusga nuak MWUIMK KaBaTuaa a30T OKCUIU MUKIOpU Ha3zopar
rypyxura HucOaTaH TEKIIMPYBHUHT Oapua MyajaaTiapuaa kynasau: 1,7, 2,5, 3,2 Ba
3,8 mapra. bynna renmorpunnum rematutra (90-kyH) HHCOATaH a30T OKCUIU
mukaopu 2,3, 3,3, 4,3 Ba 5,1 mapra kyn. Kypunaauku, arap CypyHKaJIH T'e€IaTUT
a30T OKCUAM MHKIOPMHM KaMaWTHpca, YHUHT YTKUp CajJbMOHEIUIe3 OuiaH
Oupraivkaa KeYUIK, aKCHHYA, Ce3WIIapIIN Japakaaa KYImanTupaam.

Muxkcrt-natonorusina eNOS ¢depmenTr (Haomuru TEKITUPYBHUHT OUPUHYH
CyTKallapuJaH TETHIUIN Ha3opaT rypyxura HucOaran macasaum: 1,8, 2,1, 2,6 Ba
3,2 Mapta, spHU ymiOy (EPMEHTHUHT DHT PHUBOXKJIAHTAH PEMPECCUSICH MHKCT-
MaToJIOTUIHUHT 7- Ba 10-KyHnapupa ro3ara kenaau. by my mynpnatiapaa a3or
OKCHUJIM XOCHJI OYJIMIIMHUHT Ky4aluIm OuiaH KOPPEsIIuoH OOFIaHaIH.

Nuak mmumk kaBatuaa INOS depmeHTH (aonaurd Terunu Hasopar
rypyxura Hucbaran 3,5, 58, 6,8 Ba 11 wMapra, JTkUp caIbMOHEIIE3
kypcatkuwiapura Hucoaran 1,7, 1,9, 1,5 Ba 2,3 mapTa nporpeccus opTajiy.

INOS mnepOoKCHHUTPHUTIAP XOCHJI OYIMIIUHK CTUMYJUTaWad. TeKIIMpyBHUHT
1-, 4-, 7- Ba 10-xynnapuma yHUHT MUKIOpH Mewépra Hucbaran 6,3, 9,3, 12,1 Ba
16,3 mapra roKopH Oymamd. YTKHp canbMOHeIIe3 Ba CyPYHKAIM TIeaTHTHUHT
90-kyHu kypcaTkuwiapura HucOatad sca teruuuiy pasumga 1,6, 1,6, 1,4, 1,2 Ba
3,6; 5,3, 6,9, 9,3 mapTa IOKOpUJIUTH Ky3aTHJIAIH.

«CanbpmMoHe1e3 HH(peKIusl, CYPYHKAJIH TeNaTUT Ba yjap OHPrajukaa
KeuraHja oOImMKO30H Ba HMYaK MIWIJIMK KaBaTHAA XoJeCTEPHH Ba
dochoaunuaiap MUKIOPUHUHT V3rapuiim» 1e0 HOMJIaHraH OemmHuM 00072
MUKCT-TIaTOJIOTHSa OIIKO30H IWUIHK KaBaTuaa (ochoMIUIiIap MUKIOPHHH
Vpranuin ynap MUKIOPUHUHT Ha30paT TypyXura HucOaTaH AWHAMUK DaBHUIIIA
KaMaWWIIUHYA KypcaTau. AWHUKCA, TEKIIUPYBHUHT OXUPru myaaaruaa 1-, 4-, 7- Ba
10-kynnapna men€pra HucOatan ynap terunuid pasuiiga 10,1, 18,5, 43,4 Ba
41,1 % kamaiirad. |-KyHIH TEKIIMPYB HATWXKalIapu YTKUP CAJIbMOHEIIE3 Iy
MyAIaTUard KypcaTtkuwiapiad (apkjiaHMaad, aMMO KEWHHTH MyJjaTiapiarud
KypcaTknygaH Teruuuim pasumnaa 6,7, 23 Ba 20,4 % nacTiMru aHUKJIAH]IH.
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CypyHKanu renaTUT pPUBOXIAHUIIMHUHT 90-KyHM OuiaH Kuécnaml UIIyHU
KYpcaTauKu, MHUKCT-TIATOJIOTUSIHUHT 1-Ba 4-kyHnapuaa dochonunua MHUKIOPU
MOHOMH(eEKIUIra HucobaTan Terunuin pasuimiga 41,6 Ba 28,3 % kym, KeWUHYAIUK
sca 10,8 Ba 5,8 % ra macaiiras.

XoJecTepuH MHKAOPH MHUKCT-MIATOJIOTUsAa MebEpPra HHUcOaTaH TETUILIU
paBumga 11,8, 19,4, 39,2 Ba 35,4 % ra kyn. CypyHkanu renaTUTHUHT 90-KyHH
OWIaH TaKKOC/Ialll WIYHW KYpPCaTAMKH, |-KyHHMJIa YHUHT MHUKIOPH XaKKOHUUN
paBumiga 12 % ra xamaiiau, 7- Ba 10-kyHnapmaa sca 9,6 Ba 6,6 % ra xynaiiam.

MukcTt-mmaronorusga dhochonumnaza A, HaouTUry TETHIILTNA HA30paT TypyXura
HucbOaran 23,1, 20,5, 69,2 Ba 56,4 % Ba cambMoOHeIUIE3 KypCcaTKUWIapura HucOaTaH
Oup 03 1oKOopHU OYIIIH.

Xonectepun Ba ¢ochomunuaiap HUCOATUHUHT KOI(PPUIMEHTH TETUIILIN
Hazopar rypyxura HucOatas 24,1, 48,3, 33,3 Ba 26,9 % rokopu. by kypcarkudnap
MUKCT-TIATOJIOTUSl  PUBOXJIAHMIIMHUHT 4-, 7- Ba 10-xkyHmapuga YTKUp
canbMmoHeiesra HucOaran 13,1, 33,3 Ba 26,9 % I1OKOpWIMIUHM KypcaTaju.
CypyHKaiy renaTUT puBOXKIAHUIIMHUHT 90-KyHH OWiIaH TakKocjiall yHUHT |- Ba
4- xynnapna Terunuin pasuiga 38 Ba 25,9 % macaiiummu, 7- Ba 10-kyHnapnaa
24,1 Ba 13,8 % xynaitumm aéd OViu.

VTKHp cansMOHeNe3a OMKO30H IMITHK KaBaTHaa GocdoIumuaIap MUK-
JOPUHM TEKIIHPHIL HATHKajJapy HIYHU KYPCAaTAUKH, YIAPHUHT MUKJIOPU HA30patr
rypyxura HucOaTaH TETHIUIM paBHIIJa JWHAMUK mnacasau: 1-, 4-, /- Ba
10-xynmapga y Mebépra Hucbaran 8,5, 12,7, 26,5 Ba 24,9 % (P<0,001) kam.
dochonunuiap MUKIOPUHUHT OyHAAM KaMalMIIMHM TEKIIMPYBHUHT Oapua
myanatiaapuaa gocdonunaza A HHUHT, allHUKCA, MHPEKLUUS PUBOXKIAHUILIMHUHT
/- Ba 10-kynnapuna Hazopar rypyxura HucOaran 1,5 Ba 1,3 wmapora0a,
(aommanuiym OuIaH TYIIYHTHPUIIT MyMKHH.

AKCHUHYA, XOJIECTEpUH MUKIOpU TEKIIMPYBHUHI Oapya Myjajaatiapuia
Mebépra HucOaTaH Terunuii pasumiga 9,2, 14,7, 37 Ba 33,2 % tokopu 0Yiam.

®dochonmunumap Ba XOJECTEPUH MHUKIOPUHUHI  OyHAall Kapama-Kapuiu
y3rapuiiy HaTWXKacuaa yIapHUHT HUCOATH MHTAKT XailBoHJapra HucOaTaH
terunud papumiga 20,6, 31, 86,2 Ba 79,3 % ra rokopu.

CypyHKaau TeTUOTPUHIINA TeNaTUTAa OMIKO30H IMJUIMK KaBaTUHU TEKIITUPUII
dochonaunuamap MUKJOPUHUHT HA30paT Typyxura HuUcOaTaH TYJIKMUHCHUMOH Iac-
allMIIMHYU. TErUIIM Ha30paT rypyxura HucOartaH keckud 24,9 Ba 36 % kamaiiui
tekmupyB Oommaa (60- Ba 90-xynmap), 120-kynma - Mewn€puii gapakara
akuniammm. byHna  @ocdonunaza A, (¢daomaHMIIM  AHUKJIAHIMA: Ha30pat
rypyxura Hucoaran 1,8-1,5 mapra.

XoJecTeprH MHUKIOpU Hazopar rypyxura HucOatan 16,1 Ba 27 % (60- Ba
90-kynnapnaa) rokopu. Pochonunumiap Ba XOJECTSPUH MHUKIOPH Y3TapHIIH
HaTWXa-CUJa YJIapHUHT HHUcOatu ¥y3rapau: xoi/¢gu kodddurmmentu 60-, 90- Ba
120-xynnap Terunuy Ha3opat rypyxura HucOatas 1,5, 2 Ba 1,3 mapra okopu.

MukcT-naTonorusl MyYak IMIWUIMK KaBaTHAAa XoJiecTepuH Ba (ochomunua
MUKJIOPUHUHT y3rapumu OwiaH keuau. Docdomumnung wmukmopu 4-, 7- Ba
10-kyHnapaa TeruuuiM Hazopar rypyxura nucbaran 1,7, 1,9 Ba 2,5 mapora0a;
VTKUp canbMOHeEIUIe3 KypcaTkuwiapura Hucbaran — 20,8, 21,7 Ba 41,7 %
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kamaiirad. CypyHKaJad TelmaTuT HaTwxkamapu OwmnaH takkocnamr (90-kyH) mryHH
KYpcaTAuK{, MHUKCT-MATOJOTUSHUHT 1-kyHuga dochomunumaniap MUKIOPU
Mewépaan 1,8 mapra kyn, 10-kyHuna sca 'y 28,2 % ra kamairas.

MUKCT-NIATONOT UM XallBOHJIap HYard MIWIIMK KaBaTHIa XOJECTepUH
MUK0pH 4-, 7- Ba 10-KyHnapaa Teruium Ha3opaT TypyXuJaH XaKKOHUN Japakaaa
11,5, 29,6 Ba 33,4 % rokopu. S}TKI/Ip caJlbMOHeEJIe3ra HucOaTaH y MHKCT-
natoiorussHuHT 10-kyHuaa 11,6 % ra kymaiiras, CypyHKaiau renaTUTHUHT 90-KyHU
(1- Ba 4-xynmap) Owmnan sca — y 21,1 Ba 14,1 % kam, 10-kyHuma sca — Oup 03
KYTIalTaH.

®dochonumnaza A, ¢aomranumm 4-, 7- Ba 10-xkyHiIapga Terunuim Hazopat
rypyxura Hucbaran 1,9, 3,4 Ba 4,6 MapTa I0KOpH OYIIH. YTKHp CallbMOHEIIIe3ra
HucOaran oprumm 35,4 Ba 107 % (7- Ba 10-xyH.)HW Tamkwn 3tau. Mukcr-
natosiorusiaa ¢pocdonmmaza A, dhaommru 1- Ba 4- kyanapuaa 2,3 Ba 1,8 maporabda
kaMm, 10-xkyHMAa 5ca TETUOTPUHIU TenaTuT Kypcarkuuuaan 28 % 1okopuiauru
AHUKJIAH]H.

MukcTt-nnaronorusinuuar 4-, 7- Ba 10-xyHiapuga xosectepun/dochonumnua
HUcOaTUHUHT ko3¢ durmentu 1,8, 2,5 Ba 3,2 MapTa TErHIIUIM Ha30paT TypyxXuaaH
IOKOPUJTUTH KYy3aTHIIJIH.

CanpMoHerie3 uHpEKIMsIAa HWYaK [MWUIMK KaBaTuaa (ocdomunumiap
MUKJIOPHY TEKIIUPYBHUHT Oapua MyJjaTiiapuja Ha30paT rypyxu KypcaTKuujaapura
HUcOaTaH XaKKoHUH paBumiaa 6,5, 24,9, 34,9 Ba 32 % mact Oynranu KypuHIH.

XomectepuHn MUKIOpuHUHT 4-, 7- Ba 10-kyHnmapna HazopaT Typyxura
HucOatan 4,9, 22,5 Ba 19,5 % ra nuHaMuK KyTIalinuIg aHUKJIAHIH.

®ochomumaza ApHuHT daomwranumu /- Ba 10-kyHmapga y MebEpwHii
Kypcatkuunapra aucOatad 1,8 Ba 1,7 mapra KyTumMru Kaia KUJIAHIH.

docdonunuiap Ba X0JIECTEPUH MUKIOPUHUHI Kapama-Kapiid HyHaaumiia
y3rapumid  XoJ/(py  HUCOATHMHM  Y3rapTUpAU, SbHU TEKIIMPYBHUHT Oapua
MyAJaTiiapy/ia y TeTHIILIM Ha3opar rypyxura Hucoaran 7,6, 42,1, 82,7 Ba 72,6 %
IOKOPH OVIIUIIN Ky3aTHIIIH.

CypyHKanu TeNHMOTPUHJIM TeNaTUT XaM NIWUIMK KaBaTla XOJIECTEpUH Ba
dbochonunuamap MUKIOPUHU y3rapTupagau. Y HUHT puBoxianumuauHar 60-, 90- Ba
120-kynnapuna dochonunua MUKIOPH TETHUIIUIM Ha3opaT Typyxura HUcOaTaH
25,8, 42,8 Ba 31,7 % xam. AWHHN 11y MyagaTiapia XOJIECTEPUH MHUKIOPUHUHT
oprumm 1,2 - 1,3 mapra kaiig kunusau. IlyHUHrIek, CcypyHKald TenaTut
puBOJaHUIIMHUAT 60- Ba 90-kyHmapuna docdonumnaza A, 2,9 Ba 3,6 mapta
daomwmamau. Xoi/pa koadduimentn HazopaT rypyxura Hucbaran 1,7 — 2,3
MapoTada FOKOPUIIUTH Ky3aTHIIIH.

CypyHkanau renatur OWIaH OMPrajMkIa PHUBOXKIAHIAH CAJIbLMOHeEJIE3
HHpeKnusicHIa OIKO030H Ba WYAK IIMIJIMK KaBaTH XUMOMA-TYCHK KypcaT-
KMWIAPUHUHT Y3rapumu. MuUKCT-MaTtonorusjga OIMKO30H NIWUIMK KaBaTHIa
reKco3amMuHiIap Mukaopu 4-, 7- Ba 10-kyHmapjga XakKOHHM paBHINIa Ha30pat
rypyxura Hucbatan 27,6, 36 Ba 45,9 % kamaiiran. YTKup caabMOHeIIE3ra HHC-
Oaran Oy KypcaTkuuiap CTaTHCTUK (apKka sra OyiaMaau, JIEKHH CypyHKaIH
rematutra (90-xyH) Hucoaran 17,7, 19,8 Ba 32,3 % rokopw.
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['exco3anap MUKIOpY TEKIMUPYBHUHT Oapya MyaaTiiapuaa TETUIILTN Ha30paT
rypyxura Huc6aran 10, 17,3, 20 Ba 32,3 % kam. ?TKHp caJIbMOHeJIe3ra HucoaTan
rekcozaigap Mukmopu (akar 10-xkyHmaa dapkiaHad, sSbHH MebEpra HucOaTaH
15,4 % mnact. JlekuH y CcypyHKalu remaTuT KypcaTkuwiapura HucOaran 1-, 4-,
7-kyHyapuja terunui pasuiiga 51,1, 38,9 ra 34,3 % rokopu.

TexmmpyBHUHT Oapua MyajaTiapuaa cUajl KHCJIOTajlap MUKIOPU TETHIILIU
paBuIia HazopaT rypyxura Hucbaran 1,3, 1,9, 51 Ba 3,9 mapra, YTkup
CalbMOHEIIJIE3 KypcaTKkuuiapura Hucbaran sca 1,2, 1,3, 2,1 Ba 1,6 mapra roxopu
oymam.

MukcT-maronorusga Gpyko3a MUKIOPY HA30paT Typyxura HucOataH ¢akart
10-xynma 58,7 % ra xakkoHWI mapaxkaga opTrad. YHUHT 1-, 4- Ba 10- xyHmapaa
VTKHUp cambMOHeuTe3ra HucOaran kymaumm 19,5, 27,2 Ba 52,5 % Hum Tamkwun
stau. 1- Ba 4-KyHmapja CypyHKadd TeMaTUT PUBOXKIAHUIIMHUHT 90-KyHHTA
HucOaran xakkoHui pasuiaa 20,1 a 13,9 % kamauru aHUKJIaHIH.

CypyHkanu renaTtut ¢GoHUIA caTbMOHEIe3 HHOEKIIUSI PUBOXKIAHTaAHa HYaK
MIWUIMK KaBaTH XUMOS-TYCHUK XOJIATHHH VpPTraHWII T'eKCO3aMHUH Ba TEKco3aliap
MUKJIOPUHHMHT MehEpra HucOATaH XAaKKOHHMH paBHUIIAa TEKIIMPYBHUHT Oapua
myaaatTiapuaa terunvimya 1,2 Ba 1,13; 1,9 Ba 1,27; 3,6 Ba 1,7; 7,8 Ba 2,3 mapra
nacalraHjuruHu Kypcataud. HaTwkanap YTKUp cajabpMoHeNIe3ra HucOaTaH sHaja
KYTIpoK macaiiau, seHu 4-, 7-, 10-xymnmapma - 1,5 Ba 1,1; 1,4 Ba 1,2; 3,2 Ba
1,7 mapra.

Cuan xucnoTa Ba pyko3anap MUKAOPH TEKIIUPYBHUHI Oapya MyaaTiapuia
Hazopar rypyxura HucOatad Xakkonuil pasumiga 20,3 Ba 26; 41,1 Ba 58,3; 102,4
Ba 192,7; 94,6 Ba 232,3 % ra xynaiiran. SU’TKI/Ip callbMOHEIIe3 OwmlaH
TaKKOCJaraHja cuaj KucjoTanap KYypcaTKWuu SKCHEpPUMEHTHUHT (akat 4-KyHuja
19,8 % kym GynraH, ¢pyko3a MHUKIOPH 3Ca TEKIIUPYBHUHT Oapya MyanaTiapuaa
17,5, 20,6, 30,1 Ba 30,2 % ra xyn OynraHu aHUKJIaHTaH.

HuccepranussHUHT «CYpPyHKAJIH TeJIMOTPUMHIIM TrenaTuT (POHUAA CAJIbMO-
HeJs1e3 MH(eKUHsT PUBOXKJIAHMII THHAMHUKACHIA aloNTo3 KypcaTKUYJIapH-
HUHI y3rapuimm» 1e0 HOMJIAHTaH OJTHHYM O0Ouja CypyHKaJIW TeIUOTPUHIH
renatuT (poHMIA calbMOHEIIe3 MH(MEKIMS PUBOKIIAHTAHJa YpraHWJIraH Kypcar-
KHYJIapHUHT (akaT caibMoHe/uie3 HWHQEKIUsS EKM CypyHKald TeIUOTPUHIIN
renaTUTId XalBOHJApra HUcOATaH IOKOPU Japaxkaaa Kymauumm Ky3aTuiagu. |-,
4- Ba 7-xynnapaa UJI-1b, UJI-2, NJI-6 MUKIOpU MHTAKT XalBOHJIAp KYpCaTKUYKUTra
HucOaraH Terunuiy pasumaa 2,3, 2,7 Ba 3,2; 2,5, 3 Ba 3,3; 2,1, 2,6 Ba 2,5 mapra
OpTIW. YJApHUHT 3HT IOKOPH J1apa)kaja KyMaluiu 3KCIepUMEHTHUHT 10-KyHHa
4,5, 4,3 Ba 3,6 MmapTa OyiraHu KauJ KWJIMHIH.

MukcT-naTonorusija  MHTEPIEUKUH  KYpCATKUWIApU  MOHONATOJIOTUATA
HucOaTaH TEKIIMPYBHUHT Oapya MyJaaTiiapuja I0OKOpU: YTKUP CadbMOHEIIE3/1aH -
1,6-3,6 (MJI-1b) mapra, 1,6-2,5 (MJI-2), 1,6-2,9 (M11JI-6) mapra; renarutaan (90-
kyHna) - 1,15-2,3 (1JI-1b) mapra, 1,2-2 (1J1-2) mapta. UJI-6 muxnopu 1-, 4-, 7- Ba
10-kynnapaa myaaatiapra moc pasuiiga 33,6, 51,2 Ba 89,8 % kynaiiau.

MUKCT-IaTONOTUSHUHT Oapya MyJjaTiapuia MebEpra HucOaTaH MUTOXPOM
C muxnopu 152,5, 201,3, 232,5 Ba 283,8 % ra sHama kynpox optaau. CypyHKamu
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renaTuT KypcaTkuaiaapu Omiad Takkocmaranga (90-xkyH) nuroxpom C Mukmopwu-
HUHT IIYHJAW FOKOPHU Japa)kaja Kynauuiyu aHUKJIaHIH.

CypyHKay reJMOTPUHIIM renatuT (GoHuIa pUBOXKIAHTaH YTKUP CaJIbMOHEI-
Je3/1a KOH 3apaoouaa pS3 MuUKgopu Mebépra HucOataH Terunumd pasuimaa 34,1,
43,5, 59,3 Ba 67,8 % ra nporpeccuB KaMasiJiu.

bus TaxpuOanap-TeKIupyBiIap IaBoMua MUKCT-T1aTOJIOT U
pUBOXJIAHUIIMHUAT 1-, 4-, 7- Ba 10-xkynnapuma Bcl-2 MUKIOpUHMHT HHTaKT
rypyxra Hucbaras 5,5, 6,5, 7,3 Ba 8,5 mapra; canemonesuie3ra nucbaran 1,7, 1,6,
1,4 Ba 1,4 mapra; rematutra HucOartan 1,2, 1,4, 1,6 Ba 1,8 mapra opTumuHU
AHUKJIAK.

CypyHKan# TeTUOTPUHIIN TeraTuT (HOHUIA PUBOXKIAHTAH YTKUP CATHMOHEI-
ne3 madekuMsIM XaiBormapna YHO-o MHKIOPMHM TEKIIHPHII HATHKaTapu
VHUHT MIIOHWIN Japakajla KYNalWIIMHU KypcaTAW. ODKCHEpUMEHTHHHI 1-, 4-,
7- Ba 10-xyHIapuga YHUHT MUKJIOPH TETUIIIM MHTAKT rypyxura HucOataH 4,5,
5,2, 5,7 Ba 6,2 mapra kyn OymummHu Kypcatud Oepau. by kypcatkuunap
caJbMOHEJIC3IM  XaWBowiapjga 3,2, 2,3, 3,2 Ba 2,3 Mapra, TIenaTutiv
kamamynuiapaa 1,9 Ba 2 mapra kyn (7- Ba 10-kyHIapaa 3HI FOKOPU KYTIaWHII)
MUKJIOp/1a OYJIUIIIUHUA HAMOEH JT]IH.

OnuHran HaTwxamap YTKUp caibMOHEIIe3 MH(MEKIUSICH Ba YHUHT CypyHKaIu
renaTUT OujaH OMprajvkKia KEYHWIIHWJa anoNTO3HUHT MYyXUM YPUH TYTHIIHJIAH
nanonatr Oepau. CanbMmoHeie3 UMH(EKUMs  anonTO3HH — MHAYLUUPIANIH,
p53 oxcumn, YHO-o, Bcl-2 muxmopn mporpeccus opramy; HaTikama JHK
KapoxaTJIaHWIIMTa JkaBoOaH 1UTOXpoM CHHUHT MUTOXOHAPHUSANAH YUKUIIN
Kynagnu. XyXalpaJapHUHT amnonTto3 Mynu OwinaH yauMu OakTepusuiap y4dyH
KyJai, 9yHKHA OyHIa sUUTUFIQHUIT peaKIusiiapy OomaHManu.

OnuHraH HaTWXalap acocuaa Ou3 YTKUP caabMOHEIUIe3 WH(MEKIUIIa maTo-
JIOTHK >Kapa€H PUBOKJIAHUIIM MOJEKYJISIp MEXaHW3MJIAPUHU KyWuJaruda uiniad
yukauk (1-pacm).

NHpexnmon OMUWIHMHT TabCUPU OPTaHU3M YYYH CTpecC XHCOOIaHaIH,
IIYHUHT YYyH arornTo3 Oup Heua KyHujaaru iysuiap Ouian OonuiaHaau:

1) myxum syomEnanum ongu uurtokuau WMJI-10 keckun daommanuim
HaTWXacuja WHOEKIIMOH OMHJI XEMOTAaKCHUCHH KOMIIEHCATOp KydalTtupaau. by
xKapaCHiap — JHAOTENWH  MeMmOpaHacu  YTKa3yBUaHJWTH,  IUIa3MOparus,
TpaHCCyalys Ba KEMUHYAJIMK SJKCCymalusHU omupanu. Hartwkana xyxaiipara
CYB Ba HaTpuii HOHIapy Kupui, Ca* -6ormuK GepMeHTIapHUHT GaoIIIALIHIIN Ba
SMUTEIMOLNTIAD  XyKapa  Xamaa  OpraHouyiapu  MeMOpaHaJapWHHHT
KapoxaTJIaHUIIHN, MUTOXpoM C YUKHIIM XaM/la alloNTO3HWHT MUTOXOHIpHUA Hyn
(daonnamuIm Ky3aTuiaau;

2) YTKUp calnbMOHeIe3 MH(EKIUs PUBOXKJIIAHTaHAa WH(PEKIMOH OMUJI Ba
(baoUATHHUHT MaXCyJOTIapy OKCUIJIAHUIILIA CTPECC PUBOXKJIAHUIIMHHU F03ara
kentupaau. bynunar oxmbatmma JIIIO kyuaiin6, AOT depmentinapu daommru
nacasiny, INOS  wHIyKOusUIaHamW,  FOKOPHM — PEaKIUOH  KOOWIHMATIH
MEPOKCUHUTPHUTIAP XOcwi Oymmmu oprtaau. Kucnmopon ¢daonm makiiapuHUHT
KYTIaWWII MUTOXOHIIPUSAAH IUTOXpoM C YHKHIIN Ba SHEPTOTAHKUCIIMK BYXKY/Ta
Kenumura onu0 kenmaau. Kypcatunrad skapaéHiap OITKO30H Ba WYaK IIAJUITHK
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KaBaTU TY3WIUIIH, XUMOS-TYCUK (DYHKIMSICH, MOHOOKCHUTE€HAa3a THU3UMU
(GaoTUruHM MIAaH YUMKapagyd Ba HATHXKaJa 3apapCU3NIaHTUPUIN (HYHKIHUSICHHU
O0y3anu. bynap, ¥3 naB6atuna, JIHK >xapoxaTiaHUIIMHM, pETUIMKALIUS, penapalus,
TPAHCKPUIIMSL Ba TPAHCIALMS, pPEMapaTUB MOTECHLMAN MacalUIIMHU BYXKYJra
KEJNTUPaIH.

Nudexkunon oMuJ Ba yHUHT XaéT

/ daonusaTu maxcyaoriapu
XeMoTaKcHuc \

Gaonanumm OKCHUIAaHYBYH CTpecc,
JIIIO, AOTTH3uM
l nucHaIanCu
Bupiamyun uMMYyH %aBo0, ‘l’
HUTOKMHJIAP (a0 TaHUIIH
(unTepJeiikuH 1) INOS unaykuuscu,
NEePOKCMHUTPHUT Kyl
l XO0CHJI OVJIMIIIH
Anauraanui \l,
KAaBOOMHHUHT

MemOpaHa CTPYKTYpaCHHUHT
y3rapuiiu, JHeprusi

\ CTUIIIMOBYMJIUI'HK Ba

auToxpom C YMKUIIHA

AIIONITO3 MUTOXOHAPHUAJ
HYJIMHUHT (PA0JIAHUIIN

PUBOKJIAHUIINA

1.Xy:xkaiipa CTPYKTYPACHHHUHT

y3rapuiiu.

2. Tycuk (pyHKUMACUHUHT
DHI0TOKCEMHUSA ysrapumm.
PHBOKIAHHIIHA 3.MOT nacaiiuim.

4 HykJleMH  KHCJIOTAJAPHUHT

JKapPOXaTJIAHUIIHU, PeNJIMKALMSI,
penapauusi, TPAHCKPUIILKUS Ba
TPAHCIAALUA KAPACHTAPUHUHT
nacaiuuim.

1-pacMm. CanbmoHeie3 nHQEKIUsIIa OMKO30H-UYaK YU MIMJUIMK KaBaTHIa
anonTo3 PUBOXKIAHUII MEXaHU3MU
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busnunrya, yTKUp canbMoHese3 nH(EKIHsIa TacTpoIyoeHall coxa dIuTe-
JUOLMTIIAPU aMONTO3M KYN Japaxaja MHUTOXOHJpHUANT WYTHUHT ¢aoianryBUra
OO0FIMK. XE€MOTAKCUCHUHT (aoJuialryBu, OMpiIaMyd UMMYH KaBOOHUHT PUBOKJIA-
HUIIH, [UTOKUHIIAD (PaoJIAIIUINK SUUTUFIAHUII JKaBOOWHU BYXKYJra KeITUPaJH,
yiran OakTepusiiap SHIOTOKCeMusicura oJu0 kenagu. bByHMHT okubaTtHaa
anONTO3HUHT MUTOXOHIpHAI HYu OolIaHaIu.

OmKo30H Ba MYaK MIWJUIMK KaBaTUAA TeIUOTPUHIIM T€aTUT PUBOKIIAHUIIUIA
aronTo3 MEXaHU3MH y3Ura X0C Xycycusitiapra sra (2-pacm).

bu3HMHI4a, TOKCHK OMWJHUHI Y30K MYJJaTIM TabCUPU HaTHXKacHhaa
OolulaHFUY MyJJaTiapia HUMMYH THU3UMU  (aoiamagy, KeMMHYalIuK Yy
ayrommmysnanumm, YHO-o Ba MJI-6 MUTOKMHIAPH SKCHPECCHACHHUHT OPTHIIHTA
cabab Oymanu. Yiap ab30 xaMJa TYKUMaJapHUHT TU3UMIIU KapOXATIAHUIIIH, ah30
Ba TYKMMa Xy)KallpaJapuHUHI, IIYHUHI/IEK, OLIKO30H-MYaK [IWJUIMK KaBaTu
SIUTEIUOUUTIAPUHUHT ~ MMMYHUTETra OOFJIMK  aloONTO3WHU  Ky4alTHpasu.
Hatmwxana ymap Xyxalipagaru CHHTETHMK JKapa€Hiap Ba penapaiusiHu
nacavtupanu. llwimuk kaBar meOpaHamapu TY3WIHII TapKUOUNM KUCMIIAPUHUHT
eTapid  JapaxkajJa CHUHTE3JIaHMACIWTH  yJApHUHT  TYCUK  (YHKIMSICHHH
nacauTupaad Ba KOH alIaHWII TH3UMUra TOKCUK METa0OJUTIAp TYIIUIIUHU
Ky4auTHpPaIH.

KonaBepca, mminK KaBaT XyKadpanapujga UMMYHUTETra OOFJIMK OYiraH
anonTo3 MEXaHW3MHU XyXkalpa MemOpaHajmapu TY3WIMIIMHU Oy3yBUM HPKHH-
panukain kapaéniap ounan Qaosama 6opaau. by MUTOXOHApHAT BAa MUKPOCOMAT
OKCUJUIAHMILIJIAPHHU, DHEPrusi TAHKUCIUTHM Ba KCEHOOMOTUKIAPHUHI  OHO-
TpaHchopMalus xapaCHIapuHu nacatupagu. Hatwxkana mMmuMK KaBaT TYCUK
(YHKUMSACH MACAUMILIMHU BYXKY/Ira KeJIIu.

yHu €ana TyTHUII 3apypKH, JKATAp CYpPYHKaJIM 3apapiiaHraHja acTa-CeKUH
UMMYH TaHKHUCIMK XojaTu Oonutanaau, ¢uobpobiactiap YCUIT OMIJIMHUHT
daonnmamuimmm Ky3aTWIaad, €TUIMAaraH KOJUJIareH IIaKJIaHaAu, OWPUKTUPYBYH
TYKUMaHUHT AuQepeHrpiaiMaral JUCIUIa3usICch Ba SHAOTEINN AucPyHKIUICH
puBOXIIaHaaU. Arap OyHgall MmIapoWTaa KUTapja M[HUPPOTUK KapagHiap
IaKJIJlaHCa, OIIKO30H Ba HWYaK MIMJUIMK KaBaTH TYKMMallapura, MaxXaJuIui
reMOJUHAMUKAHUHT OYy3WJIMIIN HATHXKacuja, 03yKa MOJajap Ba KUCIOPOJHUHT
KUPUIIK KaMasiii, Tpojudeparus XaMmjia permapaTtuB pereHepanus xapa¢Hiapu
cekunnamaan. Hatmxana tycuk pynkuusicu nacasau. Lwinuk kaBataa aiinanma
y3rapuiiiap ByKyara KeJnaau, yiap aonTHK )Kapa€HIapHu siHaa Te3IallTHPAIH.

Arap OupuHYM XojaTaa WHPEKIMOH OMWIHU OapTapad >THII JIo3uM OVIica,
Oy xoJlaTJa CHUHTETHK >KapacHJIapHU Ky4yaWTHUPYBUH, OIIKO30H Ba MYaK IMIUJUIKK
KaBaTH MEBEPUM XOJMAaTMHU TAbMHUHJIOBYM JIOPH BOCUTAIAPUHU TaBCHUS STHUII
MaKoyI.

Kynunua, nHpexnmonucTIap nuapes Kacauluryd OujiaH Oupranukia KeiayBun
KUTAp KacaJTUKIIApUTa KUINK 2bTHOOp Oepmaiimunap. Aciuma Oy xoJatiap
caJIbMOHeNIe3 HWHQPEKUUSHUHT KEUWIINra Ba KaCaUIMKIAH KEeHHH IIHIIIHK
KABaTHUHT TUKJIAHUILNTA TABCUP ITA/IH.
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Toxcuk oMmua

v

HNMmyH TH3UM (aosiamumm

|

2

AyTOaHTHTeEJIAJIAP
TabCUPHU/IA
TU3UMJIA
KAPOXATIAHM LI

®HO-0, 1JI-6 Ba

Ooomkagap gaoanmumm
OWJIaH ayTOMMMYHJIAHUIII

>

Xy:xauMpajaapaa
CHHTETHK Ba
penaparus
JKapa¢HJIapHUHT
nacammmu

HIK cTpykTyp
KOMIIOHEHTJJIapH
HHHI' KaM
CHUHTE3JIaHUIIIN

v

OUT, HIK ummyH-
OOFJIAHTAH ATIONTO3
MeXaHU3MHU

CTpyKTypaiu uMMYyH
TOKCUKJINK
XOJIATUHHHT

IAKJIJIAHW A

L

v

JP kapaéniapHUHT
daosrammmmn

DYO-p
paosrammmu

v

v

MemOpana
TY3UWJIMAJTAPUHUHT
CEeKHUH NMap4aJIaHuIIN

ETnaMaran xKosjiaren
IMAKLJIAHUITAHAHT
paosrammmm

v

|

JHeprus
eTUIIMOBYMJIMIH Ba
papmako-meTadoIUK
GyHKUMSHUHT

y

bupukTUpyBYH
TYKUMAHUHT
nugdepeHump-
JIAHMAIr'aH
AUCILIIA3UACH,
JHAOTEJUI
AMCPYHKIUACHHUHT
PUBOKIAHUIIH

HInnank KaBat TYCUK
(pyHKUMSACHHUHT
nacanmumm

2-pacM. JKUTrapHUHT TeTUOTPUHIIN 3apapiaHUIIUIa ONTKO30H-NYaK ITUJUIAK
KaBaTU/a aroITo3 PUBOKIAHUIIMHUHT MEXaHU3MU
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bu3 yTkasraH TekmmpyBiap renaToOWUIHAp MAaTOJOTHUSHUHT CAbMOHEIIE3
KEUMIITUTa TAbCUPUHU Kypcatau (3-pacm).

CypyHKanu renaTuT JaBpuaa CYpyHKaJId UMMYH TaHKUCJIMK PUBOXIJIAHTaH/a
MH(EKITMOH OMUJI OLIKO30H-WYaK WYJIH IIWUIMK KaBaTUHU Oy3a]Iu.

Toxkcuk oMHuJI

|

NMMyH TaHKHC X0J1aT

!

ANONTO3HUHI UMYHHUTETTa
0OF/JINK MEeXaHU3MHU

v

Nudexknusira oOupraMm4un
JKABOOHHMHT MacCaUIIN

|

uToxkuHIap
TH3UMHU/IA

|

Nudexunon omu

v

ANONTO3ZHUHT
MUTOXOHIPHAJ UYJIN

IlepokcHHUTPUT Ba

DUMICTHOWNEIAP | | sucvopon axrus
y PaauKAJIADUHUHT
Te3JIafI/II[II«I KYI X0CHJI OyIruu

AxyHiaanMaraH (parouquTO3HUHT

INARJVIAaHHUIITHA

v

Cypynkanau nndexuus Ba
TalTyBYNWJINK

v

buomemoOpanajiap cTpykryp
TAPKUOUI KUCMJIAPUHUHT
Oy3MJIH M

{

MOT nacayidinm Ba
JHEePIrusi TAHKUCJIUTH

!

CuHTeTHK
(pyHKIUATAPHUHT
nacauiu

IHIOTOKCHUKO3

3-pacM. MUKCT-TIaTOJIOTHS 1A OITKO30H-UYAK YN MIWUIMK KaBaTH A allomnTo3
PUBOKJIAHUIII MEXAHU3MH.

buznunarya, Oy, OWpPUHYUIAH, OIIKO30H-MYAK WYIM SIUTEIUOLUTIAPUIA
anoNTO3HUHI MMMYHHUTETra OOFJIMK MEXaHM3MHU MAaBXYHJIUrura OOfiuK OYiuo,
uHpexumsra HUcOaTaH CycT xaBoOHU kypcaraau. Illy Ounan Oupra, OM3HHHT
UTOKUHJIAp TU3UMHUAA KECKUH UCOATaHCHU Ky3aTTaHMMU3/A Yy TyrajajlaHMaraH
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(daronuTo3 MIAKIUIAHWIIUHU BYXYyAra KEITHPHUINW, HaTWKaga WHOEKIUSHUHT
CYpYHKaJIU KEUUIIHN €KY TAIWIMIIUHU Nai0 KNI aHUKJIAHH.

WNkxkuHuugaH, OKopuaa Kaij KWJIMHTaHWIEK, WHQPEKIHOH OMUJ aroITo3
MUTOXOHApPUAI UYIMHU TE3NATUPAIM, Y UMMYHUTETra OOFIIUK OYJraH arnonTo3

MEXaHU3MM OwilaH Oupranukia HHAOTEIHOLMTIAP Te3NallraH YIUMUHU
uHay-nmpiaiau. by INOS rumepcekpenusici Ba NEpOKCHHUTPHUT, KUCIOPOIHUHT
Oomka (aos MaKIJIAPUHUHT KYyN HWNUIa0d YUKAPUIMINM OuiaH OOFJUK. Yiap
MeMOpaHa TY3WIHII TAapKUOWN KUCMIIADUHHUHT Oy3WJIMINM, HAaTHXaJa KECKUH
HHEPrusl €TUIIMOBUMWINTH Ba JETOKCUKALUA >KapaCHIApUHHUHT MacaluImra oo
KeTau.

By WMKKM OMuN >MHUTETUMOLMTIApJArd CHHTETUK jKapaéHiap, permapaius Ba
pereHepanus >kapa€Hiapd XamJa TYCUK (DyHKIUSCMHU Tnacaitupaau. Muaknan
TOKCHHJIAP KYT CYPUIHIIIMHA OMIUPHO, SHIOTOKCHKO3HA PUBOXIIAHTHPATU. Y HUHT
MaBXXY/JTATH SMUTEIUOLUUTIAP YIIUM TE3JIMTUHU SHAJla OIIMpaay XaMJa aijaHMa
y3rapuiliapHi BY>KyAra KeJITUPaIu.

Tabkupmam 3apypkd, UWKKajga TMaToJOrMsg OWpra KedraH IIapouTia
MeMOpaHaHu OapKapopJalITUPYBYU JaBojiail EpaamMuia WHGEKIHOH OMUIHU
Oaprapad oTum Makcajara MyBopuK. by, OupuHumMmaH, uHPeKUUsIra Kapiiu
JABOJIAIIHAHT TOKCHUK TabCUPUHM Oaprapad STUIITa, UKKUHYMJIAH, OIIKO30H Ba
WYaK WIWUIMK KaBaTH  Xy)Kailpamapy amonTO3WHHA OJIUHU  ONUII  €KHU
KaMalTUPHIITa HIMKOH Oepaju.

XVYJIO0CA

«CanpmMoHemIe3 WH(PEKIUACH Ba CypyHKQJIM TEMaTUTAA ONIKO30H Ba WYaK
MIWUTAK =~ KaBaTHHUHT XUMOS-TYCHK (YHKIHMSICHAA aronTo3 OMWIIJIApUHHUHT
axaMUATH» MaB3yCHUIArd JTOKTOPJIHMK JUCCEpTalusich Oyiuda onmbd OopuiraH
TaIKUKOTIap HaTHXKacKa KyHHuaaru Xyjocajaap TaKJIuM STHIIIH:

1. Monomnaronorust (YTKAp calbMOHEIe3 €KH TEeIHOTPUHIIM TEmaTHuT)ra
HUCOAaTaH CypyHKaJIM >KATap 3apapiaHuiiy (GoHUJA YTKUP CaIbMOHEIUIC3HUHT
PUBOXKJIAHUILIA KOH, OIIKO30H Ba, allHMKCa, MYaK MIWJUIMK KaBaTiaapuaa JIITO-
AOT, MOT, a30T oKCcuau THU3UMH, UMMYHHUTET, IIWUIMK KAaBAaT TY3WJIUIIWA SHT
PUBOXKIIAHTAH Y3rapuIlUIapHUA BYXKYATa KEITHPAIH.

2. Azot OKCHUIH TH3UMH MHKCT-IIaTOJIOTUSTHUHT PUBOKITAHUIITH
JUHAMUKACHIa TU3UMJIIM Ba JIOKAN Japakaja y3rapaad, SbHU dHAOTEIHal CHHTa3a
daoyury macasii, WHIYIMUOWSI CHHTa3a WHIYKIWSJIAHATU, TTEPOKCUHUTPHUTIIAP,
alHUKCA, MYaK IWUIMK KaBaTUAa KYIPOK TYTUIAHAIH.

3. MUKCT-TIaTOJIOTHSITA ~ KajaMylijap TacTpPOAYOACHATI CoXa  IIAJUIHK
KaBaTHJa DPKWH paauKai kapaHliap >KaJajulalllyBd MOHOOKCHTEHAa3a TH3UMH
dbepMeHTIIapy MUKIOPH Ba (HAOJITUTHHY ITaCAUTUPATH.

4. Kurap cypyHKanu pUBOXJIAHUIIN (POHUIA CalbMOHEIUIE3 MH(PEKIUSHIUHT
PUBOMUIAHMINN TaCTPOAYOJCHAT COXa NIMUIMK KaBaTH TapKUOWN KUCMIIAPUHUHT
y3rapumm Ouinan TaBcupiaHaau Ba y (ocdonumnaza A, daomramysu, ¢ocdo-
JUTIUIAD MUKIOPUHUHT TMAaCAWWINM, XOJECTEPUH TYIUIAHWINA XaMJla YTIEBOJ
TapKUOU KUCMIITAPHUHT qucOanancu OusaH udoaanaHau.
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5. Mukct-natonorusiaa MI-1b, MJI-2, NJI-6 rokopu napaxkaga 3KCIpPECCHsICH,
VHO-0. MEKIOPHHHHT KECKHH OPTHINM - UMMYH IMCQYHKIMSHUHT TIacTPOIyO-
JIEHAT COXa XMMOSI XYCYCHATIApH KacalIMK Ba YHUHI HaTHXKalapura MyXUM
KapOoXaTJIIOBUM TabCUPUJIAH JanoiaT Oepaau.

6. MUKCT-TaTOJOTUSIIM XalBOHIAp KOH 3ap100uaa po3 MUKIOPH IIPOTPECCUB
nacasau Ba Bcl-2 nmapaxacu (10-xynuma 67,8 % Ba 8,5 mapra Moc paBuINa)
nporpeccuB optaau. [Ipo- XamJa aHTHANONTHUK OKCUJUIAPHUHT Y3rapuilnu
MUTOXOHJIPHUSIAAaH HUTOXpoM CHHMHI YUKUIIM Ba YHHUHT TaxpuOaHuHr 10-um
KyHU1a XaKKOHUN paBHIIga MUKIOpUHUHT 182,7 % KoH 3apaoOuaa Kymaiumimra
onu6 kemaau. Anbatra, Oy Y3rapulUIapHUHT PUBOXKIIAHUII Japa)kacu TEKIIHPYB
MyJaTUra OOFIUKIND.

7. VIkup cambMoHemIesmM MH(EKIHMAIA TacTPOAyOACHAT COXa SIHTENHO-
MUTJIApUIa KeUaJuraH anonro3 KapaéHu MUTOXOHIpUAT HYTHUHT (aoIalIuIIuTa
KYT gapaxkajga OOFIUK. AWHU MalTaa TeIMOTPUH Y30K JIaBp TahCUP ITTaHa >KUrap
3apaplIaHNIIE OWIaH OMp BaKTAa ayTOMMMYH JkapaéHiap puBoxiaaay, YHO-a
Ba MJI-6 mUTOKMHIApHU IOKOPU Japaxkaja dKCIpeccusuiaHaau. byHUHr okubaTtua
UMMYHUTETra OOFJIMK ab30 Ba XyKalpaJapHUHI aloONTO3U  TE3JIAlIa/IH.
KurapHuHr cypyHKalud 3apapiaHuiid (oHUJA IMWUIMK KaBaTra HHQEKIIMOH
OMWJIHUHT TabCUPU  UKKHU XU Uyn OwiaH: TracTpodyoJeHall  coXa
AIUTEIMOUMTIAPUHUHT UMMYHUTETIa OOFJIMK Ba MUTOXOHJpHAN MEXaHU3MIapu
TabCcUpU OWJIaH OOFITHUK,.
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BBEJEHMUE (anHoTaIHUsI AOKTOPCKOii TMCCEPTALIHN)

AKTYaJIbHOCTh W BOCTPe0OOBAaHHOCTH TeMbl auUccepTanMu. Bcemupnas
Opranmzanust 3apaBooxpanenus (BO3) koHcTatupyer, 4To B MHUPE €KErOJIHO
6oneror octpeiMu kuiieyHbIMU UHpekusamMu (OKW) Gonee 1 mupa. yenosek, u3
KOTOpbiX 65-70% coctaBnstor aetu g0 S5 naer. Pag OKUM compoBoxpaercs
3HAUUTETBHBIM YHCIIOM OCJOKHEHUN, YXYIIIAIONIMX TPOrHo3 3a00JIeBaHUA.
Cpenn OKU OakrepuanabHOW 3THOJOTMM OAHO M3 BEAYIIMX MECT 3aHUMAIOT
CaJIbMOHEIIJIE3bI.

VY30eKkucTaH OTHOCUTCS K pEruoHaM, TA€ IIHPOKO PaACIPOCTPAHEHBI
XPOHUYECKHAE TEeHaTUThl M OCTphble KuimieuHble nHpeknuu. [lo manuem IlenTpa
['ocyaapcTBEHHOTO  CaHUTapHO-3MUAEMHUOJIOTHYECKOr0 Haazopa PecnyOnuku
gactorta ciryqaeB OKU wa 100 Teic. Hacenenus B 2010 - 2014 rr. coctaBmia 111,6
— 122, caneMoHesie3Ho uHpekmu - 2,2 — 4,6, a yacToTa BUPYCHOTO TEMaTUTA
A -98,3-1359.

Ha ceromssammuii neHb, HECMOTPSI HA TPHUBEICHHBIC PE3YJIbTAThI PAOOT IO
MHOTOYPOBHEBOM JI€30praHu3allieii MMMYHHOM CHCTEMbI TpU HMH(DEKIIMOHHOM
npoliecce, OAHUM U3 (yHAAMEHTAIbHBIX MEXAHW3MOB IOJJIEp’KaHUs TOMeocTasa U
PEryJIUpOBaHUS  JCSITEIBLHOCTH KJIETOK SBJISAETCS TEHETUYECKH O0OyCIOBIICHHAS
nporpaMMHpOBaHHas  KieTtouHas rubenb (amonTo3). I[lpu  BO3HUKHOBEHHMU
MATOJOTMYECKOM CUTyalldd OH JaeT BO3MOXKHOCTb KJIETKE  BKJIIOYHTH
camonukBuanio. C MO3MIMM aronTo3a MOXHO OOBSICHUTH Pa3BUTHE MHOTHMX
3a00JIeBaHUIA YE€I0BEKa, OCKOJIBKY UcOaaHC MEXTy nposudepanneil KIeToK U UX
3alpOrpaMMHUPOBAHHON TMOEIBIO BbI3BIBAET MATOJIOTMYECKHE U3MEHEHUS! OPTaHOB U
TKaHEH, XPOHU3alMI0 HWHPEKIUOHHBIX MPOLECCOB, B TOM 4YHUCIE W BUPYCHOU
MPUPOJBL. YCTAaHOBJIEHO OOJIbIIOE pa3HOOOpa3ue KaK TPUITEPHBIX (PaKTOPOB
arorTo3a, Tak 1 MEXaHW3MOB pealTU3aIliy MTPOrPaMMHUPOBAHHON KIIETOYHOM THley,
HO MOJIEKYJISIPHBIE OCHOBBI ~WHAYIIUPOBAHHOW JTU3PETYJSIMM  TaHATOT€HHOU
nporpamMMbl KJIETKH TIOKa HESCHBI. VX ycTaHOBIIEHHE MO3BOJIUT TIIyOXE TOHSATH
[aTOreHe3 M CO37aTh HOBBIE TEpPANEBTUUECKUE M MPOPUIAKTUYECKUE TEXHOJIOIMU
NOJIICP KAHMSL 3alIUTHBIX CUCTEM OpraHu3Ma B YCJIOBUSX XPOHHUYECKON BUPYCHOM
uHpekmu. bosnee neraabHOE U3ydyeHHE poi (HaKTOPOB aronTo3a KIETOK CIU3UCTON
o6osouku (CO) B yCHENIHOM 3aIuTe OpraHu3Ma, OCOOCHHO MPHU PaCIPOCTPAHEHHBIX
B Hamed pecnyOlMKe MUKCT-TIATOJIOTHM, TMO3BOJIUT pa3padoTaTh paHHUN
JUArHOCTUYECKUNA ~ alrOpUTM M ONTUMAIBHOE JIEYEHUE, YTO  OINpeAessieT
aKTyaJbHOCTb BEIOPAHHOM TEMbI JUCCEPTALIUU.

JlaHHO€ nuccepTalMOHHOE MCCIIEIOBAaHUE B ONPEICICHHONW CTENEHU CITY>KUT
pELICHUI0  3a1ady, NOPEeAyCMOTPEeHHBIX B  ['oCygapCTBEHHOM  IIporpamme
nocesmeHHo «l'oxy 3m0poBoro pebeHkay, yTBepkiaeHHou IloctaHoBIeHUEM
[Ipesunenta PecniyOnuku Y36ekuctan Ne I1I1-2133 ot 19 despans 2014 rona u B
nocranoBienueM [Ipesunenta Pecyonuku Y36ekucran Nelll1-1652 ot 28 Hosi0pst
2011 rona «O Mepax Mo AajipHEHIIEMY yTayOleHuI0 peOopMUpPOBAHUS CHUCTEMbI
3IpaBOOXPAHEHUS».

CooTBeTCcTBHE HCCJIEI0BAHUS MPUOPUTETHBIM HANPABJIEHUSIM PA3BUTHS
HAYKM M TeXHOJIOTHMH pecny0auku. J[aHHOE HcCCIeJOBaHUE BBINOJIHEHO B
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COOTBETCTBUM C MPUOPUTETHHIM HAMPABICHUEM pPA3BUTUS HAYKH U TEXHOJIOTUUI
pecniyonmuku V1. «MenuuuHa u dapmakonorus», U B pamkax  ['HTII-9
«Pa3paboTka HOBBIX TEXHOJIOTMH MNpPOGUIAKTUKH, JIWArHOCTUKH, JIEYEHUS U
peabmuTanuu 3a00J€BaHUN YETOBEKaY.

0030p 3apy0eKHBIX HAYYHBIX MCCJICJIOBAHUI IO TeMe AUCCePTAIHMN.
Hayunble ucciienoBaHusi, HalpaBieHHbIE M0 U3YYEHUIO MEXaHM3MOB peain3aluu
anomnTo3a TpH Pa3BUTUU HMHQPEKIHMOHHBIX OOJE3HEW, HampaBlICHHBIX Ha
YCTAHOBJICHHMSI MOJICKYJIIPHBIX ~MEXaHU3MOB OCYIIECTBIISIIOTCA B  BEIYIIUX
HAyYHBIX IIEHTPAX M BBICIINX YUYeOHBIX 3aBEJCHUSIX MHUpa, B TOM duciie: University
of Rochester, The University of Chicago, lIllinois, Center for Substance Abuse
Research Temple University School of Medicine, Stanford University (CIIA),
Queen’s University, Kingston, Ontario (Kamama), Institute of Bioscience,
University of Putra (Mamnaiisus), College of Medicine, Alnahrain University Iraq
(Upak), Institute for Molecular Bioscience, The University of Queensland, The
University of Melbourne (Agsctpamus), Institutfir Klinische Chemie und
Pathobiochemie, Technische Universitat Miinchen, Departments of Pediatrics and
Medicine, Institute for Infection Biology, Institute of Molecular Medicine,
University of Diisseldorf (I'epmanwust), University of Lausanne, University of Bern
(Lsetitiapus), University of Padua (Mramus), Medical Center, Haifa (M3pausb),
TamkeHTckol MeAMIMHCKON akagemun (¥Y30eKucTan).

[TomydeHbl psii HaydHbIX, MPAKTUYECKUX PE3YJbTATOB 10 MOBBIIIECHUIO
3alUTHO-0apbepHOM  (PYHKIIMM  CIAM3UCTOM  SKEIyJKa W  KUIIEYHHKA TIPU
CaJIbMOHEJJIe3e, XPOHUUYECKOM TenaThuTe U MUKCT-TaTojiorusx. Hampumep, nokazana
YCTOMYMBOCTh BHYTpHUKJIETOUHOro Bo30yautenss Salmonella Typhimurium (Center
for Substance Abuse Research Temple University School of Medicine, Philadelphia);
YCTaHOBJIEH WMMYHHbIH oTBeT Ha Salmonella Typhimurium, BbIsIBICHA
byHKIIMOHANTEHAST M30BITOYHOCTH Mpoaykimu uHTepdepona-ramma (The University
of Melbourne, Parkville, Victoria); HayyHO 0OOCHOBaHa aKTUBHU3ALIUSA
aleTWIMPOBAHUA PS3 B SIUTETHAIBHBIX KJIETKAX KUIICUYHUKA TPU BO3JEHCTBUU
oaxtepuaipHoro Tokcunaa (University of Rochester, New York; Karolinska Institutet,
Stockholm); ucnons3oBanue Salmonella Typhimurium B kadecTBe GakTepUaTBLHOTO
BEKTOpAa B CO3JaHUM IMPOTUBOOITYXOJEBBIX MPENapaToB, MHIYIUPYIOUIMX aroNTo3
HeorutacTudeckux kietok (Institute of Bioscience, University of Putra); ycranosnena
WHAYKIMS amnornTo3a npu BUpycHOM renatute C crocoOCTBYOas MOBPEKICHUIO
neuenu (Institute of Molecular Medicine, University of Diisseldorf); nayuno
00OCHOBaHa KOPPEJAIMOHHAs 3aBUCUMOCTh afomnTo3a KIETOK TI€YEeHU NpuU
xpoHuyeckoMm remarute C ¢ rucrojormueckuMu nokazarensimu (Department of
Pathology, University of Padua); mokazano B3aumocBsi3b skcnpeccun Bcl-2, Bel-X
(L), Bax, dakropa Hekposza omyxonmu ainbha (PHO-o) ¢ TskecThro 3abosieBaHUs
(Medical Center, Haifa).

B mupe mo ¢yHKIMAM 3alIUTHOTO Oaphepa CIU3UCTON KEITYyJOYHO-KUIIEY-
HOrO TpakTa B NPUOPUTETHBIX HAIMPABICHUSAX MPOBOASATCA HCCIIECIOBAHUS:
COBEPIIECHCTBOBAHUE BBISIBICHUS MOJEKYJISIPHBIX MEXaHU3MOB amomnTo3a B
CIM3UCTON JKENMyJKa W KHIINICYHUKA, IMAaTOTCHETHYECKOE HAayYHOe OOOCHOBAHUE
MEXaHHM3Ma Pa3BUTHSI allONTO3a B CIM3UCTON KETyJAOYHO-KUIIIEUHOTO TpaKTa Mpu
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CaJIbMOHEIJIE3HON MH(EKIMH, XPOHUYECKOM TelaTuTe U MUKCT-TIATOJIOTUU B 3a-
BUCUMOCTH OT CPOKOB Pa3BUTHS; COBEpPUICHCTBOBAHHWE MATOT€HETHYECKU
000OCHOBaHHBIX METOJOB JMarHOCTHMKM C Y4YE€TOM MEXAaHU3MOB aronTo3a;
onTUMH3aLKA MPOPUIAKTUYECKON U MaTOr€HETUUECKOW IMarHOCTUKHU U JIeYEOHbIX
MEPOTPUATUNA, TPOBOJUMBIX ITPU MUKCT-TIATOJIOTHH.

Crenenr m3ydyeHHocTu mpoOJsembl. [lo ganweiM  BO3, wacrora
XPOHHUYECKOT0 renaruta coctaBisier 6onee 1,3 mipa. cinydaes B rox ([TaBenkuna
B.®. u coaprt., 2008). BaxxHbIM 3BEHOM NaTOreHE3a CaJIbMOHEIIE3a SIBIISCTCS
HapyleHrue TKaHeBoro romeocrtaza CO racTpOMHTECTUHAIBHOTO TPAKTA; IPHU 3TOM
BOBJICUCHHE B IMPOIIECC TOJCTOW KHUIIKKA OTMedaercs B 62-82% cinydaeB (TpoHoB
B.A., 1999). PecnyOimka Y30eKHCTaH OTHOCHUTCS K PETHOHAM C BBICOKOM
YacTOTOM PacHpOCTPAHEHHOCTH XPOHUYECKHMX T'€NaTUTOB BHUPYCHOW 3THOJIOTUHU
(KpotoB M.JI. u coasr., 2003; Adxypaxmanos [I.T., 2010). B nocaennue roasl
IIMPOKOE PACIPOCTPAHEHUE TOJYYWJIM XPOHUYECKHE TENaTUTBl MW LUPPO3
cmemanHoi stuonioruu (Mcaesa H.B. u coapt., 2013; Hcaea H.B., Tpscono6oBa
M.A., 2014). Ilpucoenunenue HHPEKIUH JAPYrod HATHUOJOTUH YCKOPSET
JIEKOMITCHCAIIUIO (DYHKIIMU TEYEHH M MOXKET MPUBECTHU K CMEPTH OOJLHOTO
(Miyamoto Y. et al., 2000; Lata J., et al., 2005). DTo cocTosiHUE yCYryOJseTCs
CHUHJIPOMOM CYOKJIETOYHOrO pocTa OakTepuil, W3MEHEHHEM uX CIIEeKTpa, MU
MOBBIIIEHUEM arpecCUBHOCTHU, UYTO CHIKaeT 3 dekTuBHOCTh JeueHus (Latifi S. et
al., 2004; TI'apoOy3senko J[.B., 2007). Ocoboe mMecTo B 3TOM MpoOIeMe OTBOIUTCS
PUCKY pa3BUTHA HWH(PEKIMOHHBIX OCIOKHEHUH Yy OOJBHBIX XPOHUYCCKUM
reratutoM (XI'), coderatromumes ¢ cambMoneuie3oM (Ammori B.J. et al., 2003;
[apu6 @.10., Puzomyny A.Il., 2012). I'maBHbiMu npuymHamMu Hapymenus CO
ABJISIFOTCSL TTOJITHOKPOBUE W BEHO3HBIM 3aCTOM, YTO 3HAYUTENBHO IE€CTAOMIM3UPYET
KJIETOYHbIE U BHYTpUKIETOUHble MeMOpaHbl CO, HapymaeT (pyHKUUU SHAOTEIUS,
BaXXHBIM PETYJISITOPOM KOTOpOTO siBisieTcst okcup azora (NO). [Tomumo storo, NO
MOYXET MPOSABIATh IUTOTOKCUYECKYI0 aKTHMBHOCTb, paspymars moiiekyny JHK,
YCKOPSITH arionTo3 U HEKPO3 KJIETOK, BHI3BIBATH OTEK U MPOHUIIAEMOCTh KIETOYHBIX
memOpan (Almeda J. et al., 2006; Halici S. et al.,, 2008).Okcug asora
paccMaTpUBAIOT KaK CUTHAIBHYIO MOJICKYJTY TTUIIEBAPUTEILHON CUCTEMBI, TaK KaK
OH CTUMYJHPYET pacciablIeHHe TIaJIKMX MBI MMUIIEBOA, JKEIyaKa, TOHKOW U
TOJICTOM KHIIIOK, >EITYHOTO Iy3bIps, CHUHKTEpa MMEUYCHOUYHO-TIOKETYT0THON
amnyasl (Omgan) (Lin A. et al., 2008; Godinez I. et al., 2009). MoxHO moJarars,
YTO C HapylIeHHWEeM aKTUBHOCTH CHHTa3bl okcuaa azota (NOS) ycunuBaetcs
NPOHUKHOBEHUE 3KOTOKCHMHOB uepe3 CO kenmynka M KHUIIEYHHKA B MECTHYIO
CUCTEMY KPOBOOOpAILIEHNs, U JaJiee - BOPOTHYIO BEHY U MEUYEHb.

B uccrnenoBanusx, MpoBECHHBIX B CTPAHE Mbl HE HAIIJIM CBEJICHUW O POJIU
HapylieHus: akTUBHOCTU (docdonumnasel A, B MeTabonuzme ¢GHochoaunuaos,
WHTEHCU(HUKAIIMK  TPOIECCOB TepekucHoro okucienus swmnuaos (I1OJI),
aKTUBHOCTH (HDEPMEHTOB aHTUOKCHIAHTHOU 3ammuThl (AQO3), TIMKOTMPOTEHUHOB,
VHTEPJIECUKUHOB, HUTPOIPIrUUECKOW CUCTEMBI CIIU3UCTON XKENMYIKAa U KUIICYHUKA B
Pa3BUTUU aIlONTO3a MPU OCTPOM CATIbMOHEIJIE3HOM MH(EKIUU U €€ COUYETaHUU C
XPOHUYECKUM renaTuToM. Jlo KOHIIa He BBIICHEHO 3HaueHue (aKTOPOB aromnTo3a
kiietok CO B peayiv3aliy yCIEIHOM 3alUThI IIPU 3THX XKe 3a0o0seBanusaX. Bee 31o
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TpeOyeT JajabHEHIIEro MNpPOAOJDKEHUS HAMNPABICHHOIO M3YyYEHHs [0 OSTUM
BOIIPOCAM.

CBsi3b TeMBbI JHCCEPTAIMM C HAYYHO-HUCCJIEI0BATENbCKMMH padoTaMu
BbICIIEr0 00pPa30BaTEJILHOTO Y4Ype:KIeHHs, IJle BbINOJHEHA IHCCEPTALUS.
JluccepTallMOHHOE UCCIIEIOBAHUE BBIMOJHEHO B TalIKeHTCKOW MEIUIIMHCKOU
aKaJleMHUU B paMKax MjiaHa yHJIaMeHTaIbHOTO TpaHTa «Posb pakTopoB amonro3a
B NATOr€HEe3€ 3alIMTHOrO Oapbepa CIM3UCTON OOOJOUKM >KENMy/lKa M KHUIIEUYHUKA
NIPU CATbMOHEJUIC3HOW MH(EKINU U XpOoHHYecKuX renatutax» (2012-2016 rr.).

Lenabio ucciaenoBaHusi SBISIETCS OLIGHKA poid (PaKTOPOB amonro3a B
pealM3aluy 3alMTHO-0aphepHON (YHKIUU CIM3UCTON OOOJOYKU S>KeIyAKa u
KHUIIEYHUKA TPU CAITbMOHEIIE3HOM HWHQEKINH, XPOHHUUYECKOM TeIMOTPHHOBOM
renaTuTe U X COUYETaHUU.

3agauM UCCJICA0OBAHMS

ONPEIEIUTh COCTOSIHUE IEPEKUCHOTO OKHCIEHUS JMIUAOB W AHTUOKCH-
JTAHTHOM 3aIIUTHI B CIAU3UCTON 000JI0UKE KENTYyIKa U TOHKOTO KUIEYHUKA;

ONpEAEIUTh pPOJIb HApylIeHUs o0pa3oBaHUs OKCHAA a30Ta, OCOOEHHOCTU
HapyuieHud MoHookcureHasHo cucteMbl (MOC) cnu3ucToi Kelmyaka u
KUIIIEYHUKA TIPU CATbMOHEIIE3HOW WH(MEKIIUU, XPOHUYECKOM MOPAKEHUU TIEYCHH
Y COUYETaHUU MATOJOTU;

OLICHKa COCTOSIHMSI 3aIlMTHOTO Oapbepa MO H3MEHEHHIO COACpKaHUS
[IMKONPOTENHOB, X0JIecTeprHa U (POChOIUINI0B B CIIU3UCTON 000JIOUKE HKEITyIKa
M KUIIEYHHKA MPU CaJIbMOHEIUIE3HOW HHQPEKIHMH, XPOHHUYECKOM MOpPaXKEHUHU
MEYEHU U COYETAaHUU 00EUX MaTOJOTUl;

HAay4HO OOOCHOBaTh HMMMYHOJOTHYECKYID  PEAKTUBHOCTh  CIM3UCTOU
000JI0YKH KeNTyJKa U KUIIEYHUKA B JUHAMUKE (DOPMUPOBAHUS CAIbMOHEIIE3HOM
MH(DEKIUU, XPOHUYECKOTO TMOPAKEHHUS] TEYeHHM M ero COYETaHUH C
CaJIbMOHEIIIE30M;

OLICHKa arorTo3a Mo ONpeeIeHUIO COJepKaHUsl MapKepOB aronTo3a — 0enka
reHa p53 u Bcl-2 - npu canbmonenne3Hoit nHMEKIMN, XPOHUIECKOM TTOPaKEHUU
NIEYEHU U €r0 COYETAaHUU C CAIbBMOHEIUIE30M,;

CO3/aTh CXEMY pa3BUTHUS alloNTO3a CIU3UCTOM OO0OJOYKM IKelyaka MU
KUIIEYHUKAa B JHUHAMHKE (OPMUPOBAHUS  CAIBMOHEIUIC3HOM  MH(EKInH,
XPOHUYECKOTO MOPAKEHNUS [IE€YEHU U €T0 COUYETAHUH C CATbMOHEIIE30M.

O0bexkTOoM wucciaenoBanus sBsIOTC 320 ocoOelt Oenblx 0ecrnopoaHbIX
kpbic-cam1ioB: 120 ¢ octpsiM cambMoHemwie30M; 170 — ¢ XpOHUYECKUM TenaTuToM
(u3 wux y 110 Mmomenp canpMoOHeIe3a Ha (POHE XPOHHYECKOrO TelaThTa);
30 UHTAKTHBIX )KUBOTHBIX.

IIpeaMer wuccjieq0BaHUSA COCTAaBJSIET Ii€JIbHAsS KPOBb, CHIBOPOTKA KpPOBH,
cnu3ucTas o00O0JIOYKAa JKENyJAKa M TOHKOrO KHIIEYHUKA HKCIEPUMEHTAIbHBIX
KUBOTHBIX.

Mertoabl ucciaenoBanus. /[lnsg pemieHus 3amad U IOCTHXKEHUS LEIU
uccaenoBaHus B paboTe ObUTM HWCIOJIB30BAHBI OMOXMMHUYECKHE, UMMYyHOdEp-
MEHTHBIE, CTATUCTUYECKHE METO/bI UCCIEAOBAHMS.

Hay4ynasi HOBU3HA MCCJIeIOBAHUA:

J0Ka3aHbl MHTEHCU(UKAIMS MEPEKHUCHOTO OKUCICHUS JHUMHI0B, U3MEHEHHUE
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AKTUBHOCTH AHTHOKCHUJIAHTHOW 3aIIUThl U MOHOOKCHUTE€HA3HON CHUCTEMBI, U HX
MOJIEKYJISIPHBIC MEXaHU3MbI B Pa3BUTUN MUKCT-TIATOJIOTHH;

YCTaHOBJICHO HapYIICHHE CTPYKTYPHBIX KOMIIOHEHTOB B CIIM3UCTOH
000JI0YKE KETyAKa ¥ KUIICYHUKA TPU Pa3BUTHH MHUKCT-TIATOJIOTHH; YCTAHOBJICHO
IpU MHKCT-TIATOJIOTUH JIOCTOBEPHOE HW3MEHEHHE COJepXKaHUE ToKa3aTesei
3alUTHOTO Oaphepa ATHX OpraHOB, OcoOeHHO, Ha 7- u 10-e¢ JHHU pa3BHUTHUA
CaJIbMOHEIIIE3a,;

OpU MHUKCT-TIATOJIOTHH OOOCHOBAHO CTUMYJIMPOBAHHE THUIEPHPOAYKIINU
untepaeiiknnos (MJI-1b, WJI-2, WJI-6) m dakropa HEKpo3a OMYXOdHd - O,
YCTaHOBJICHO JIOCTOBEPHOE H3MeHeHHe cojiepkanus nmuroxpoma C, Bcl-2 na 7-pie
JTHU SKCIIEPUMEHTA, a (pakTopa HEKpO3a OIyXO0JH - o - Ha 10-ble;

Ha CHUCTEMHOM M JIOKaJJbHOM YPOBHSIX JIOKAa3aHO YTHETCHHE aKTHBHOCTHU
supotermanbHor (eNOS), skcnpeccus muaynnoensaoi (INOS) cuHTassl okcuaa
a3oTa, nosbieHue nokasareneit nepokcuHutputra (ONO,) u NO;

pa3paboTaHa cxeMma Pa3BUTHS aroITO3a CIU3UCTOM KENIyJKa U KUIICYHUKA:
JUTSI CaJTbMOHEIUIE3HOU MH(MEKIIMU - MUTOXOHIPUAIBbHBIN; XPOHUYECKOTO TeraTuTa
- IMMYHOOIIOCPEIOBAHHBIN; a MPU MHUKCT-TIATOJIOTUH - UMMYHOOIIOCPEIOBAHHBIM
Y MUTOXOHJPUATHHBINA MyTH.

IIpakTnyeckue pe3yabTaThl HCCAEAOBAHUS 3aKII0YAIOTCS B CIEAYIOLIEM:

YCTAHOBJICHBI paHEE HE W3YYCHHBIE MEXAaHMU3MBbI TOBPEKICHUS 3alUTHO-
OapbepHOM (PYHKIIMU CIUZUCTOM OOOJIOYKU IKEeIyJKa M KHUIICYHUKA TIpU
CaJIbMOHEIJIE3€e, XPOHUYECKOM TeNaTUTE U UX COUYCTaHUH,

CO3/IaHHAs HKCIIEPUMEHTaIbHasI MOJIEIb MUKCT-TIATOJIOTUN y KPBIC TTO3BOJIHUT
W3YYUTh COCTOSHHE 3alllUTHO-OapbhepHOM (YHKIMU CIU3UCTON Kelyaka u
KHUIIIEYHUKA, B JWHAMUKE KOHTPOJHPOBATH pa3BUTHE 3a00JeBaHHWs W Ha HEU
BO3MOKHO U3y4aTh 3()(PEKTUBHOCTD Pa3IMUHbIX MPEMapaToB MpH JICUCHUU JTaHHOU
MATOJIOTHH.

Jl0CTOBEPHOCTh Pe3yJbTATOB HCCIeI0BAHUS. J[OCTOBEPHOCTh PE3YJIbTATOB
UCCJIEIOBaHUS ONpeNeNisieTcss MPUMEHEHUEM TEOPETUUECKUX MOAXOJ0B U METOJIOB,
UCTIOJIb30BAHUEM JIOCTATOYHOTO YHUCIIA DKCIEPUMEHTAIBHBIX >KUBOTHBIX, a TaKKe
OMOXMMUYECKUMH M CTaTUCTUYECKMMH METOJIaMU HCCIICJIOBAHUS, TOJy4YECHHBIC
pe3yNbTaThl OCHOBBIBAIOTCSI HA COMOCTABICHUH C 3apYOEXKHBIMU U OT€YECTBEHHBIMU
WCCIICZIOBAaHUSIMH; 3aKIIFOUCHHSI, TIOJTYYCHHBIC pE3yJIbTaThl ObUIM TOATBEPKICHBI
TIOJTHOMOYHBIMU CTPYKTYPaMH.

Hayuynasi W mnpakTHyeckasi 3HAYMMOCTb Pe3yJbTATOB HCCJIEeI0BAHUSA
3aKJIF0YAeTCsl B HAYYHOM OOOCHOBAaHWUU W MU3YUYEHUHU CTPYKTYPHI U MOJICKYJISIPHBIX
MEXaHU3MOB TOBPESKICHUS 3allUTHOTO Oapbepa CIU3UCTOM IKeIydKa |
KuIeyHrnka. PazpaboTana coBpeMeHHas cxemMa MEXaHHW3Ma Pa3BUTHS alomNTo3a B
CIIM3UCTON JKETyJOYHO-KHUIIEYHOTO TpaKTa MpH CaJbMOHEIUIC3HOW HWH(EKIIUU
MUKCT-TIATOJIOTUM B 3aBUCHMOCTH OT CPOKOB Pa3BUTHS OCTPOU CajIbMOHEIUIE3HON
uHDEKIuu.

[IpakTHyeckast 3HAYUMOCTh PE3yJIbTaTOB UCCIEIOBAHMS 3aKIIOYACTCS B TOM,
YTO MpPH OCTPOM CaAIbMOHEIIE3€, XPOHUYECKOM TIeNaTHUTe U MUKCT-TIATOJIOTUU
MyTeM OLEHKU (PAKTOPOB amomnTo3a B peaqu3allid 3alluTHO-0apbepHON (PyHKIMU
KEITyTOYHO-KUIIEYHOTO TpakTa JO0Ka3aHa HEOOXOAMMOCTh OIpelneeHHs psiaa
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OMOXMMHMUYECKUX TIOKa3aTesel MpHu 3a00JeBaHUSAX JKEIYJOYHO-KUIIEYHOTO TPaKTa
JUIS. BBISBICHUS PAaHHUX MPHU3HAKOB €ro coctosiHud. [Ipu Mukcr-maronoruu
HEOOXOUMO YYUTHIBATh MHTEHCUBHOCTH aroINTO3a WM BOCHAJICHUSA TMIPH
JMAarHOCTUKE M BBIOOPKE METOJIOB JICUCHUS Y OOJIbHBIX C 3TUMH 3a00JIeBaHUSIMHU,
OHO OyJIeT CrIoCOOCTBOBATH COKPAIICHUIO MTPeObIBaHMSI OOJIBHBIX B CTAIMOHAPE.

Buenpenue pe3yiabraToB Hccjeq0BaHus. [loydeHHbIE HAyYHBIE PE3YIBTATHI
UCCIICIOBaHMSI, MOCBSIIIEHHBIC OIIEHKE (PAKTOPOB aroITo3a B pealin3allii 3allUTHO-
OapbepHOl (YHKIIUHM CIM3UCTON KEMyJKa M KHUIICYHHWKA TMPU MHUKCT-TIATOJIOTHH,
BHEJPEHBbl B IPAKTHYECKOE 3/IPAaBOOXPAHEHHE, B YACTHOCTUM B KIMHHUKH HAY4HO-
HCCIIEI0BATEIILCKOTO WHCTUTYTA AIUIEMUOJIOTHH, MUKPOOHOJIOTHH U
MH(EKIIMOHHBIX 0OJe3HEH M HAYYHO-HUCCIIEA0BATEIbCKOTO MHCTUTYTAa BUPYCOJIOTHU
(3axiroueHuie: MuHUCTEpCTBa 3paBooxpaHeHus PecryOnvku Y30ekucran 8H-3/48
or 26.02.2016 r.). BHeapeHune OCHOBHBIX pe3yJIbTaTOB (YHJAAaMEHTAITBHOTO
UCCIICIOBAaHUS CIOCOOCTBYIOT y OOJNBHBIX paHHEH JIUArHOCTHKE OCTPOTro
CaJIbBMOHEJUIE3a, TENaTUTa W MUKCT-NIATOJIOTHUH, YJYYIIAaloT TEYEHHWE W IPOrHO3
3a00J1eBaHMsl, KAUECTBO JKU3HU OOJIbHBIX, YTO CHMXKAET KOJIMYECTBO OCIOKHEHUH H
HO3BOJISIET COKPATUTh MpeObIBaHUE OOJIBbHBIX B cTaroHape Ha 20%.

Anpodanusi  pe3yJibTaTOB HCCJIEAOBaHUs. Pe3ynbraTel  HCCIeIOBaHUM
KKl T0J ObUTH anpoOMpOBaHbl Ha anpodanronHo komuccuu M3 PY3 u TMA u
OLICHEHBI IOJIOKUTEIBHO, OTYETHl OOCYKJEHbl Ha YYEHOM U HAy4YHO-TEXHUYECKOM
coBeTe akaneMuu. Bmecte ¢ TeM, pe3ysbTaThl UCCIEIOBAaHUS W3JI0KEHBI B BHJIE
JIEKIUH U TPOILTH arpoOaluio Ha 12 MexayHapOIHbIX U PECIYOIMKAHCKUX Hay4YHO-
MIPAKTUYECKUX KOH(pEepeHIUsIX, B TOM 4YHUClE, «OKCIEpUMEHTAIbHAs U
teopetuueckast Ouodusukw»  (Ilymmuno, 2012); PecnyOnmkaHckas HaydHO-
MpaKTHUYecKasi KOH(pEpeHIUs] MOJIOAbIX Y4eHbIX «XXI BEKk — WHTEIUIEKTyaJbHOU
mononexu» (Tamkent, 2012); «/Iuum ™omonpix yuenbix» (Tamxkent, 2012);
Bceepoccuiickast HayuyHO-TIpakTHUeCcKasi KOHpEpeHIHs ¢ MEKIyHApOIHBIM Y4aCTHEM
«AKTyaJIbHBbIE BOITPOCHI METUITMHCKON Haykm» (Spocnasie, 2013); MexayHapoanas
Hay4HO-TIpakTHueckass KoH(pepeHIMs «MMyHONOrMsS — MEXIUCIMILIMHAPHBIE
npoonemb»  (Tamkent, 2014); XIII  Poccuiickas  Hay4HO-TIpaKTHYECKast
KOH(EepeHIUsI ¢ MEeXIyHApOaHbIM ydyacTueM «(OOMeH BellecTB NpU afanTalud U
noBpexxaeHun» (PoctoB-Ha-Zlony, 2014); V wexnaynaponnas (XII wutorosas)
Hay4YHO-TIpakTU4ecKass KoHpepeHius «MooabIX yUEHbIX» MOCBAIICHHON 70-TeTnto
IOYI'MY (Hensiounck, 2014); XXXIV -XXXV MexayHapoaHas 3a04Has Hay4HO-
npaktryeckas konepenuus «Hayunas auckyccust: Bonpocsl Mmeauumubsy (Mocksa,
2015).

Ony0JuKOBAaHHOCTH Pe3yJbTAaTOB HccjenoBanuda. [lo Teme nuccepranuu
omyOnrkoBaHO Bcero 34 HaydHbIX paOoT. M3 Hux 1 monorpadwus, 15 crareil, B
TOM 4uciae 12 B pecrnyOJIMKaHCKUX u 3 B 3apyOexXHBIX JKypHajax,
pexoMenoBaHHBIX Briciiei arrecTaiimonHoi komuccuen Pecrybnuku Y30ekuctan
IUI TyOJTMKAIllMK OCHOBHBIX HAYYHBIX PE3YJIbTaTOB JOKTOPCKOM AMCCEpPTALUiA

Crpykrypa M 00bém auccepramum. CTpykTypa IHCCEpTalMU COCTOUT M3
BBEJICHMS, IIECTH IJIaB, 3aKIIOUYEHMS, CIUCKA MCIOJIb30BAHHOW JIUTEPATYPHI,
npuinoxxkennit. O0beM auccepTanuu coctapuseT 179 crpanui.
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OCHOBHOE COIEP KAHUE IUCCEPTALINU

Bo BBemeHuM OOOCHOBBIBA€TCS AaKTYaJbHOCTh U BOCTPEOOBAHHOCTD
IIPOBEICHHOIO MCCIICJOBAHUS, LI€JIb U 3aJa4d HCCIEAOBAHMS, XapaKTEPU3YIOTCS
OOBEKT M MpEeAMET, IOKa3aHO COOTBETCTBHE HCCIEIOBAaHUS MPUOPUTETHBIM
HaIpaBJICHUSAM Pa3BUTHS HAYKH U TEXHOJOTUH pecnyOINKy, U3JIaratoTcsl HaydHas
HOBU3HA U NPAKTUYECKUE PE3yJbTaThl UCCIEIOBAHUS, PACKPBIBAIOTCA HAay4YHAs U
MIPAKTUYECKAs] 3HAYUMOCTh MOJYYEHHBIX PE3YJIbTATOB, BHEIPEHUE B IPAKTUKY
pE3yNbTaTOB MCCIEAOBAHNUS, CBEACHUS M0 OMyOIMKOBAaHHBIM Pab0OTaM U CTPYKTYpeE
JTUCCEPTALIIH.

B nepBoii rnmaBe nucceprauuu  «CoBpeMeHHOe IpeacTaBjeHHe 00
0COOCHHOCTHAX IOPAKeHHUs CJIU3UCTOM O000T0YKH TracTPOIHTEPATbHON 30HbI
IPU OCTPOM caJIbMOHeJe3e U XPOHHYECKOM TelaTuTe» IMpPOaHAIU3UPOBAHBI
TEOPUTUYECKHE AaCIEKTbl M CHCTEMAaTH3UPOBAHBI MCCIIEIOBAHUsS, IOCBSLICHHBIC
OCOOCHHOCTSIM U MexaHu3My nopaxkeHuss CO racTpod’HTEpallbHOM 30HBI TpU
OCTPOM CaJIbMOHEIIJIE3€ W XPOHUYECKOM TIe€NaTUTEe, O POJM LUTOKWHOB Kak
PETyJIATOPOB BOCHAJIMTENBHOIO IpoLEcca MU amonTo3a NpU HMHEOEKUMSX, POJH
anomnTo3a  JMHUTEJIUOLUTOB B BO3HUKHOBEHMM M IPOrPECCHPOBAHUU
MHQEKUMOHHbIX 3a00J€BaHMM, a TakXKe OIpEAENeHbl HEPEIICHHBbIE WU
TpeOyrolne yTOUYHEHUS aClIeKThI 3TOM MPOOIeMBbI.

Bo Bropoii rmaBe amcceprauumu «MeToo0JI0THSI M MOHUTOPHUHI POJIH
(akTopoB anonro3a B peasu3auuM 3alllUTHO-0apbepHOl GyHKIMH CIAM3UCTON
KEJYAKA M KUIIeYHUKA TPH CAJTbMOHENJIe3HOH HH(eKIuH U XPOHHUYECKOM
renaTure) OMUCaHbl MaTEepUal U METOJbl MCCIEAOBAHMS, BKIIOYAIOIIME OOUIYIO
XapaKTEPUCTUKY AKCIIEPUMEHTAIILHOTO MaTtepuania, OMOXMMHUYECKHUX,
UMMYHO(EPMEHTHBIX METOJIOB HccienoBanus (Tadm. 1).

PabGoTa ocHoBaHa Ha pe3ynbrarax uccienoBanus 320 OenbIx 0eCropOoIHBIX
Kpbic-caMiioB maccoil 100-120 r. DkcnepuMeHTbl MPOBOAWIN B COOTBETCTBUU C
«EBpOIEUCKOW KOHBEHLUHMEN O 3allUMT€ IIO03BOHOYHBIX KUBOTHBIX, KOTOpBIE
UCTIOJIB3YIOTCSl U1 SKCIEPUMEHTOB M JPYrux HayuHbIx wnenei» (CrpacOypr,
1985). J)KuBoTHble ObUIM pasaeiieHbl Ha 4 TPYMIbL: l-5 — KPBICBI C OCTPBIM
AKCIIEPUMEHTAJIBHBIM CAJIbBMOHEIIE30M; 2-1 — C XPOHUYECKUM T€JIMOTPUHOBBIM
rernaTuToM; 3-bs — KPbIChI C XPOHUYECKUM T'€IMOTPUHOBBIM I'eaTUTOM, Ha (oHE
KOTOpPOTo ObljIa BbI3BaHA OCTpasi calibMOHeIIe3Has MH(GEKus; 4-51 — KOHTPOJIbHA,
MHTAKTHBIE >KUBOTHbIE. MoOJeNnb CaJbMOHEIUIE3HOW WH(MEKIUU BOCIPOU3BOIUIH
BHYTPMKENYIOYHBIM OJHOKPATHBIM BBeAeHHEM ITamma S.typhimurium (1 mip.
MUKpoOHBIX Ten Ha 100 r maccel). JKMBOTHBIX JEKaNMUTUPOBAIM TOJ payll-
HApKO30M B 1-, 4-, 7- u 10-p1if THU TIOCJIE 3apaKeHUsI. XPOHUUECKUN TOKCUUECKUN
renatuT (XTT') Bocpon3BOAUIN NTEpOpaIbHBIM BBEJIEHUEM PACTBOPA IeIUOTPUHA,
MOAKUCIIEHHOTO cofisitHoi kucnmotou (pH=7,0), u3 pacuera 50 wmr/kr (5 wmr
renorpuHa Ha 100 r) maccel OIMH pa3 B HEAENIO HA MPOTshKEHUU 42 nHel no
meroguke H. X. AOnmymnaeBa u coaBt. (1985). JleranbHocTh coctaBuia 8%.
XKuBoTHBIX 3-b€ I TPYMIIBI 3apaskajil calbMOHEIE3HON nHpekunen Ha 90-i neHp
XTI n nexanutupoBanu B 1-, 4-, 7- u 10-e quHu mociie 3apakeHusl.
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Tao6auma 1

MeToabl MccJ1e10BaHUA

HUccaenoBanusa

MeToabl HccJIe10BaAHUS

1.Pa3BuTHe I'CIIMOTPUHOBOIO I'C

IMaTuTa OIPCACIIAIIN 110 CIICAYIOIIUM ITOKA3aTCIISIM:

-001Hii 6eIoK

-TUMOJIOBas1 np06a

C nomomsto buo-na-rectoB PRIVA-Lachema

-001mui ounTupyorH

Diagnostika (Yexus)

-AnAT, AcAT

:aﬂjfg:g; bocharaza Ha 6noxumuueckom ananusarope VITROS System
- Chmistry 60 // Ortho Clical Diagnostics

-XOJIMHICTEPa3a

2. CocTosiHNE 6apLepa CIIM3UCTON 000JI0UKH KCIYAKa U TOHKOT'O KMIICYHHKA - I10
CICAYIOIIHNM IIOKA3aTCIIAM!

-HEPACTBOPHUMBIE
TJIMKOITPOTEUHBI

- B.B. Mensmios, 2000

-CHaJIOBBIC KHCJIOThI

-JI.LU. JIuneBuk, 1962

-I'CKCO3bI U I'€KCO3aMHUHbI

-A. T'orTmank, 1969

-xoJsiecTepuH U GHoCHOIUIUTBI

- buo-na-tect pupmnl «Lachemay Yexus

-pocdonunaza A,

-C.A. Tytuius u coaBT.,1975

3.CocTosiIHHEe MUKPOCOMAIbHOM (

DpaKIy ONpeesIsiv MO CIICTYIOIINM MOKa3aTeIIsIM:

-nutoxpom P450 u bs

- T. Omura, R. Sato, 1968 na cnekrpodoTomeTpe
UV-2100 LTD (Kwurait)

-HAJI®H-uur. C-penykrasza

- C.H. Williams, H. Kamin, 1961

-TJ1I0K03a-6-(hocdaraza

- N.S. Ghoshet al., 2007

4. ViccnenoBaHue CBIBOPOTKUA KPOBH:

-iutoxpom C

-H.I'. I'Barya u coasrt., 2002

-uHTepierkunbl (-1, -2, -6),
®HO-a, p53, Bcl-2

NMMyHO(DEpMEHTHBIM aHam3 Ha
UMMYHO(MEpPMEHTHOM aHanmu3atope QupMmbl «Stat-
Fax» (CILIA) ¢ wucnons3oBaHueM Habopa TecT-
cuctemoit OO0 «Ilutoxuny, CII0, Poccus.

5.CocTossHHE OKCHUIAHTHOM

151 aHTHOKCI/I)IaHTHOﬁ CHUCTCMBbI OIIPCACIIAIIN 110

CJICAYIOHIMM ITOKA3aTCIIAM:

-MaJIOHOBBIN TUAJIBICTH]]

-A.W. Aunpeesa u coaBt., 1989

-KaTaja3a

-M.A. Kopantok u coast., 1988

-CYIICPOKCHU AN CMYTAa3a

-B.I'. Mxutupsia u coast., 1978

6.Coctostnue NO-3prudeckoi CUCTEMBI — 110 TTOKA3aTeIIsIM:

- NO (NO,, NO3)

-I1.I1. I'omukoB u coast., 2000

- aktuBHOCTH ENQOS

-B.B. Cym6atoB u coasrt., 2000

-akTuBHOCTH INOS

-ONO,

-N.W. Kooy et al. 8 mogudukamuu P.K. Asumosa
U coasT., 2005

-0€eJoK

- buo-na-tect pupmel «Lachemay» Yexus
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Kenyaok U TOHKHM KUIIEYHUK U3BJICKAIU, OUUILATIN, TPOMBIBAIN XOJOIHBIM
(U3UOIOTHIECKUM PACTBOPOM, YIAJSIN TIPEIHKETYI0K, BBICKAOIMBAIN CIU3UCTHIM
CJIOM, B3BEIIMBAJIM W CYCIEH3UPOBAIN B JUCTUUITMPOBAHHOMN Boje B (papdopoBoii
ctynke u3 pacuera 30 mr/min mo meroauke Bell AL.E., Sellers L.A., Allen A.,
Cunliffe W.J. (2006). U3 CO sxenyaka U KUIIEYHUKA BBIAEISUIA MUKPOCOMATIBLHYIO
dbpakmuo MeToioM auddepeHInanIbHOro HeHTPUGYTUpPOBaHUs Ha MpernapaTUBHON
ynbTpanentpudpyre VAC-601 (I'epmanus).

B TpETben rJ1aBe JUACCEPTaLUN «M3meHenune OKCHIAHTHO-
AHTUOKCUJIAHTHON W MOHOOKCUI'€HA3HOH CHCTEM MpH CaJbMOHEJIEe3HOI
uHpexkuuu HA poHE XPOHMUYECKOT0 IenaTuTa) TP MUKCT-TIATOJIOTUU Ha 1-, 4-,
/- u 10-e OHUM wHCClelOBaHUS B CIM3UCTOM »Kelyaka conaepxkanne MJIA
nossimaerca B 2,4; 3,1; 3,3 u 3,8 pa3za, COOTBETCTBEHHO, KOHTPOJIbHOW TPYIIIHI,
T.. C YBEIMYCHUEM CpOKa wucciaenoBaHus npoucxomaut ycunenue [I1OJL
CpaBHeHHUE ATUX MOKa3aTeJIel ¢ JaHHBIMU OCTPOTO CaJbMOHENIE3a MTOKa3aio, YTO
Ha |- u 4-e qHU UCCIEeIOBaHUA JOCTOBEPHBIX U3MEHEHUI HE nmpoucxoaut. Ha 7- u
10-e nHu skcniepuMenTa coaepxkanne MJIA npu Mmukct-natosoruu 0su10 Ha 15,5%
u 16,4% HMXKE, 4YeM Y )KUBOTHBIX OCTPBIM CaJIbMOHEILJIE30M.

IIpu Mmuxct-matosnoruun coaepkanue MJIA Ha 90-pIii 1€HB HCCIEIOBAHUS
MOKa3aJI0 MPEBBIIIEHUE MO0 CPAaBHEHUIO C TenaTuToM — Ha 32,6% Kk 10-bIM JTHSIM.

AKTHUBHOCTh (PEPMEHTOB aHTHOKCHJIAHTHOM CHUCTEMBI B CIM3HCTOM KeIyJKa
IIPU MUKCT-IIATOJIOTUU 3HAYUTEIBHO YrHETAIOCh. AKTUBHOCTH CO/Jl BO BCe CpoKH
UCCIeoBaHus OblI0 HIDKE KOHTponbHOTO B 8,2-11,5 pasa. Ilo cpaBHeHuio c
OCTpPBIM CAJIbMOHEJJIE30M OHa Oblia HUXe Ha 1-, 4-, 7- u 10-e 1HU dKCIIepUMEHTa B
5,1;4,4; 3,7 u 3 paza, c XxpoHnueckum renatutom - 1,3, 1,4, 1,9 u 1,7 paza.

AKTUBHOCTh KaTaja3bl TakkKe HauOOJee CHIKAJIOCh B CIM3UCTOM KemyJlKa
MIpYU MUKCT-TIaToJIoruu: B 9,5; 8,5; 8 u 12,4 paza oT KOHTPOJIsl, COOTBETCTBEHHO IO
cpokam wuccienoBanuss U B 2,2; 2,2;2,1 m 3 paza — OT mokaszareyneil ocTporo
canbMoHesie3a. CpaBHEHUE C JAHHBIMH XPOHUYECKOTO TeraTuTa MOoKa3ajo ee
JIOCTOBEPHOE CHUKEHUE TOJIbKO Ha 10-e nHM nccnenoBanus - B 2,2 pasa.

B mMukpocomax ciu3ucTOM Kemyaka Ha 1- u 4-¢ IHM pa3BUTHUS MHUKCT-
MaToJIOTMU cojiepkaHue I1uTtoxpoma P-450 1o cpaBHEHHIO € TIOKa3aTesiMU
KOHTPOJISI, CaIbMOHEIIIC3HOM MH(MEKIIMA M XPOHUYECKOTO IelaThTa CHUKAJIOCh B
2,04 m 2,6; 1,3 u 1,2; 1,2 u 1,5 pa3a, coorBeTcTBeHHO. B mocienytomuye cpoku
CHIDKEHHE cojiepkaHus (pepMeHTa mporpeccupoBaio: Ha 7- u 10-e 1HU OHO OBLIO
HUKE KOHTPOJBHOTO B 3,3 1 4,6 pa3a, COOTBETCTBEHHO.

CopepxaHue IUTOXpoMa D B MEKPOCOMaXx CIIM3MCTOM JKeITyIKa BO BCE CPOKH
Pa3BUTHSI MUKCT-TIATOJIOTMM CHIKaJOCh B 2-2,8 pa3a oT koHTposis. Haubonee
BBIDQXKEHHOE €ro CHW)XEHHWE YCTaHOBJIeHO Ha 7- u 10-e paHM pa3BUTHS
caapMoHesIe3HoW uHpekuuu. [Ipu MUKCT-TIATOJIOTHU CHUDKEHHE COJep KaHus
uToxpoma bs ObLTO HIDKE MOKa3aTeaei reIMoTpuHoBOro remarura Ha 10,3; 10,3;
28,6 u 28,6%, COOTBETCTBEHHO, CPOKaM.

B MukpocoMax CIuM3UCTON KHIEUHHKA MPU MHUKCT-TIATOJIOTUM TaKXKe,
MHTEHCUBHO CHIDKAET cojepkaHue IuroxpoMa P-450 yxe ¢ mepBbIX JTHEWU ee
pasButus. Ha 1-, 4-, 7- u 10-e 1M uccie0BaHUs OHO OBLIO HIKE KOHTPOJIBHOTO B
2,8;2,9; 3,2 u 3,8 pa3a, coorBeTcTBeHHO. [Ipu cpaBHeHHH ¢ mokazarensimMu 90-ro
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JIHS TOJIBKO XPOHMYECKOr0 TeNaTUTa OKa3aloCh, YTO COYETaHHAs MaTOJIOTHUS
cumkaet P-450 na 28,3; 29; 38,2 u 53,3%, COOTBETCTBEHHO, OCOOEHHO BO BTOPOM
MOJIOBUHE HKCIIEPUMEHTA.

Eme Oonee cuibHO yrueraiacs HUToxpom bs. B mcciienyembie cpoku ero
cojiepkaHue ObLII0 HIKE HOPMBI B 2; 3; 4,2 U 5 pa3, COOTBETCTBEHHO.

N3ydenne Apyrux MHUKPOCOMAIBHBIX  (EPMEHTOB Takke IOKa3ajo
HapylieHue uX (PYHKIMNA, TaK aKTUBHOCTh TJIIOK03a-6-ocdaraszbl B CIM3UCTOU
XKeJTyJlKa B JUHAMUKE MUKCT-MATOJIOTMU MPOTPECCHBHO YrHETaaach — OHA Oblia
HIKE KOHTpOJs B 2; 2,6; 3,8 u 6,5 pa3a, COOTBETCTBEHHO,1- , 4-, 7- 11 10-M mHAM.

AxtuBHOCTh HAJI®H-tuToXpoM-C-peykra3sl B MUKpPOCOMax CIIHU3UCTOU
KUIIEYHUKA TaKKe JOCTOBEPHO CHHUXAJIOCh, HO HE TaK HWHTEHCHUBHO, Kak
coziepkaHue HUTOXPOMOB. I10 cpaBHEHUIO C KOHTPOJIBHOM Ipynnoil Ha 4- 7- u 10-
€ JIHU JKCIIEpUMEHTAa OHa CHIWkanach B 1,6; 2 m 4,6 pa3a COOTBETCTBEHHO; IO
CpPaBHEHHMIO C CaJIbMOHEIIJIC3HBIMH KMBOTHBIMU — B 1,2 pasa, a mo cpaBHeHuro (7- 1
10-b1M gHEM) € 90-BIM JHEM PA3BUTHA XPOHUYECKOTO renatuta — B 1,4 u 3 pasa.

AKTHUBHOCTh TJIHOKO3a-6-ocdharaszpl B MUKPOCOMAX CIM3UCTONM KHUIIICUYHHUKA
CHIDKajach C TIEpBBIX JHEH MukcT—marojoruu: B 2,1; 2.,5; 3,3 u 4 pasa,
COOTBETCTBEHHO, HM)KE KOHTPOJIBHOM. 3HAUYMMBIX PAa3IMuUi MEXKAY MOKa3aTeIsIMU
CaJIbMOHEJJIE3a U MUKCT-TIATOJIOTMH BO BCEX CPOKAX DKCIIEPUMEHTA HE BBISBIICHO.
Ho onu 6bIM TOCTATOYHO HMJKE MOKa3aTeNIel sKUBOTHBIX 90-TO JHS XPOHUYECKOTO
renatuta: B 1,3, 1,6, 2 m 2,5 pa3za. CinengoBaTelbHO, 10 MEepe YBEIUYCHHUS CPOKa
3a00JIeBaHUsI CHI)KEHHE aKTUBHOCTH (DepMEHTa MPOTPECCUPYET.

Camxenue aktuBHoctn HAJIOH-tmmroxpoM-C-penykrazsl B MUKPOCOMAX
CIW3UCTOM KHUINIEYHHMKA B JAWHAMHUKE MUKCT-TaTtonoruun (1-, 4-, 7- u 10-e aHu
AKCIIEPUMEHTA) 3apeructpupoBano B 1,7; 2; 2,3 u 3,5 paza, COOTBETCTBEHHO, OT
KOHTPOJIBHOM.

B uerBeproil rnaBe aucceptanun «COCTOAHME CHCTEMbI OKCHAA a30Ta
CJM3HUCTON XKeJyAKAa U KUIIEYHUKA INPH CaJbMOHE/Ie3HON HHGeKuun Ha
(¢GoHe XpPOHMYECKOr0 TremaTUTa» HCCICAOBAHUS CHCTEMbl OKCHJA a30Ta B
CIM3UCTOM JKEJyJKa TPH MHMKCT-TIATOJOTHH YCTAHOBJIEHO IPOTPECCHUBHOE
camxenue NO yxe ¢ TepBbIX JHEW skcnepumeHta: B 1-, 4-, 7- u 10-e nHu
AKCIIEPUMEHTa ero coaepkanue owu1o B 1,5; 2,5; 3,3 u 4,5 pa3a, COOTBETCTBEHHO,
HIKE KOHTPOJIbHOTO. IIpuuem, 3TH MokaszaTelyd MNpPEBbIIATNA 3HAYCHUS OKCHA
a30Ta MpU MOHOIIATOJIOTUHU: TIPU OCTPOM casibMoHeiese - B 1,2; 1,9; 2 u 2,3 pa3a,
npu xpoHuueckom renatute (90—b1it genp) — B 3,3; 4,3 u 5,8 paza, COOTBETCTBEHHO
60-, 90- u 120-My AHSAM HCCIIEIOBAHMUS.

AxtuBHOCTh (pepmeHTa €NOS Bo Bce CpPOKHM HCCIEAOBaHHUSA JOCTOBEPHO
cHmxkanacek B 1,9; 2.8; 3,1 u 3,6 pa3a ot koutpons; B 1,3; 1,5; 1,3 u 1,3 paza — ot
MoKa3aTesen dKCIEPUMEHTAIBHOTO caibMoHeie3a u B 1,5; 2,2; 2,4 u 2,9 paza —
OT XpOHMYECKOTO T'eraTuTa.

Nzyuenue depmerra INOS mokaszano emie OOJBIIYIO €ro aKTUBU3AIUIO 110
CPaBHEHHUIO MHTAKTHOM T'PYNIION U KAXKJIOW U3 MOHOIATOJOTMU. TaK, akTUBHOCTb
INOS mpeBbimana kontpoas B 1,8; 2,7; 3,6 u 4,3 pasa, mokaszareiad OCTPOTO
canpMoHemne3a — B 1,2; 1,5; 1,6 u 1,6, a xponudeckoro renatuta - B 1,7; 2,2 u 2,7
paza (4-, 7- u 10-e nun).
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AxtuBm3arus INOS BbI3bIBaJIa YCHIICHHOE OOpa3OBaHWE MEPOKCUHUTPUTOB
y)K€ C caMoro Hauajo ucciemoBanus: B 1-, 4-, 7- u 10-e qHU MX coJepKaHUe
npesslmasio Hopmy B 10,5; 15,7; 24,5 m 37,5 paza, mokaszareld OCTPOTO
caJlbMOHEJIE3a U reJIMOTPUHOBOTO Tenatura — B 2,3; 2,5; 2,1; 2,2 n 4,2; 6,3; 9.8 u
15 pa3, COOTBETCTBEHHO.

B causucToil kuIedHHKa MpU MUKCT-TIATOJIOTHH COJIEp)KaHUE OKCHJIa a30Ta
MOBBIIIAJIIOCH OT KOHTPOJISI BO BCE CPOKM HccienoBanus: B 1,7; 2,5; 3,2 u 3,8 pasa,
CcOOTBETCTBeHHO. [Ipuuem, comepkaHue OKCHJa a30Ta ObLIO BBINIE MOKa3aTelei
renuorpuHoBoro remaruta (90-s1i gens) B 2,3; 3,3; 43 u 5,1 pa3za.
CrnenoBaTeNbHO, €CITM XPOHWYECKHH TEMaTHT BBI3BIBACT NeUIUT comeprKaHus
OKCHJIa a30Ta, TO €ro COYEeTaHWE C OCTPbIM CaJIbMOHEIIE30M, HAa00OpPOT,
3HAYUTEIBHO €r0 MOBBIIIACT.

AxtuBHOCTE (pepmenTa eNOS mnpm MHUKCT-TIATOJOTHH CHIIKACTCS OT
KOHTPOJISI C MEPBBIX CYTOK wucciaenoBanusi: B 1,8; 2,1; 2,6 m 3,2 pa3sa,
COOTBETCTBEHHO, T.€. HamOoJiee BBIpAKECHHAs perpeccus AaHHOTO (epmeHTa
npoucxoauT Ha 7- U 10-¢ JHU MHUKCT-IIATOJIOTHH, YTO KOPPEIUPYETCS C
YCUJICHHBIM 00pa30BaHUEM OKCHJIA a30Ta B 3TH )K€ CPOKH.

AxtuBHocTh (epmenta INOS B CIM3MCTON KHINEYHHUKA TMPOTPECCUBHO
MOBBIIIACTCSA: MO CpaBHEHHMEM C KoHTposiem - B 3,5; 5,8; 6,8 m 11 paza,
COOTBETCTBEHHO, [0 CPAaBHEHUIO C MTOKA3aTEJISIMU OCTPOTO cajbMOHesie3a — B 1,7;
1,9; 1,5 u 2,3 pa3a, COOTBETCTBEHHO.

Axrtusuzaius INOS cTuMynupyeT NpoayKIui nepoKcuHUTpuToB. Ha 1-, 4-,
7- 1 10-e qHU KCcClieIOBaHMS UX COJIepKaHKe TPEBbIIano HopMy B 6,3; 9,3; 12,1 u
16,3 pasza, a mokaszaTend TOJBKO OCTPOro caiabMoHewiesa u 90-ro JHA
xpoHuueckoro remaruta B 1,6; 1,6; 1,4; 1,2 u B 3,6; 5,3; 6,9; 9,3 paza,
COOTBETCTBECHHO.

B marou rimaBe muccepranuu «M3MeHeHHe COAEP:KAHUA XOJIeCTepUHA U
¢ochomnuaoB B COAUZUCTON KeJYAKA U KMIICYHHKA NPU CAJIbMOHEJIE3HON
HHpEeKI U, XPOHUYECKOM TenmaTure MW MX COYETAHUM» HCCIICIOBAHUE
coaepxkanus (PochoIUMUIOB B CIM3UCTOM JKEIyJAKa MPH MHUKCT-TIATOJIOTHH
MOKa3ajJ0 JWHAMHUYHOE CHIDKCHHE HMX COJEpP)KaHHS OT KOHTPOJIS, OCOOCHHO K
KOHIly uccienoBanusi: B 1-, 4-, 7- u 10-e nuu oHo Obuto HIKe HOpMBI Ha 10,1;
18,5; 43,4 u 41,1%, coorBercTBeHHO. Pe3ynbTaThl 1-r0 AHS HCCIEAOBaHUSA HE
OTJIMYAJIUCh OT TOTO JKE€ TOKa3aTessi OCTPOTO CajJbMOHEIIe3a, HO ObUIM HUXKE
caenyromux cpokoB Ha 6,7; 23 u 20,4%, coorBerctBeHHO. CpaBHeHUe ¢ 90-bIM
JTHEM Pa3BUTHS XPOHMUYECKOTO TreraTuTa MokKaszano, 4yTo B 1- U 4-¢ JTHU MHKCT-
natosjoruu cojepxkanue ¢ochonaununos ObUI0 Bbille MOHOMH(DEKIMU Ha 41,6 U
28,3%, COOTBETCTBEHHO, a 3aTeM cHIkajioch Ha 10,8 u 5,8%.

Conepxanue XoJieCTepUHA MPU MHUKCT-TIATOJOTHUA OBbLIO BBIIIE HOPMBI Ha
11,8; 19.4; 39,2 u 35,4%, coorBerctBeHHO. CpaBHeHue ¢ 90-bIM gHEM
XPOHUYECKOTO TeMaThTa MoKas3ajao, 4To B 1-bIii A€Hb €ro CoJepKaHUe JIOCTOBEPHO
cHmkanoch Ha 12%, a Ha 7- u 10-¢ 1M — oBBIMAIOCh Ha 9,6 1 6,6%.

[Ipy MHUKCT-TIATOJIOTUU aKTUBHOCTH (hocdonunasbl A, Oblia BHIIIE KOHTPOJI
Ha 23,1; 20,5; 69,2 u 56,4%, COOTBETCTBEHHO, U HECKOJBKO BBIIIC ITOKA3ATEIIS
callbMOHEJIC3a.
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Koaddumment cootHomennss xonectepuHa W (HOCHOIUIUIOB  TPEBBIMIAT
KOHTpoJIbHOM Ha 24,1; 48,3; 33,3 u 26,9%, COOTBETCTBEHHO. DTH MOKA3aTEIN TAKKE
IPEBBIIAIA  PE3YyJIbTaThl OCTPOrO cajibMOHeIIe3a Ha 4-, /- u 10-e qHU pa3BUTHA
MUKCT-TIatoioruu — Ha 13,1; 33,3 1 26,9%. CpaBHenue ke ¢ 90-bIM THEM pa3BUTHSA
XPOHUYECKOIO TEMaThTa MOKa3aJl0 €ro CHUxkeHue Ha 1- u 4-¢ guu Ha 38 u 25,9%,
COOTBETCTBEHHO, U TOBbIIIeHUE HA 7- 1 10-¢ quu —Ha 24,1 u 13,8%.

PesynbTaThl nccnenoBanus coaepkanus GochOoTUIUI0B CIU3UCTON JKeITyaKa
IpU  OCTPOM CallbMOHEIIJIE3€ TOKa3ajau, 4YTO UX COACpKAHUE JTUHAMUYHO
CHUKAJIOCh OT KOHTPOJIsi: B 1-, 4-, 7- u 10-e mHU OHO OBLJIO HUXKE HOPMBI Ha &,5;
12,7;, 26,5 u 24,9% (P<0,001), coorBercTBeHHO. Takoe CHMKEHHE COICPIKAHHS
dochoaunuioB MOXKHO 0OBACHUTH akTHBHU3alMel (pocdonmmnaszsl A; BO BCe CPOKU
UCCIIeI0BaHMsl, HO 0co0eHHO Ha 7- u 10-e nuu pa3BuTus uHpexkunu — B 1,5 u 1,3
pasa oT KOHTPOJIS.

Conepxanue XoJieCTepUHa, HA000pOT, OBLIO BBIIIEC HOPMBI Ha MPOTSHKCHUH
Bcero uccienosanus - Ha 9,2; 14,7; 37 u 33,2%, cOOTBETCTBEHHO.

B pesynbrare pasHOHaNpaBICHHOTO U3MEHEHUS coaepkaHus GhochOTUINI0B
U XOJICCTEpHHA MX COOTHOIIEHHWE IMPEBBICHJIO MMOKAa3aTel MHTAKTHBIX >KMBOTHBIX
Ha 20,6; 31; 86,2 u 79,3%, COOTBETCTBEHHO.

HccnenoBanne CauM3UCTOM JKENIyJKa IIPU XPOHUUYECKOM TEIMOTPUHOBOM
renaTuTe I10Ka3ajo BOJHOOOpa3HOE CHIDKEHUE cojepKaHus (ochOTUIUI0B:
pe3Koe CHIKEHHE OT KOHTPOJIsl B Havauie uccienoBanus (60- u 90-wiit nuu) Ha 24,9
1 36%, COOTBETCTBEHHO, U HEKOTOpOE MpHUOIMKEHUE K HopMe - K 120-my quro. Ha
5ToM (oHe BbIsIBIeHa akTuBM3auus (ocdonunazer A,: B 1,8-1,5 pasa mno
CPaBHEHUIO C KOHTPOJIEM.

CopepxaHue XoJieCTeprHa MPEBHIIIaao KOHTpoiIb Ha 16,1 u 27% (60- u 90-
ble aHM). BeneactBue usMeHeHus copaepkanus (ochoIUNUI0B U XOJeCTeprUHA
U3MEHHIJIOCh UX COOTHoIIeHHe: Koadduruent xomn/da Ha 60-, 90- u 120-e nau ObLI
BbIllIe KOHTpOJIs B 1,5; 2 u 1,3 pa3a, COOTBETCTBEHHO.

MuKCT-TIaTOOTHS CONPOBOXKAAIACh HAPYIICHHUEM COJICpKaHUs XOJeCTEeprHA
u GochomunuIoB B CIM3UCTOM KWIIeuHuka. Tak, Ha 4-, 7- u 10-e¢ gHuU
coaepkanre ¢ochonmunuaoB OblI0 HIKe KoHTpois B 1,7; 1,9 m 2.5 pa3a,
COOTBETCTBEHHO; HIIKE IOKa3zaTesisi OCTPOro cajlbmoHesie3a — Ha 20,8; 21,7 u
41,7%. CpaBHeHue C pe3yJbTartamMu XpoHudeckoro renatuta (90-biil J1EeHb)
MoKa3ajgo, YTO B 1-bIi J€Hb Ppa3BUTHS MHUKCT-TIATOJIOTUM  COJICPIKAHUE
dbochomunuaoB npepsimanio Hopmy B 1,8 pa3a, a Ha 10-b1ii 1€HL OHO CHUXKAJIOCh
Ha 28,2%.

Conepxanue XOJeCTepruHa B CIM3UCTOM KHIIIEUHHKA Y KUBOTHBIX C MHUKCT-
narosioruei Ha 4-, 7- u 10-e gHU TOCTOBEPHO MPEBBIIIATIO KOHTPOJb Ha 11,5; 29,6
u 33,4%, coorBeTcTBeHHO. [l0 CpaBHEHHMIO OCTPHIM CaJIbMOHEIUIE30M OHO
JIOCTOBEPHO YBEJIWYMBAIOCH Julllb HA 10-i AeHb MUKcT—HaTosoruu - Ha 11,6%, a
¢ 90-pIM nHEM XpoHHYecKoro rematuta - oHo Ha 21,1 u 14,1% numxe (1- u 4-e
nHU), a Ha 10-e THU — HECKOJIbKO YBEJIMYUBAJIOCH.

AxtuBuzanus ¢docdonmmasel A, Obuta BbICOKOW: Ha 4-, 7- m 10-¢ nHH
JIOCTOBEpHO TpeBbliasio HopMy B 1,9; 34 u 4,6 paza, COOTBETCTBEHHO.
[IpeBbillieHHE TTOKa3aTeNEN OCTPOro caibMoHesuie3a coctaBuio 35,4 u 107% (7- u
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10-e num). Ilpu MHUKCT-maTonoruu akTUBHOCTH (pochonumnassl A, B 1- u 4-¢ qHH
obuia B 2,3 uw 1,8 paza Hmke, a Ha 10-if - Ha 28% BbIIIE IOKa3aTess
reJIMOTPUHOBOIO TeMaTUTA.

Koaddunment cootHomeHus xojecrepuHa/(pochoaunuaoB B CIU3UCTOMN
KHMIIIEYHHUKA MPYU MUKCT-TTATOJIOTHH Ha 4-, 7- u 10-e quu uccnenoBanus B 1,8, 2,5 u
3,2 pa3za, COOTBETCTBEHHO, IIPEBBIIIAJ MOKa3aTeIh KOHTPOJIBLHOU IPYIIIHI.

Conepxxanue (HocoIUUIOB B CIU3UCTON KUIIIEUHUKA MPHU CaTbMOHEIIE3HOM
nH(pEKIN OBUTO TOCTOBEPHO HIDKE BO BCE CPOKH HCCIIe0OBaHus: Ha 6,5; 24,9; 349 u
32%, COOTBETCTBEHHO, OT KOHTPOJIBHOTO MTOKa3aTelIs.

VYCTaHOBIEHO JAMHAMUYHOE TIOBBIIICHHE COACPKAHUS XOJIECTEPUHA OT
KOHTpOJIst HA 4-, /- u 10-e quu - Ha 4,9; 22,5 u 19,5%.

AxtuBuzanus ¢ocdonunazel A, 3apeructpupoaHa Ha 7- u 10-e aHHM: OHa
MpeBbIIIaia noka3areau HopMel B 1,8 u 1,7 pasa.

PasnonanpaBiieHHOe ~ HapyiieHue — cojepkaHus — GochONMNHUIOB U
XOJIECTEpUHA M3MEHUIIM COOTHOIIEHUE XOJ/(J: BO BCE CPOKU HCCIECIOBAHMS OH
OBLI BBIIIIE KOHTPOJIBHOTO Ha 7,6; 42,1; 82,7 n 72,6%, COOTBETCTBEHHO.

XPpOHMUECKUN TeIHMOTPUHOBBIM TEMaTUT TakKe HapyliaeT HOPMAaJIbHOE
cozepkanue xonectepura u pochonunuaos B causzuctoit. Tak, Ha 60-, 90- u 120-
BIC JHHU €ro pa3BUTHs cojaepkaHue dochomunumoB Obu10 Ha 25,8; 42,8 u 31,7%,
COOTBETCTBEHHO, HIKE€ HOPMBI. B 3TH e CpPOKH 3aperucTpUpOBAaHO IMOBBHIIICHHE
cojiepkanus xonectepuna: B 1,2- 1,3 pasa, a Takxe U akTuBuzamus Gocdonaumnasbl
Az B 2,9 u 3,6 paza Ha 60- u 90-pie OHU pa3BUTUA XPOHHUYECKOrO TEIMATHUTA.
KoaddummenT cooTHomenus xoJ1/¢u1 npesblal KOHTPoJIbHbIN B 1,7— 2,3 pasa.

N3MeHeHne moka3aresieil 3alIMTHOrO Oapbepa CJIM3HMCTON KeJyAKa M
KHIICYHUKA TMPH CaJbMOHe/UIe3HON HHpeKHUu HA (OHEe XPOHHUYECKOro
renatura. [Ipy MHUKCT-MATOJOTHM COAEpPKaHUE TEKCO3AMUHOB B CIIM3UCTOU
KEJTyJKa JOCTOBEPHO CHUXKAJIOCh OT KOHTpOJsi Ha 4-, 7- u 10-e¢ aHM ero pa3BuUTHA
Ha 27,6; 36 u 45,9%, coorBeTcTBeHHO. OT JAHHBIX OCTPOTO CaJIbMOHEIIE3a ATH
MOKa3aTeld CTAaTUCTUYECKH HE OTJIMYaIuCh, HO OBUIM BBINIE PE3YyJIbTaTOB
xpoHudeckoro renatuta (90-p1ii nenp) - Ha 17,7; 19,8 u 32,3%.

CopneprkaHue rekco3 BO BCE CPOKH UCCIIENOBaHMs ObLIM HIKE KOHTposis Ha 10;
17,3; 20 u 32,3%, cooTBeTCTBeHHO. OT JaHHBIX OCTPOIO CaIbMOHEIIE3a COACPKaHHE
TeKCO3 OTJIMYAJIOCh JuIb Ha 10-¢ THM dKcriepuMeHTa: ObUTO HIbKe HOpMBI Ha 15,4%.
Ho oHO 3HauuTeNnsHO MPEBBINIATIO MOKa3aTe XPOHMYECKOro remaruta - Ha 51,1;
38,9 1 34,3%, COOTBETCTBEHHO, 1-, 4-, 7-BIM JHIM HCCIIEJOBAHMSL.

ConepxaHue CHAJIOBBIX KHCJIOT BO BCE€ CPOKHM HCCIIEJIOBAHUS IMPEBBINIATIO
nokaszarenu KoHTtpoib — B 1,3; 1,9; 5,1 u 3,9 pasza, u mokazareau OCTpPOTo
canbMmoHesie3a — B 1,2; 1,3; 2,1 u 1,6 pa3a, COOTBETCTBEHHO.

Conepxanve (Qyko3bl TPU MHUKCT-TIATOJIOTUM OBLIO JIOCTOBEPHO BBHIIIE
KOHTpoJist Jumb Ha 10- neHp - Ha 58,7%. YBenuueHue e OT OCTPOro
canbpMoHesie3a Ha 1-, 4- u 10-e nHu skcniepuMenTa coctaBuiio 19,5; 27,2 u 52,5%,
cooTBeTcTBEHHO. [10 cpaBHEHHIO ¢ 90-bIM THEM pa3BUTHS XPOHUYECKOIO reraTuTa
oHO ObL10 JocToBepHO HUkE Ha 20,1 u 13,9%, cooTBeTcTBEHHO, 1- 1 4-My IHIO.

N3yueHnne cCOCTOSHUS 3alUTHOTO Oaphepa CIU3UCTON KHUIICYHUKA TPHU
CAJIbMOHEIIE3HOM MH(EeKMn Ha (QOHE XPOHMUYECKOTO TeraTuTa I[OKa3allo
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JIOCTOBEPHOE CHUXKEHUE COJEp>KaHUsI T€KCO3aMHUHOB M I'€KCO3 OT HOPMBI BO BCE
cpoku uccienoBanus B 1,2 u 1,13; 8 1,9 u 1,27; B 3,6 u 1,7; B 7,8 u 2,3 pa3za,
cooTBeTCTBeHHO. Elle Gosiee pe3ynbTaThl CHIXKAIMCH OT IMOKaszaTesled OCTporo
caapMoHese3a: Ha 4-, /-, 10-e nuu - B 1,5 u 1,1; 8 1,4 u 1,2; B 3,2 u 1,7 pa3sa,
COOTBETCTBEHHO.

ConepxaHre CHAJIOBBIX KHCJIOT U (PYKO3BI BO BCE CPOKHU HCCIIEIOBAHUS OBbLIO
JTIOCTOBEPHO TPEBBIIIAN0 KOHTPoJb Ha 20,3 u 26; 41,1 u 58,3; 102,4 u 192,7; 94,6
nu 232,3%, coorBercTBeHHO. Il0 CpaBHEHHI0O C OCTPBIM CaJIbMOHEIIE30M
MOKa3aTeNId CUAJOBBIX KUCIOT MPEBBIIATN UX JIUIIb HA 4-U JI€Hb SKCIEPUMEHTA
Ha 19,8%, a comepxkaHue (Gpyko3bl ObUIO BBIIIE BO BCE CPOKH HMCCIICIOBAHUS: Ha
17,5; 20,6, 30,1 u 30,2%.

B mecroit rnaBe auccepranuun «W3MeHeHHe MoOKa3aTelieil anonro3a B
AUHAMHUKE Pa3BUTHA CAJIbMOHeJIe3HON HHpeKIHH HA (POHEe XPOHHUYECKOIO
reJJMOTPUHOBOIO0 TeMaTHTA» IIPU PA3BUTHH CaJIbMOHEUIC3HOW HMH(EKIIMH Ha
(dhoHEe XPOHUYECKOTO TeIIMOTPUHOBOIO TeraTUTa HabIIoAanoch 00Jiee BEIPAXKEHHOE
YBEJIIMUCHUE HW3YUYECHHBIX I[IOKazaTesied, YeM y JKUBOTHBIX TOJBKO C
CaJIbMOHEJIIC3HOW WH(EKIMEH WIM XPOHHUYECKUM T'€IMOTPUHOBBIM T'€HNATUTOM.
Conepxanune WMJI-1b, NJI-2, NJI-6 B 1-, 4- u 7-¢ OHM TPEBBIIIAIO TOKA3aTElb
MHTAKTHBIX >KUBOTHBIX COOTBETCTBEHHO B 2,3; 2,71 3,2;82,5,;31u3,3;82,1;26 1
2,5 pa3za. Haun6Goiee BeIpa)keHHOE YBEITMUYCHUE UX COJICPKAHUSI PETUCTPUPOBAIIN Ha
10-i# meHb skciepuMenTa: B 4,5, 4,3 u 3,6 pa3a, COOTBETCTBEHHO.

[Tokazarenu WHTEPICHKUHOB MPHU MHUKCT-MATOJOTMHU TPEBBIIATN JIaHHbIC
MOHOTIATOJIOTUN BO BCE CPOKH MICCIICIOBAHHUS:- OCTPOTO CalbMOHeIe3a - B 1,6-3,6
(NJI-1b) pasa, B 1,6-2,5 (NJI-2), B 1,6-2,9 (MJI-6) pa3a; - renatuta (90-b1ii 1eHB) -
B 1,15-2,3 (1JI-1b) pa3a, B 1,2-2 (1JI-2) pa3a. Coaeprxanue NJI-6 moBeImanock Ha
4-,7-u 10-e quu - Ha 33,6; 51,2 1 89,8%, COOTBETCTBEHHO CPOKaM.

[Tpu mukcT-atogorun M30bITOK uToxpoma C erie 6oJiee yBEIIMUUBACTCS OT
HOPMBI BO BCE CPOKM uccienoBanus: Ha 152,5; 201,3; 232,5 u 283,8%. Takoe xe
3HAUUTENIbHOE YyBeau4YeHue muToxpomMa C yCTaHOBIIEHO TMPU CPABHEHUH C
MoKa3aTeIsIMH XpoHUYecKoro remaruta (90-b1it 1eHb).

Conepxxanue p53 B CHIBOPOTKE KPOBH KHUBOTHBIX C OCTPBIM CaJIbMOHEIIE30M
Ha (OHE XPOHUUYECKOTO T'eIMOTPUHOBOTO TI'elaTUTA MPOTPECCUBHO CHIIKAIOCH OT
HOpMBI Ha 1-, 4-, 7- u 10-e quu Ha 34,1; 43,5; 59,3 1 67,8% COOTBETCTBEHHO.

MBI yCTaHOBWIM 3HAYUTENILHOE TOBBINICHUE cojiepkanus Bcl-2 B chIBOpOTKe
KpoBH Ha 1-, 4-, 7- u 10-e AHU pa3BUTHUA MUKCT—TIATOJIOTHH - B 5,5; 6,5; 7,3 u 8,5 paza
OT uHTakTHOM rpymmsl: B 1,7; 1,6; 1,4 u 1,4 pa3za Bblle, 4eM Npu CaIbMOHEILIE3E, U
B 1,2; 1,4; 1,6 u 1,8 paza COOTBETCTBEHHO BBIIIIE, YEM IIPU IEMATUTE.

PesynbraTel uccnegoBanus coxaepxkannss PHO-o y KMBOTHBIX C OCTpOU
caJbMOHeJJIe3HONW MH(peKkIuel Ha poHEe XPOHUYECKOTO0 MeTMOTPUHOBOTO TemaTuTa
MOKa3aJio JOCTOBEPHOE yBEJIMUEHUE ero coAepkanus. Tak, Ha 1-, 4-, 7- u 10-e nau
SKCIIEpUMEHTA OHO MPEBBIIANIO 3HAYCHUS MHTAKTHBIX KUBOTHBIX B 4,5; 5,2; 5,7 u
6,2 pa3a, COOTBETCTBEHHO. OTH IIOKA3aTEJIM TaKXE€ IMPEBbIIAINA 3HAYECHUS
CaTbMOHEIIIE3HBIX KphiC B 3,2; 2,3; 3,2 u 2,3 pa3a, a TOKa3aTelu TenaTUTHBIX
KpbIC — B 1,9 1 2 pa3a (HauOoiiee BbIpa)XKEeHHOE MOBBIIIEHHE HA 7- U 10-ble JHM).
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Ha ocHOBe TOy4eHHBIX PE3yJIbTATOB MbI Pa3paboTalii CXeMy MOJIEKYJISIPHBIX
MEXaHU3MOB Pa3BUTHsI MATOJOTUYECKOTO IMpolecca MPU OCTPOM CaJIbMOHEIUIC3HOU
uHekmu (puc. 1).

Nudpexuuonnsiii pakrop u
MPOAYKTHI €ro

JKH3HeIesITeJIbHOCTH
AKTHBanusa -
XeMOTAKCHCA OxucIuTeILHLIN CTPece,
aucOaIaHC BCUCTEMA
J 0] AO3
IlepBUYHBI HMMYHHOH OTBET, ‘l’
aKTHBALMSA HUTOKHUHOB
(unTepaeiikun 1p) HNunyknms INOS,
THINEPIPOAYKIUSA
J, NMEPOKCUHUTPUTA
Pa3Burue »1:
BOCHIAJIUTEIHLHOTO
HecTpykuust
oTBeTA
MeMOpaHHBIX
\ CTPYKTYD,
JHeprogeUUUT U
AKTHUBH3ALIUA
MHUTOXOHAPHUAJTBHOI'O
NYTH aroInTro3a
1.HapymieHue  CTPYKTYpPHOM
OPraHM3aluN KJIETOK.
2.Hapymenue OapbepHoOii
pyHkumu
3.Cuuzkenue MOC
Pa3BurHe 3HI0TOKCEMHUH
4 IloBpexaeHne HYKJIEHMHOBBIX
KHCJIOT, noaaBJieHne
NpoIeccoB penJinKanum,
penapanyu, TPAHCKPUIIIUN H
TPAHCJISAIHT

Puc. 1. Mexanu3m pa3BuTHS arnornTo3a B CIU3UCTON 000JI0UYKE KEITyT0UHO-
KUIIEYHOTO TPAKTa MPH CaJTbMOHEIUIE3HON HH(EKINN
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BozneiictBue mH(pEKIMOHHOTO (DaKTOpa SBISAETCS ISl OpraHu3Ma CTPECCOM,
IIOTOMY aIlOITO3 3aIyCKAETCsl HECKOJIBKUMH Iy TSAMMU:

1) nHpeKkMOoHHBIN (HAaKTOP KOMIIEHCATOPHO YCUIIMBAET XEMOTAKCUC BCIIEICTBHE
pE3KOM aKTHBM3ALMU Ba)KHOIO MPOTHBOBOCHANIMTENbHOro LuTokuHa WJI-1B. Otn
IPOLIECCHl  YBEIMYMBAIOT TPOHUIIAEMOCTh MEMOpaH »HJOTENHUS, IUIA3MOparui,
TPaHCCYJAllMM C TIOCHEAYIOIIEH OKCCyJalMeld, 4YTO BBI3BIBAECT  YCHJICHHOE
MOCTYIUICHHE B KJICTKH BOJBI M HOHOB HATpHs, akTHBM3ammio Ca’’-3aBHCHMBIX
(epMEHTOB U MOBPEXKICHUE KIETOYHBIX M CYOKIETOYHBIX MEMOpPaH SMUTETUOLUTOB C
BbIX0/I0M UTOXpoMa C 1 aKTUBU3aUEN MUTOXOHIPHUATIBHOTO ITyTH alloITo3a;

2) py pa3BUTUHU OCTPON CAITbMOHEIJIE3HON MH(PEKIINU NHPEKIMOHHBINA (haKTop
Y IPOYKTBI €r0 KU3HEAESATETbHOCTH BbI3bIBAIOT PA3BUTUE OKHCIUTEIBHOIO CTpPECCa,
yewmBaror [10JI, camkator aktuBHOCTH (pepmeHToB AO3, unmykimio INOS;
YCUJIMBAIOT ~NPOAYKLHMIO  BBICOKOPEAKIIMOHHBIX  MEPOKCHHUTPUTOB.  M30BITOK
aKTUBHBIX ()OPM KHCJIOPOJa NPUBOJIUT K BbIXOLy 1uToxpoMa C U3 MUTOXOHAPUS U
pa3BUTUIO BHeproje@uuuTa. YKa3aHHbIE IPOLECCHl HApyLIalOT CTPYKTYPHYIO
OpraHU3alMIo0 CIM3UCTOM KeTyAKa M KHUILIEUHHUKA, 3alIUTHO-0apbepHYyIO (PYHKIIMIO,
aKTMBHOCTh MOHOOKCHUT'€HA3HOM CHUCTEMBI CIM3UCTOM, U 00E3BPEKUBAIOIIYIO
¢yHKIMI0. DTO, B CBOIO Ouepeib, NpuBOIUT K nospexaeHuto JITHK, nmonasneHuro
pEIUIMKALIMY, perapaluiy, TPAHCKPUILIUK U TPAHCISALMU, O0OYCIIOBIUBAsI CHIKEHHE
penapaTUBHOIO MOTEHIIAANIA.

Ha wnam B3misin, Opu OCTpOM  CadbMOHEIUIE3HOM WH(EKIMU arorTo3
AIUTEINOLUTOB TacTPOAYOJEHAIbHOW 30HBI B OOJbBIIEH CTENEHH OOYCIOBIEH
aKTUBHU3aLMEd MUTOXOHAPUAIBLHOTO MyTH. AKTHUBU3ALMS XEMOTAKCUCA, PA3BUTHE
MEPBUYHOTO  MMMYHHOTO  OTBETa, AKTHBU3ALMS  LMUTOKMHOB  BBI3BIBAIOT
BOCHAJMTENIbHBIA OTBET, yMepIIHe OaKTEpUH NPHUBOAAT K SHIOTOKCEMUHU.
BcnienctBre 3TOro 3amyckaercs anonTo3 Mo MUTOXOHAPUATLHOMY MYTH.

MexaHu3M anonTo3a B CIM3UCTOM XKEIyAKa U KHIIEYHUKA IPH XPOHUYECKOM
TeJIMOTPUHOBOM T'eIIATHTE UMEET CBOU 0COOCHHOCTH (pHC. 2).

Mpbl cuuTaem, 4TO JUIMTENBHOE BO3JCHCTBHE TOKCHYECKOIO AareHra,
AKTUBU3UPYsI IMMYHHYIO CUCTEMY B PAaHHUE CPOKH, B MOCIEAYIOIIEM IIPUBOIUT K
ayTOMMMYHU3alMU C BbIpaXXKeHHOU skcnpeccuel nuToknHoB @HO-a u NJI-6. Onu
ONPENENSAIOT CHCTEMHOE IOBPEXKICHUE OPraHOB M TKAHEHW, YCKOPEHHE UMMYHO-
OMOCPEAOBAHHOIO IMYTH arolTo3a KIETOK OPraHOB M TKaHEH, B TOM YHUCIE H
SIUTEINOLUTOB CIU3UCTON OOOJIOUKM KENyJKa U KHUIIeYHUKAa. B COBOKyNMHOCTH
OHM CHWXAIOT CHUHTETUYECKHE MPOLECChl, 3aMEJISIOT MPOLECCHl pernapanuu B
kjeTke. HepoctaTouHblil CUHTE3 CTPYKTYPHBIX KOMIOHEHTOB MEMOpPAH CIM3UCTOM
000JIOYKH CHHUXAET HUX OapbepHYI (YHKIMI0O M YCHUIMBAET MOCTYIUICHHUE
TOKCUYHBIX META00JUTOB B KPOBOTOK.

C [npyroil CTOpOHBI, TOJ BO3ACHCTBUEM HMMMYHOOIIOCPEIOBAHHOIO
MEeXaHM3Ma afonro3a B KIETKaX CJIU3UCTOW OO0OJOYKHM aKTHUBU3UPYIOTCS
CBOOOJHOPAIMKAIIBHBIE TPOIIECCHI, pa3pyllaiiue MeMOpaHHbIE CTPYKTYpPbI
KJIETOK. DTO YTHETaeT MUTOXOHAPUAIbHBIA U MUKPOCOMAJIbHBIM IyTH OKUCIIEHUS,
oOycloBnMBasi 3HEProAePUIUT U 3aMeUIeHHE MPOIECCOB OHOTpaHCHOpMAaIIH
KCEHOOMOTHKOB, 4YTO TAaKXe TMPUBOAUT K CHIDKEHHIO OapbepHON (yHKUIUU
CIIU3UCTOM.
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Toxkcuuecku paxkrTop

y

AKTHUBHU3aIUs UMMYHHBIH

CHCTEMBI
v
AyTOMMMYHH3ALUA
v ¢ aktuBuzanueid PHO-q, i 8
Cucremnoe NJI-6 u ap. ®opmupoBanme
HOBPEK/CHUE 1O \1, XPOHHYECKOr0
BO3/1€HCTBHEM HMMYHOAE(PUIUTHOTO
ayTOAHTHTET | ™ NMMyHHO- / -
OIOCPeI0BAHHBIN
MEXaHN3M anomnrTo3a ‘1’
CO KKT
AKTHUBH3alLUA
CHuxenmne OPO-p
CHHTETHYEeCKUX
NpoueccoB 1 l,
Npoleccon AxtuBu3zanusa CP
penapauuu B NPoLECCOB AKTHBH3a1UA
CRETTATSS l (¢popmupoBanus
HE3PeJIoro KoJJIareHa
‘ll MensieHHOe pa3pylieHue ‘1,
HenocraTtounbii MeMOPaHHBIX CTPYKTYP
CHHTe3 Hennddepen-
CTPYKTYPHBbIX l IMUpPOBaHHas
koMnoHeHnToB CO AHCILIA3HSA
JHeproaepuuuT U COEeIMHUTEIbLHOM
CHUKeHHe (papMaKo- TKAHM C PA3BUTHEM
MeTa00Iu3HPYoLIeH TUCPYHKIUH
GyHkumnn IHAOTEIUA

|

CHukeHue 0apbepHbIT
¢pynkunu CO

Puc.2. MexaHu3m pa3BUTHs alloNTO3a B CIU3UCTOM KETYJOYHO-KUILIEYHOTO

IIPY TETMOTPUHOBOM ITOPAKEHNUHN ITEYECHH
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Bmecte ¢ Tem He crnemyer 3a0bIBaTh, YTO MPH XPOHUYECKOM MOPAKCHHUH
[EYEHNU TOCTENEHHO (OPMUPYETCS MMMYHOAECPUIMTHOE COCTOSIHUE, OIpPENessis
akTUBH3aIMl (akrtopa pocra GudpodiactoB, GOpPMUPOBAHHUE HE3PEIOTO
KoJIareHa, Heau(p(epeHIMpPOBaHHYI0 [UCIUIA3HI0 COCAUHUTEIbHOW TKaHU C
pa3BUTHEM AUCPYHKUMU SHAOTENHs. ECiM B 3TUX yCIIOBUSAX B MEUYEHU HAUYMHAIOT
(opMupOBaTBCA LUPPOTUYECKUE TPOLIECCHI, TO B TKAaHAX CIU3UCTOU OOO0JIOUKH
Kellylka ¥ KUIIEYHWKA M3-32 HapyLIEHMs] JIOKAJbHOW TIeMOJMHAMUKU
YMEHBIIAETCS MOCTYIUIEHUE MHUTATENIbHBIX BEUIECTB U KUCJIOPOJA, 3aMEUISIIOTCS
npoleccsl npoaudepauuy U penapaTuBHON pereHepaluny, Onpeaesss TEM CaMbIM
cHIbKeHue OapbepHoil ¢GyHKIMU. Co3qaeTcsi MOPOUHBIM KPYr B CIM3HCTOM, YTO
erie OoJIbIIIe YCKOPSIET allONTOTHYECKHE mpoliecchl. Ecian B mepBoM citydae MOKHO
OBLJIO OTPaHUWYMBATHCSA JIMKBHJIAUUEW WH(EKIUMOHHOro (akTopa, TO B JTAHHOM
ciyyae OoJiee 1enecoo0pa3HO PEKOMEHIOBaTh Ipenaparbl, YCKOPSIOUIUE
CUHTETUYECKUE TIPOLECCHI, AJIs MOAEPKaHUSI HOPMAIbHOI'O COCTOSIHUS CIIU3UCTON
000JIOUKH JKETyJKa U KUIICUYHUKA.

3ayacTyto, HWH(QEKIMOHUCTHI HEe oOpamawT 0co0oro BHUMAHHUS Ha
COINYTCTBYIOLYI0 TATOJOTHIO IMEYEHM IpU JAuapeiHbIX 3abosieBaHusx. OHa
HaKJIa/JbIBaC€T  ONPEJCJICHHBIM  OTMEYaTOK Ha  KJIMHUYECKOE  TEYEHHE
CaJIbMOHEJJIE3HON MH(EKLINHU U CTENEeHb BOCCTAHOBJICHHUS CIU3UCTON O0O0JIOUKH
nocje MepeHeceHus AAHHOro 3aboneBaHus. [IpoBeneHHbIE HAMM HCCIEIOBaHUS
MOKa3aJId BIUSHUE renaTto-OMIMapHON MaTOJIOTUU Ha TEYEHHE CaIbMOHEIUIE3HOM
uHdekuuu (puc. 3).

[Ipn pa3BUTUU XPOHUYECKOTO HWMMYHOACHHUIIUTHOTO COCTOSIHHS, KaKHM
SIBJISIETCS XPOHUUYECKUN TemaTuT, UHPEKIIMOHHBIN (pakTop eire Oojee pa3pyliaet
CIIM3UCTYI0 O0O0JOYKY >KEeIyAOYHO-KMIIEYHOro TpakTta. Ha Ham B3rasg, 310
CBSA3aHO, BO-TIEPBbIX, C HATMYUEM UMMYHOOIIOCPETOBAHHOIO MEXaHU3Ma aronTo3a
AIUTENIMOLMTOB KENyJIOYHO-KUIIEUHOTO TpakTa, 4YTO OINpeAesieT HHU3KYIO
OTBETHYIO peakiuio Ha MHPeKuo. BMecTe ¢ TeM, Mbl HaOII01aau BhIPAKECHHBIH
aucOaIaHc B CUCTEME HUTOKUHOB. MBI CUMTaeM, UTO OH BBI3bIBACT (POPMUPOBAHUE
HE3aBEPIICHHOTO (harouuTo3a 1, Kak cleACTBUE, XPOHUUYECKOE TeUeHNEe NHPEKIUN
WJIN HOCUTEJIBCTBO.

Bo-BTOpBIX, Kak ObUIO OTMEYEHO paHee, MHPEKIUOHHBIN (aKTOp YCKOpSET
MHUTOXOHIPHUATbHBIN IIyTh aroIro3sa, KOTOPBIH, BMECTE c
UMMYHOOIIOCPEIOBAHHBIM MEXaHU3MOM aIoNTo3a, HHIAYLHUPYET YCKOPEHHYIO
ru0eNb  AHAOTEIHOIUTOB. 10 00ycnoBieHo runepakcnpeccuerr INOS wu
THNEPIPOAYKIIHEH MEPOKCHHUTPHUTA U APYTUX aKTUBHBIX (OPM KHUCIOPOA.

OHU CcHIOCOOCTBYIOT pa3pyLICHUIO CTPYKTYPHBIX KOMIIOHEHTOB MeMOpaH, H,
KaK CIJIEJICTBUE, PAa3BUTUIO BBIPAKEHHOIO JHeproae@uiMTa U IMOJaBICHUIO
npoueccoB AeTokcukauuu. O6a 3TUX (QakTopa YrHETalOT CUHTETUYECKUE
MPOLIECCHl B AMUTEIUOLNTAX, MPOLECCHl pernapanyuy U pereHepannu, 0apbepHyro
(YHKIMIO M MOBBIIAIOT MOCTYIUICHHE TOKCMHOB U3 KHUIIEYHHKA, OOYCIIOBIMBAs
pa3BUTHE DHJOTOKCHKO3a. Hammume ero emé Oomplne ycKopsieT Trubenb
ANUTEINOLUTOB, CO31aBast MOPOYHBIA KPYT.

Ha nam B3risan, npu coyeTaHuu ABYX MATOJOTUN Oosiee MpeanoYTHTENIbHBIM
ABIIETCS JUKBUAAIMS MH(YEKIMOHHOTO (akTopa Ha (OHE MPOBEICHUS MOIIHON
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MeMOpPaHOCTAOMIM3UPYIOUIEH Tepanmuu, YTO MO3BOJIUT, BO-TIEPBBIX, H30€XKAaTh
TOKCHUYECKOE BJIMSHHE AaHTUUH(QEKIMOHHOW TEpaluyd Ha II€YeHb, BO-BTOPBIX,
IPEeJOTBPATUTh WU 3aMEIJIUTh allONTO3 KIETOK CIM3UCTON 000IO0UKH JKEITyJKa U
KUILIEYHHKA.

NudexumoHHbIN
Toxkcuueckun paxrop daxTop
AmmyHoeumnTHOE MuToxoHApHAIbHbIN
o — MYTh anonTo3a
‘l' lNunepnpoxykius
NmmyHoonmocpenoBan NMEPOKCUHUTPUTA H
HbIN MEXaHU3M N\ Yckopenue APYTrUX AKTUBHBIX
anonrosa ruoeu A PaaMKAJIOB KHCJIOPOAA
\1, MUTEJTMOLMTOB \1'
C A
R Pa3pymenue
LU CTPYKTYPHBIX
HMMYHHOI'0 OTBETa HA KOMIIOHEHTOB
HH(peKUHIO0 onomeMOpaH

- {

AucOananc B cucreme
HIUTOKHHOB Cuau:xkenne MOC u
\l' BbIPAKEHHBbIN
3HeproaeuIUT
dopMHpOBaHHE
He3aBEePUICHHOI0 \l,
(barourosa CHuoxeHnue
\1, CHUHTETHYECKUX
byHxumit

XpoHnyeckas UHPEeKIUA

1 HOCUTCJIBCTBO

Puc.3. MexaHu3m pa3BUTHA anonTo3a B CIIU3UCTON 000JIOUKE KEITYyT0UHO-
KMIIEYHOT'O TPAKTA TP MUKCT-IIaTOJIOTHH
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SAK/IIOYEHUE

Ha ocHoBe mMpoBeACHHBIX HCCIIEIOBAHUN MO JOKTOPCKOW AMCCEpTallid Ha
TeMy «Poiib (pakTOpOB amonTo3a i peaau3aluy 3alUuTHO-0apbepHO (yHKIUU
CJIM3UCTON OOO0JIOUKH KENyJKa U KUIICUHUKA TIPU CAIIbMOHEIUIE3HON MH(EKIMUH
XPOHUYECKOM TEMaTUTE» MPEICTABICHBI CIETYIONIUE BHIBOIbI:

1. Pa3ButHe ocTpoil cambMOHeMIe3HOW MH(]EeKun Ha (HOHE XPOHHUECKOTO
MOPAKEHUS II€YEHU B KPOBH, CIM3UCTBIX O00OJOYKAX KEIyAKa U OCOOEHHO
kuieyHuka Boei3biBaeT B cucremax [1OJI, AO3, MOC, okcuaa a3ota, UIMMYHUTETA,
B CTPYKType CIHM3UCTOM HapylleHus, Hauboyiee 3HAYUTENbHBIE, YeM TpHU
MOHOMATOJIOTUAX (OCTPOM CATIbMOHEIIIE3E WIIA TEIMOTPUHOBOM IE€NIAaTUTE).

2. Ha cucteMHOM M JIOKQJIbHOM YPOBHSX MPH Pa3BUTUU MHKCT-TIATOJIOTHH
HapyllaeTcs CUCTEMa OKCHJA a30Ta: YTHETEHUE OHHAOTEIUAIbHOW, WHAYKIUS
UHAYIUOENbHOM  CHUHTa3, pPE3KOe HAKOIUIEHHE IMEePOKCUHUTpUTA,  Ooiiee
BBIPA)KEHHOE B CIM3UCTON KUILIEYHUKA.

3. WureHcudukanus cBOOOJAHOPAJAMKAIBHBIX MPOLIECCOB B  CIU3UCTON
000JI0UKE TacTPOAYOACHAJIBHOW 30HBI KpBIC C MHUKCT-NIATOJOTUEH CHIDKAET
CoJIepKaHue U aKTUBHOCTh ()EPMEHTOB MOHOOKCUT€HA3HOIN CHCTEMBI.

4. Pa3BuTHEe CcaJbMOHE/UIE3HOM MHPEeKuuu Ha (OHE XPOHUUYECKOTO
NOPAXKEHUSI MEYEHU XapaKTEPHU3YETCsS HAPYLICHHEM CTPYKTYPHBIX KOMIIOHEHTOB
CIIM3UCTON TacTPOAYOJCHAIIBHOM 30HBI, KOTOPOE MPOSIBISETCS aKTUBU3ALMEH
dochonunazel Ap;, CHUXKEHHEM cojaepxaHusi (ocPOIUNUIOB, HAKOIUICHHEM
XOJIECTEPUHA, TUCOATAHCOM YIJIEBOJHBIX KOMIIOHEHTOB.

5. Ilpm MUKCT-IaTONOrMU YCTAHOBJIEHBI Oo0Jiee BBIPAXKEHHAs SKCIPECCUs
NJI-1b, NJI-2, NJI-6, pe3koe Bo3pacTanue coaepxkanrue ®HO-a, 4o yka3piBaeT Ha
BAXHYIO POJIb UMMYHHOW AUCHYHKIIMU B TMOBPEXKIACHUU 3alIUTHBIX CBOMCTB
CJIM3UCTOM TacTPOAYOACHAILHON 30HbI, TEUEHUU U UCXO0/1€ 3a00JIeBaHUS.

6. B CBIBOpOTKE KpOBH KHUBOTHBIX C MHUKCT-TIATOJIOTHEH MPOTPECCUBHO
CHIDKaeTCs conepkanue pS3, yposens ke Bcl-2 mporpeccuHo Bo3pacraet (Ha 10-
i neap 67,8% u 8,5 pasza, coorBeTcTBeHHO). COBOKYITHOCTh M3MEHEHUM IIPO- U
AQHTHUAIIONITOTUYECKUX OCJIIKOB  CIOCOOCTBYeT BbIXoay ImToxpoma C wu3
MUTOXOHJPHUI U JOCTOBEPHOMY YBEIMYEHHIO €I0 COAECPKAHUS B CBIBOPOTKE KPOBU
Ha 182,7% 10-ii nenb s3xcriepuMeHTa. BoIpak€eHHOCTh 3TUX U3MEHEHUMN 3aBUCHUT OT
CpOKa HCCIIeIOBaHUS.

/. Ilpm ocTpoil canbMOHEIJIE3HOW HMHQPEKIMH aronTo3 SMHUTEIHOLUTOB
racTpoAyOJeHANIbHOW 30HBI B OOJBIIEH CTENEHUW OOYCJIOBJICHO AaKTUBH3aLUEH
MUTOXOHJpPUAJIBHOTO NyTH. B TO e BpeMs NOpH IJIUTEILHOM JEHCTBUU
reJIMOTPUHA HapsALy C TMOPaKEHHEM II€UYEeHU Pa3BUBAIOTCA ayTOUMMYHHBIE
MPOLIECCHI C BBIPAXKEHHOM 3Kcnpeccuend uTokunHoB ®HO-a u MUJI-6, uto yckopsiet
MMMYHOOIIOCPEOBAHHbIE ITyTH allONTO3a KJIETOK OPraHOB M TKaHeu. Bo3nelicTeue
HH(DEKITMOHHOTO (PaKkTopa Ha (POHE XPOHUYECKOTO TMOPAKEHUS MEUYCHU OKa3bIBaeT
Oojee paspymiaroinee ACCTBHE Ha CIM3UCTYI0 OOOJOYKY JABYMS MyTSIMU:
MMMYHOOIIOCPEIOBAHHBIM M MUTOXOHAPHAIBHBIM MEXaHH3MaMHU  arolTo3a
ANUTEINOLUTOB raCTPOAYOAE€HATBHOU 30HBI.
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INTRODUCTION (abstract of doctoral dissertation)

The urgency and relevance of the theme of dissertation. According to the
World Health Organization (WHO), every year more than 1 billion of people all
over the world suffer from acute intestinal infections (All), of which 65-70% are
children of the age under 5 years. Additionally, lots of All are followed by
considerable number of complications which typically worsen the prognosis of the
disease. Among All of bacterial etiology one of the leading positions is occupied
by salmonella.

Uzbekistan is a region where widespread chronic hepatitis and acute intestinal
infection. According of the Center for State Sanitary and Epidemiology
Supervision of the Republic of Uzbekistan incidence of the All over 2010 — 2014
years totaled 111.6 — 122, of Salmonella infection - 2.2 - 4.6, and the incidence of
hepatitis A - 98.3 - 135.9 per 100 thousand of people.

To date, despite the fact that the given number of practical work on the results
it was shown that the infectious process is accompanied by multilevel
disorganization of the immune system, one of the fundamental mechanisms for
maintaining homeostasis and regulation of cells is genetically determined
programmed cell death (apoptosis). This allows activating of self-destruction of the
cell in the event of pathological situation. From the standpoint of apoptosis can be
explained the development of many human diseases since an imbalance between
proliferation and programmed cell death causes pathological changes in organs and
tissues,chronization of infectious processes, including viral ones.

There are established lots of various forms of both trigger factors of apoptosis
and mechanisms for the implementation of programmed cell death. However, the
molecular basis of the induced dysregulation of thanatogenic program of cell is
unclear. Revealing their features will enable a deeper understanding of pathogenesis
and creation of new therapeutic and preventive technologies of maintaining of
organism’s protective systems in conditions of chronic viral infection.

The more detailed study of the role of apoptosis factors of mucous membrane
(MM) in the successful defense, especially in the common in our country mixed
pathologies, allows working out early diagnostic algorithm and optimal treatment
that determines the urgency of chosen theme of dissertation.

This research work was composed in accordance with the objectives set out in
the Decree of the President of the Republic of Uzbekistan "On measures to further
deepening of the reforming of the health care system™ Ne PD -1652 dated 28
November 2011 [i.e. withprovidinga wide availability and high quality of medical
care in accordance with modern requirements and standards] and Ne PD-2133
dated 19 February 2014 «About the state program "Year of Healthy child"».

Relevant research priority areas of science and developing technology of
the republic. This work was performed in accordance with the priority areas of
science and technology of the Republic of Uzbekistan and VI. “Medicine and
pharmacology” in the Republic in the limits of SSTP-9 “Development of new
technologies of prophylaxis, diagnostics, therapy, and rehabilitation of human
diseases”.
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A review of international researches on the topic of dissertation. Research
work on the study of mechanisms for the implementation of apoptosis in the
development of infectious diseases, aimed at establishing the molecular
mechanisms are carried out in a number of large medical centers and higher
educational institutions such as the University of Rochester, The University of
Chicago, Illinois, Center for Substance Abuse Research Temple University School
of Medicine, Stanford University (USA), Queen's University, Kingston, Ontario
(Canada), Institute of Bioscience, University of Putra (Malaysia), College of
Medicine, Alnahrain University Iraq (Iraq), Institute for Molecular Bioscience, The
University of Queensland, The University of Melbourne (Australia), Institutfiir
Klinische Chemie und Pathobiochemie, Technische Universitit Miinchen,
Departments of Pediatrics and Medicine, Institutef or Infection Biology, Institute
of Molecular Medicine, University of Diisseldorf (Germany), University of
Lausanne, University of Bern (Switzerland), University of Padua (Italy), Medical
Center, Haifa (Israel), Tashkent Medical Academy (Uzbekistan).

We obtained the following scientific and practical results on salmonellosis,
chronic hepatitis and mixed pathologies, including: proven stability of the
intracellular pathogen Salmonella Typhimurium (Center for Substance Abuse
Research Temple University School of Medicine, Philadelphia); determined an
immune response to Salmonella Typhimurium, identified functional redundancy
production of interferon-gamma (The University of Melbourne, Parkville,
Victoria); proved activation of p53 acetylation in epithelial cells of intestinal
when exposed bacterial toxin (University of Rochester, NewYork; Karolinska
Institutet, Stockholm); Salmonella Typhimurium use as a bacterial vector in the
creation of anticancer drugs that induce apoptosis of neoplastic cells (Institute of
Bioscience, University of Putra); installed induction of apoptosis in viral hepatitis
C which promotes liver damage (Institute of Molecular Medicine, University of
Diisseldorf); substantiated correlation of apoptosis of the liver cells in chronic
hepatitis C with histological indices (Department of Pathology, University of
Padua); proven relationship of expression of Bcl-2, Bcl-X (L), Bax, tumor necrosis
factor alpha (TNF-a) with disease severity (Medical Center, Haifa).

The function of the protective mucosal barrier of gastrointestinal tract is
studied on a number of priority areas in the world, including: profound study of the
molecular mechanisms of the mucous membrane of the stomach and intestines
resulting in apoptosis; pathogenetic substantiation of the mechanism of apoptosis
occurrence in the mucosa of the gastrointestinal tract with Salmonella infection,
chronic hepatitis and mixed pathology, depending on the timing of development;
elaboration of pathogenetic grounded modern diagnostic methods based on
mechanisms of apoptosis; definition of the biochemical processes occurring in the
body; optimization of preventive and pathogenetic diagnosis, and therapeutic
measures carried out at mixed pathology.

The degree of study of the problem. According to WHO, the proportion of
chronic hepatitisis more than 1.3 billion cases per year (Pavelkin V.F. et al., 2008).
An important link in the pathogenesis of salmonellosis is a damage of tissue
homeostasis of MM of gastrointestinal tract; at this, the involvement of large
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intestine is observed in 62-82% of cases (Tronov V.A., 1999). The Republic of
Uzbekistan is a region with a high incidence of chronic viral hepatitis (Krotov M.
L. et al., 2003; Abdurakhmanov D.T., 2010). In recent years, widespread chronic
hepatitis and cirrhos is of mixed etiology (Isayeva N.V. et al., 2013; Isayeva N.V.,
Tryasolobova M.A., 2014). Reinfection of other etiology accelerates
decompensation of liver function and can lead to death of the patient (Miyamoto
Y. et al., 2000; Lata J., et al., 2005). This condition is aggravated by syndrome
subcellular bacterial growth, changing of their spectrum and increasing
aggressiveness, which reduces the effectiveness of treatment (Latifi S. et al., 2004;
Garbuzenko D., 2007). The special place in this issue is given to the risk of the
development of infectious complications in patients with chronic hepatitis (CH)
combined with salmonellosis (Ammori B.J. et al., 2003; Gharib J. F., Rizopulu
A.P., 2012).

The main reasons of MM violations are hyperemia and venous stasis, which
greatly destabilize the cellular and intracellular membranes of MM; violate
endothelial function, an important regulator of which is nitric oxide (NO). In
addition, NO can exert cytotoxic activity, destroy DNA molecule, accelerate
apoptosis and cell death, in duce edema and cell membrane permeability (Almeda
J. etal., 2006; Halici S. et al., 2008).

Nitric oxide is considered as signal molecule of digestive system, because it
stimulates the relaxation of smooth muscles of esophagus, stomach, small and
large intestines, gallbladder, liver-pancreas ampoule’s sphincter (Oddi) (Lin A. et
al., 2008; Godinez I. et al., 2009). It can be supposed that the damage of the
activity of nitric oxide synthase (NOS) enhances penetration of ecotoxins through
stomach and intestine mucosa into the local blood circulation, and ulteriorly, into
the portal vein and liver.

Among the available publications, we found no information on the role of
violations of activity of phospholipase A, in the metabolism of phospholipids; the
intensification of lipid peroxidation, the activity of antioxidant enzymes,
glycoproteins, interleukins, nitroergic system of MM of stomach and intestines in
the development of apoptosis at acute Salmonella infection and its combination
with chronic hepatitis. Is not fully understood the role of the apoptosis factors of
MM cells in the realization of successful defense at the same diseases. All these
require further study.

Communication of the theme of dissertation with the scientific research
works of higher educational institution, which is the dissertation conducted
in: The work was performed in Tashkent Medical Academy as part of the
fundamental grant «The role of apoptosis factors in the pathogenesis of the
protective barrier of the mucous membrane of the stomach and intestines during
Salmonella infection and chronic hepatitis» (2012-2016 y.).

The aim of research work is the assessment of the importance of apoptosis
factors in realization of protective and barrier function of stomach and intestine
mucosa at Salmonella infection, chronic heliotrine hepatitis, and their combination.
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The tasks of research work:

to determine the state of lipid peroxidation and antioxidant defenses in
stomach and small intestine mucosa;

to establish the role of nitric oxide damages, features of damages of the
monooxygenase system of gastric and intestinal mucosa at Salmonella infection,
chronic liver disease and combination of pathologies;

to estimate the state of protective barrier for the changing of the content in
glycoproteins, cholesterol and phospholipids in stomach and intestines mucosa at
Salmonella infection, chronic liver disease and combination of both pathologies;

to study the immunological reactivity of the mucosa of the stomach and
intestines in the dynamics of the formation of Salmonella infection, chronic liver
disease, and its combination with salmonella;

to assess the contents of the markers of apoptosis - protein p53 and Bcl-2 in
Salmonella infection, chronic liver disease and its combination with salmonella;

to create the scheme of apoptosis of gastric and intestine mucosa in the
dynamics of the formation of Salmonella infection, chronic liver disease, and its
combination with salmonellosis.

The object of the research work were 320 white mongrel rats- males: 120-
rats with acute salmonellosis; 170 — with chronic hepatitis (of themin 110 - model
of salmonellosis against chronic hepatitis; 30 - intact animals.

The subject of the research work is whole blood, blood serum, mucous
membranes of the stomach and the small intestine of experimental animals.

Methods of the research work. In the process of research there used
Immunoassay, biochemical, statistical methods.

The scientific novelty of the research work is as follows:

- the intensity of lipid peroxidation, changes in the antioxidant defense
activity and monooxygenase system, and their molecular mechanisms in the
development of mixed pathology was proved;

- the damage of the structural components in mucosa membrane of the
stomach and intestines when developed mixed-pathology was established; the
reliable change of the content of indicators of protective barrier of these organs,
particularly on the 7" and 10" day of salmonellosis at mixed-pathology was
established;

- stimulation of overproduction of interleukin (IL-1b, IL-2, IL-6) and tumor
necrosis -o factorat the mixed pathology was substantiated; the reliable change of
the content of cytochrome C, Bcl-2 on the 7" day of the and tumor necrosis-o
factor on the 10" day was determined:

- suppression of the activity of endothelial (eNOS), expression of inducible
(of iINOS) synthase of nitric oxide, increase of peroxynitrite (ONO*) and NO on
the system and local levels was demonstrated;

the scheme of apoptosis development of stomach and intestines mucous was
worked out: for Salmonelle infection - mitochondrial; chronic hepatitis -
Immunomediated; and at mixed-pathology - the immunomediated and
mitochondrial ways.
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Practical results of the work. It was established previously unexplored
damage mechanisms of protective barrier function of stomach and intestines
mucous membrane at salmonellosis, chronic hepatitis, and their combination;

It was created an experimental model of mixed pathology in rats that allows
examining the state of protective barrier function of the mucous membrane of
stomach and intestines and monitoring the development of the disease in dynamics,
it is possible to study the effectiveness of various drugs in the treatment of this
pathology.

The reliability of the results. Reliability of study results is determined by
using theoretical approaches and methods, sufficient number of experimental
animals as well as widely approved biochemical and statistical methods of
investigations.

Obtained results correspond with the foreign and domestic research studies;
findings were confirmed by authorized structures.

The scientific and practical significance of the study.

The scientific significance of study results is consisted in the scientific
justification and study of the structure and molecular mechanisms of damage to the
protective barrier of the stomach lining and intestines. The modern scheme of the
mechanism of apoptosis development in mucosa of gastrointestinal tract at
Salmonella infection and mixed-pathology depending on the timing of acute
salmonellosis.

The practical significance of study results lies in the fact that in acute
salmonellosis, chronic hepatitis and mixed pathology by assessing apoptotic
factors in the implementation of the protective barrier function of the
gastrointestinal tract proved the need to define a series of biochemical indicators
for gastrointestinal tract diseases to detect early signs of its state. It should be
considered the intensity of apoptosis at mixed pathology or inflammations in the
diagnosis and selection of treatment methods for patients with these diseases. |
tresulted in reduction in hospital stay.

Implementation of the research results. Based on the scientific results of
research devoted to the assessment of apoptosis factors in the implementation of
the protective barrier function of the stomach and intestines mucosa at mixed
pathology introduced into practical health care, especially in the clinic Research
Institute of Epidemiology, Microbiology and Infectious Diseases and Research
Institute of Virology (conclusion: Ministry of health of the Republic of Uzbekistan
8H-3/48 dated 02.26.2016.). Implementation of the main results of basic research
promote at patients to early diagnosis of sharp salmonellosis, hepatitis and mixed-
pathology, improve the clinical course and the disease prognosis, quality of life of
patients that reduces the number of complications and allows to reduce stay of
patients in a hospital by 20%.

Approbation of the research results. The Results of researches every year
had been approbated by Ministry of health of the Republic of Uzbekistan and
TMA approbation committees and appraised positively, the reports are discussed at
scientific and research councils of the Academy. Meanwhile, the main content of
the dissertation was discussed in the following 12 international and national
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scientific and practical conferences, including: “Experimental and Theoretical
Biophysics” conference (Pushino, 2012); Republican scientific and practical
conference of young scientists "XXI century - the intellectual youth™ (Tashkent,
2012); Scientific-practical conference "Days of young scientists" (Tashkent, 2012);
All-Russian scientific-practical conference with international participation
"Topical issues of medical science™ (Yaroslavl, 2013); International scientific-
practical conference "Immunology - interdisciplinary problems™ (Tashkent, 2014);
XIIl Russian scientific-practical conference with international participation
"Metabolism in the adaptation and damage" (Rostov-on-Don, 2014); The V
International (XI1 final) scientific conference “Young scientists” which was
devoted to the 70th anniversary YUUGMU (Chelyabinsk, 2014); XXXIV -XXXV
International correspondence scientific-practical conference "Scientific discussion:
Questions of medicine” (Moscow, 2015).

Publication of the research results. According to the thesis topic published
34 scientific papers. Of them, 1monograph, 15 scientific articles, including 12 in
national and 3 in international journals of recommended scientific editions for
publication of basic scientific results of doctoral dissertations by Supreme
Attestation Commission at the Cabinet of Ministers of the Republic of Uzbekistan,

The structure and volume of the thesis. The dissertation consists of
introduction, six chapters, conclusion, references and appendices. The size of the
research is 179 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 are 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, 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 «The modern conception of the
features of the damage of gastroduodenal mucosa in acute salmonellosis and
chronic hepatitis» analyzed the theoretical aspects and systematic research
dedicated to the features and mechanism of the damage of gastroduodenal mucosa
in acute salmonellosis and chronic hepatitis, the role of cytokines as regulators of
inflammation and apoptosis with infections, the role of apoptosis of epithelial cells
in the occurrence and progression of infectious diseases, as well as identified
unsettled or requiring clarify aspects of the problem.

The second chapter of the dissertation titled «Methodology and monitoring
on the role of apoptotic factors in the implementation of the protective barrier
function of mucous of stomach and intestines during Salmonella infection and
chronic hepatitis» are described the materials and methods of research, including
general characteristics of the experimental material, biochemical, enzyme
Immunoassay methods (Table 1).

The work is based on the results of the study of 320 white mature mongrel
male rats weighing 100-120 g. The experiments were carried out in accordance
with the "European Convention for the Protection of Vertebrate Animals used for
experimental and other scientific purposes™ (Strasbourg, 1985). The animals were
divided into 4 groups: 1-st - the rats with acute experimental salmonellosis; 2nd -
with chronic heliotrine hepatitis; 3rd - rats with chronic geliotrine hepatitis, on the
background of which was caused an acute infection of salmonella; 4th - control,
intact animals. Salmonella infection model was reproduced by a single ingastric
injection of S. typhimurium strain (1 billion of Microbial bodies per 100 g of
weight). The animals were decapitated under anesthesia Rausch - 1-, 4-, 7-, and
10th days after infection. Chronic toxic hepatitis (CTH) was reproduced by oral
administration of heliotrine solution acidified with hydrochloric acid (pH = 7.0) at
the rate of 50 mg / kg (5 mg geliotrine per 100 g) of weight once a week during 42
days by the method of N.H. Abdullaev et al. (1985). The mortality rate was 8%.
The animals of 3rd group were infected with Salmonella infection on 90th day of
CTH and were decapitated on the 1-, 4-, 7- and 10-th day after infection.

Stomach and small intestine were removed, cleaned, rinsed with cold saline;
proventriculus was also removed; mucous layer was scraped, weighed and
suspended in distilled water, in a porcelain mortar at the rate of 30 mg / ml by Bell
A.E, Sellers L.A, Allen A., Cunliffe W.J. (2006).
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Table 1

Methods of investigation

Investigation

Methods of investigation

1. Development of heliotrine hepatitis determined by the following indicators:

- total protein

- thymol test Using Bio-La-Tests PRIVA-Lachema
- total bilirubin Diagnostika (Czech Republic)
-ALT, AST

- albumen

- alkaline phosphatase

On the biochemical analyzer VITROS System

- cholinesterase

Chmistry 60 // Ortho Clical Diagnostics

2. Condition of mucosa and barrier of the stomach and small intestine for the

fol

lowing parameters:

- insoluble glycoproteins

- V.V.Menshov, 2000

- sialic acids

- L.I. Linevik, 1962

- hexoses and hexosamines

- A. Gotshalk, 1969

- cholesterol and phospholipids

- Bio-La-Tests «Lachema» (Czech Republic)

-phospholipase A,

- S.A.Titulinetal., 1975

3. Condition of microsomal fra

ction was measured by the following indicators:

- Cytochrome P-450 and bs

- T. Omura, R. Sato, 1968 on spectrophotometer
UV-2100 LTD (China)

- NADP-cytochrome C
reductase

- C.H. Williams, H. Kamin, 1961

- glucose-6-phosphatase

- N. S. Ghoshet et al., 2007

4. The investigation of blood serum:

- cytochrome C

- N.G. Gvatuaet al., 2002

- interleukins (-1B, -2, -6), TNF-
a, p53, Bcl-2

- Enzyme Immunoassay on ELISA analyzer
firm's «Stat-Fax» (USA) using a set of test
system of "Cytokine", St. Petersburg, Russia.

5. Status of oxidant and antioxidant system is determined by the following

indicators:

- malondialdehyde

-A.l. Andreeva et al., 1989

- catalase

-M.A. Korolyuk et al., 1988

- superoxide dismutase

-V.G. Mhitiryan et al., 1978

6. Status of N

O-ergic system - by indicators:

“NO (NO,, NOy)

-P.P. Golikov et al., 2000

- activity of eNOS -V.V. Sumbatov et al., 2000

- activity of INOS -N.W. Kooy et al. in R.K. Azimov modifications
- ONO, et al., 2005

- protein - Bio-La-Tests «Lachemay (Czech Republic)
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From the gastricand intestinal mucosawas derived a microsomal fraction
following the method of differential centrifugation on preparative ultracentrifuge
VAC -601 (Germany).

The third chapter of the dissertation titled «Change of oxidant-antioxidant
and monooxygenase system in Salmonella infection with chronic hepatitis».
When the mixed-pathology on 1-, 4-, 7- and 10" days of investigation in gastric
mucosa MDA content increases by 2.4; 3.1; 3.3 and 3.8 times, respectively, the
control group, i.e. with increasing duration of the investigation is enhanced lipid
peroxidation. Comparison of these indicators with those of acute salmonellosis
showed that on the 1% and 4" days of investigation significant changes no occur.
On 7™ and 10" day of the experiment the content of MDA at mixed-pathology was
15.5% and 16.4% lower than in animals with acute salmonellosis.

At the mixed pathology MDA content showed excess on the 90" day of the
investigation as compared with hepatitis by the 10" day.

The activity of antioxidant enzymes in the gastric mucosa at the mixed
pathology significantly oppressed. SOD activity in all terms of studying was lower
in 8,2-11,5 times. Compared with acute salmonellosis it was lower on 1-, 4-, 7-,
and 10" day of the experiment at 5.1; 4.4; 3.7 and 3 times, with chronic hepatitis -
1.3;1.4; 1.9 and 1.7 times.

Catalase activity also maximally reduced in the gastric mucosa at mixed
pathology: 9.5; 8.5; 8 and 12.4 times of the control, respectively, on terms of
research and 2.2; 2.2, 2.1 and 3 times - from the indicators of acute salmonellosis.
Comparison with chronic hepatitis showed its significant decrease in only on the
10" day of research in 2.2 times.

Cytochrome P-450 content in microsomes of gastric mucosa on the 1%- and
4™ day of the development of mixed-pathology, as compared with the control,
Salmonella infection and chronic hepatitis, decreased in 2.04 and 2.6; 1.3 and 1.2;
1.2 and 1.5 times, respectively. In subsequent periods the decrease of enzyme
content progressed: 7" and 10" day it was lower than the control at 3.3 and 4.6
times, respectively.

Cytochrome bs content in microsomes of gastric mucosa in all terms of the
mixed-pathology decreased in 2-2.8 times from control. The most pronounced
decrease of it was found on the 7" and 10" day of Salmonella infection development.
At mixed-pathology the decrease of cytochrome bs content was lower than the indices
of heliotrine hepatitis at 10.3; 10.34; 28.6 and 28.6%, respectively.

The content of cytochrome P-450 is also intensively reduced in microsomes
of intestinal mucosa since the first days of the development of mixed-pathology.
On the 1-, 4-, 7-, and 10™ day of the investigation, it was lower than the control at
2.8; 2.9; 3.2 and 3.8 times, respectively. When compared with indices of the 90"
day only of chronic hepatitis it appeared that the combined pathology reduces the
content of cytochrome P-450 in 28,3; 29; 38,2 and 53,3%, respectively,
particularly in the second part of experiment.

Cytochrome bs was suppressed more strongly: during the investigated period
its content was lower the norm in 2; 3; 4.2 and 5 times, respectively.
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Study of other microsomal enzymes also revealed the disturbance of their
functions so that the activity of glucose-6-phosphatase in gastric mucosa in the
dynamics of the mixed-pathology progressively oppressed - it was lower the
control on 2; 2.6; 3.8 and 6.5 times, correspondingly to 1-, 4-, 7-, and 10" days.

The activity of NADP-cytochrome-C-reductase in microsomes intestinal
mucosa was also significantly reduced, but not as intensive as the content of
cytochromes. Compared with the control group , it was reduced in 1.6; 2 and 4.6
times on the 4™, 7" and 10" day of the experiment, respectively; compared with
Salmonella infected ratsin 1.2 times, however, as compared (7" and 10" day) with
the 90" day of chronic hepatitis —in 1.4 and 3 times.

The activity of glucose-6-phosphatase in microsomes of intestinal mucosa
decreased from the first days of mixed-pathology: in 2.1; 2.5; 3,3 and 4 times,
respectively, lower than the control. No significant differences between the indices
of salmonellosis and mixed-pathology in all periods of the experiment revealed.
But they were sufficiently lower than in the animals on the 90" day of chronic
hepatitis: in 1.3; 1.6; 2 and 2.5 times. Consequently, with increasing of the disease
duration the reduction in enzyme activity is progressed.

Reduced activity of the NADP-cytochrome-C reductase in microsomes of
intestinal mucosa in the dynamics of the mixed-pathology (on the 1%, 4™ 7" and
10™ days of the experiment) is registered in 1.7; 2; 2.3 and 3.5 times, respectively,
from the control.

The fourth chapter of the dissertation titled «Condition of system of nitrogen
oxide in mucous of stomach and intestines at salmonellosis infection against
chronic hepatitis». Research of system of nitrogen oxide in stomach mucous at
mixed-pathology showed progressive decrease in NO from the first days of
experiment: on the 1%, 4" 7" and 10" days of experiment, its content was in 1.5;
2.5; 3.3 and 4.5 times lower than the control, respectively. And, these indices
exceeded those of nitrogen oxide at monoinfection: at acute salmonellosis - in
1.2; 1.9; 2 and 2.3 times, at chronic hepatitis (on the 90" day) — in 3.3; 4.3 and 5.8
times, correspondingly to on the 60", 90" and 120" days of research.

Activity of eNOS enzyme in all terms of research significantly decreased in
1.9; 2.8; 3.1 and 3.6 times from the control; in 1.3; 1.5; 1.3 and 1.3 times — from
indices of experimental salmonellosis and in 1.5; 2.2; 2.4 and 2.9 times — from
chronic hepatitis.

Studying of INOS enzyme showed still more activation of it as compared with
intact group and each of monopathologies. Thus, activity of iINOS exceeded the
control in 1.8; 2.7; 3.6 and 4.3 times, indices of acute salmonellosis —in 1.2; 1.5; 1.6
and 1.6, and chronic hepatitis - in 1.7; 2.2 and 2.7 times (on the 4", 7" and 10" days).

Activation of iINOS caused the enhanced formation of peroxynitrites since the
onset of research: on the 1%, 4™, 7" and 10" days their content exceeded the norm
in 10.5; 15.7; 24.5 and 37.5 times, indices of acute salmonellosis and heliotrine
hepatitis —in 2.3; 2.5; 2.1; 2.2 and 4.2; 6.3; 9.8 and 15 times, respectively.

In mucous intestines at mixed-pathology the content of nitrogen oxide
increased from control in all terms of research: in 1.7; 2.5; 3.2 and 3.8 times,
respectively. And, the content of nitrogen oxide was above indices of heliotrine
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hepatitis (on the 90" day) in 2.3; 3.3; 4.3 and 5.1 times. Therefore, if chronic
hepatitis causes the deficiency of nitrogen oxide content, so its combination with
acute salmonellosis, on the contrary, considerably raises it.

Activity of eNOS enzyme at mixed-pathology decreases from control since
the first days of research: in 1.8; 2.1; 2.6 and 3.2 times, respectively, i.e., the most
pronounced repression of this enzyme occurson the 7" and 10" days of mixed-
pathology that is correlated with the enhanced formation of nitrogen oxide in the
same terms.

Activity of INOS enzyme, in mucous intestines increases progressively: on
comparison with control - in 3.5; 5.8; 6.8 and 11 times, respectively, in comparison
with indicesacute salmonellosis —in 1.7; 1.9; 1.5 and 2.3 times, respectively.

Activation of iNOS stimulates production of peroxynitrites. On the 1%, 4™, 7th
and 10" days of research their content exceeded the norm in 6.3; 9.3; 12.1 and 16.3
times, and indices of only acute salmonellosis and on the 90" day of chronic
hepatitis in 1.6; 1.6; 1.4; 1.2 and in 3.6; 5.3; 6.9; 9.3 times, respectively.

The fifth chapter of the dissertation titled «Change of the content of cholesterol
and phospholipids in mucous of stomach and intestines at salmonellosis
infection, chronic hepatitis and their combination». Investigation of phospholipid
content in gastric mucosa at mixed-pathology showed dynamic decrease of their
content from the control, particularly to the end of research: on the 1%, 4" 7" and 10"
days it was lower normal on 10.1; 18.5; 43.4 and 41.1%, respectively. Results of the
1st day of the study did not differ from the same indicator of acute salmonellosis, but
were lower the following terms on 6.7; 23 and 20.4%, respectively. Comparison with
the 90" day of chronic hepatitis showed that on the 1 % and 4™ days of the mixed
pathology phospholipid content was higher monoinfection on 41.6 and 28.3%,
respectively, and then became lower on 10.8 and 5,8%.

The cholesterol content at mixed pathology was above normal at 11.8; 19.4;
39.2 and 35.4%, respectively. Comparison with the 90" day of chronic hepatitis
showed that on the 1st dayits content significantly decreased in 12% and on the7"
and 10" day - increased in 9.6 and 6.6%.

At mixed-pathology the activity of phospholipase A, was higher than the
control 23.1; 20.5; 69.2 and 56.4%, respectively, and some what higher than
Salmonella indicator.

The ratio of cholesterol/ phospholipids exceeded the control 24.1; 48.3; 33.3
and 26.9%, respectively. These indices also exceeded the results of acute
salmonellosis on the 4", 7" and 10" days of development of mixed-pathology —
13.1; 33.3 and 26.9%. Comparison with the 90" day of development of chronic
hepatitis showed its decrease on the 1% and 4" days for 38 and 25.9%,
respectively, and increase on the 7" and 10" days — for 24.1 and 13.8%.

The study results of phospholipids content of mucous of stomach at acute
salmonellosis showed that their content dynamically decreased of the control: on
1-, 4-, 7- and 10" days it was lower the norm on 8.5; 12.7 ; 26.5 and 24.9% (P
<0.001), respectively. This reduction of the content of phospholipids can be
explained by activation of phospholipase A, in all terms of studies, but
particularly on the 7" and 10" day of infection —in 1.5 and 1.3 times of the control.
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The cholesterol content, on the contrary, was above normal through out the
study - 9.2; 14.7; 37 and 33.2%, respectively.

As a result of multi-directional change in the content of phospholipids and
cholesterol their ratio exceeded the indices of intact animals 20.6; 31; 86.2 and
79.3%, respectively.

The investigation of the gastric mucosa at chronic heliotrine hepatitis showed
wavy decrease in the content of phospholipids: sharp decrease from the control at the
onset of research (on the 60" and 90™ days) for 24,9 and 36%, respectively, and some
approach to normal on the 120" day. Against this background, there revealed
activation of phospholipase A,: in 1.8-1.5 times in comparison with the control.)

The cholesterol content exceeded the control by 16.1 and 27% (on the 60"
and 90" days). Due to changes in the content of phospholipids and cholesterol their
ratio changed: coefficient cholesterol/phospholipids on the 60", 90" and 120" days
was higher the control in 1.5; 2 and 1.3 times, respectively.

Mixed-pathology was accompanied by damage of cholesterol and
phospholipids in intestinal mucosa. Thus, on the 4™, 7" and 10™ days phospholipid
content was below the control in 1.7, 1.9 and 2.5 times, respectively; lower than in
acute salmonellosis - 20.8; 21.7 and 41.7%. Comparison with results of chronic
hepatitis (the 90" day) showed that on the 1% day of the development of mixed-
pathology phospholipids content exceeded normalin 1.8 times, and on the 10"
day, it decreased in 28.2%.

On the 4™ |, 7™ and 10" days cholesterol content in intestinal mucosa of
animals with the mixed pathology was significantly higher than control on 11.5;
29.6 and 33.4%, respectively. Compared with acute salmonellosis it is significantly
increased only on the 10™ day of mixed pathology - 11.6%, and on the 90" day of
chronic hepatitis — it was 21.1 and 14.1% lower (on the1® and 4™ day), and on the
10™ day - increased slightly.

Activation of phospholipase A, was high: on the 4™ | 7" and 10" days was
significantly higher than normal in 1.9; 3.4 and 4.6 times, respectively. Exceeding
of indices of acute salmonellosis was 35.4 and 107% (on the 7" and 10" days). At
mixed-pathology the activity of phospholipase A, was 2.3 and 1.8 times lower on
1% and 4™ days, and on the 10" - 28% higher than the indicator of heliotrine
hepatitis.

The ratio of cholesterol/phospholipids in intestinal mucosa at mixed
pathology was in 1.8, 2.5 and 3.2 times, respectively, and higher than the control
group on the 4™ | 7" and 10" days of the study.

The content of phospholipids in the intestinal mucosa during Salmonella
infection was significantly lower in all periods of the study: 6.5; 24.9; 34.9 and
32%, compared to the control, respectively.

It established a dynamic increase in cholesterol of the control on the 4", 7"
and 10" day - 4.9; 22.5 and 19.5%.

Activation of phospholipase A, is registered on the 7" and 10" days: it
exceeded the indices of norm in 1.8 and 1.7 times.

Multi directional damage of phospholipids and cholesterol changed the ratio
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of cholesterol/phospholipid: in all periods of the investigation it was higher than
control by 7.6; 42.1; 82.7 and 72.6%, respectively.

Chronic heliotrine hepatitis also disrupts normal cholesterol and
phospholipids in mucosa. So, on the 60" , 90™ and 120" days of its development
the content of phospholipids was 25.8; 42.8 and 31.7%, respectively, below the
norm. In the same period the increase in cholesterol was registered: in 1,2 to 1,3
times, as well as the activation of phospholipase A, -in 2.9 and 3.6 times on the
60" and 90" days of the development of chronic hepatitis. The ratio of
cholesterol/phospholipids exceeded the control in 1.7- 2.3 times.

Changes in the mucosal barrier of stomach and intestinesatSalmonella
infection with chronic hepatitis. At mixed pathology the content of hexosamines
in gastric mucosa was significantly reduced from the control on the 4-, 7- and 10"
day of development by 27.6; 36 and 45.9%, respectively. From the data of acute
salmonellosis, these indices were not statistically different, but were higher than
the results of chronic hepatitis (on the 90" day) by 17.7; 19.8 and 32.3%.

The content of hexoses in all terms of the study was lower than control 10;
17.3; 20 and 32.3%, respectively. From the data of acute salmonellosis hexoses
contents differed only on the 10" day of the experiment: it was below the norm by
15.4%. However, it was significantly higher than the indices of chronic hepatitis -
by 51.1; 38.9 and 34.3%, respectively, on the 1%, 4™ | 7" days of research.

Sialic acid content during all periods of the study exceeded the indices of
control —in 1.3; 1.9; 5.1 and 3.9 times, and indices of acute salmonellosis —in 1.2;
1.3; 2.1 and 1.6 times, respectively.

Fucose content at mixed-pathology was significantly higher than the control
only on the 10" day - 58.7%. The increase of it at acute salmonellosis was 19.5,
27.2 and 52.5%, respectively, on the 1%, 4™ and 10" days of the experiment.
Compared with the 90" day of development of chronic hepatitis, it was
significantly lower by 20.1 and 13.9%, respectively, on the 1% and 4" days.

Research of the state of protective barrier of intestinal mucosa at Salmonella
infection with chronic hepatitis showed a significant decrease incontent of
hexosamines and hexoses from norm in all periods of study in 1.2 and 1.13; 1.9
and 1.27; 3.6 and 1.7; 7.8 and 2.3 times, respectively. At acute salmonellosis the
indices of results decreased more: in 1.5 and 1.1; 1.4 and 1.2; 3.2 and 1.7 times,
respectively, on the 4", 7"  and 10" days.

The content of sialic acids and fucosein all periods of the study was
significantly higher than controls by 20.3 and 26; 41.1 and 58.3; 102.4 and 192.7;
94.6 and 232.3%, respectively. Compared with acute salmonellosis the indices of
sialic acid exceeded them only on the 4™ day of the experiment by 19.8% and
fucose content was higher in all periods of study: 17.5; 20.6; 30.1 and 30.2%.

The sixth chapter of the dissertation titled «Changes of indices of apoptosis
in dynamics of salmonella infection development with chronic heliotrine
hepatitis». The development of salmonella infection with chronic heliotrine
hepatitis was observed the more pronounced increase of studied indices than in
animals only with Salmonella infection or chronic heliotrine hepatitis. Content of
IL-1b, IL-2, IL-6 on thel™ , 4™ and 7" days was higher than the index of intact
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animals in 2.3; 2.7 and 3.2; in 2.5; 3 and 3.3; in 2.1; 2.6 and 2.5 times,
respectively. The most pronounced increase in their content recorded on the 10"
day of the experiment: in 4,5; 4,3 and 3,6 times, respectively.

The indicators of interleukins at mixed-pathology exceeded the data of mono
pathology in all terms of study: acute salmonella - in 1.6-3.6 (IL-1b) times, in 1.6-
2.5 (IL-2), 1. 6-2.9 (IL-6) times; hepatitis (on 90" day) - in 1.15-2.3 (IL-1b) times,
in 1.2-2 (IL-2) times. The content of I1L-6 increased on the 1%, 4" 7" and 10" days
— 33.6; 51.2 and 89.8%, respectively.

At mixed-pathology the excess of cytochrome C is further increased from
normal in all periods of the research: by 152.5; 201.3; 232.5 and 283.8%. The
similar significant increase of cytochrome C was found in comparison with indices
of chronic hepatitis ( on the 90" day).

Content of p53 in serum of animals with acute salmonellosis under chronic
heliotrine hepatitis reduced progressively from normal: 34.1; 43.5; 59.3 and
67.8%, respectively.

We established significant increase of Bcl-2 in blood serum on the 1%, 4™
7" and 10" days of the mixed pathology —in 5.5; 6.5; 7.3 and 8.5 times of the intact
group: in 1.7; 16; 1.4 and 1.4 times higher than in salmonellosis, and in 1.2; 14; 1.6
and 1.8 time shigher than in hepatitis, respectively.

The findings of content TNF-a in animals with severe salmonella infection with
chronic heliotrine hepatitis showed the significant increase in its content. Thus, on the
1%, 4™ 7" and 10" days of the experiment it exceeded indices of intact animals in 4.5;
5.2; 5.7 and 6.2 times, respectively. These figures also exceeded the indices of
salmonella rats in 3.2; 2.3; 3.2 and 2.3 times, and hepatic rat parameters —in 1.9 and 2
times (the most pronounced increase on the 7" and 10" days).

Based on the obtained results, we have developed a scheme of molecular
mechanisms of development of pathological process in acute Salmonella infection
(Fig. 1). The impact of infectious factor is for the body stress, so apoptosis
triggered in several ways:

1) infectious factor compensatory increases chemotaxis, due to sharp
activation of the important anti-inflammatory cytokine IL -1B. These processes
increase the permeability of the membranes of endothelium, plasmorrhagia,
extravasation followed by exudation that causes increased in take of water cells
and sodium ions, activation of Ca ** - dependent enzymes and damage of cellular
and subcellular membranes of epithelial cells with the release of cytochrome C and
activation of mitochondrial apoptosis;

2) when developed acute salmonellosis infection the infectious factor and
products of its life cause oxidative stress, increase lipid peroxidation, reduce
enzyme activity of AOD, induction of INOS, increase the production of highly
reactive peroxynitrites.

Excess of reactive oxygen species leads to the release of cytochrome C from
mitochondria and the development of energy deficiency. These processes damage
the structural organization of the mucous of stomach and intestines, protective
barrier function of the activity of the monooxygenase system of mucous and
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Fig. 1.Mechanism of apoptosis in the mucosa of the gastrointestinal tract
at salmonella infection

neutralizing function. This results in DNA damage, suppression of replication,
repair, transcription and translation, causing the decrease of reparative capacity.

In our opinion, apoptosis of epithelial cells of gastroduodenal zone at acute
infection salmonellosis largely due to the activation of mitochondrial. Activation
of chemotaxis, the development of the primary immune response, activation of
cytokines causes an inflammatory response; dead bacteria lead to endotoxemia.
Consequently, apoptosis is triggered by mitochondrial.

The mechanism of apoptosis in the mucosa of the stomach and intestines in
chronic heliotrine hepatitis has its own characteristics (Fig. 2).
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We believe that long-term exposure to a toxic agent, activating the immune
system at early stages, later leads to autoimmunity with a strong expression of
cytokines TNF-a and IL-6. They identify systemic damage to organs and tissues,
accelerating the immune-mediated apoptosis of cells of organs and tissues,
including the epithelial cells of the mucous membrane of the stomach and
intestines. Together, they reduce the synthetic processes, delay the repair processes
in the cell. Insufficient synthesis of structural components of mucous membranes
decreases their barrier function and enhances the delivery of toxic metabolites in
the bloodstream.

On the other hand, under the effect of immunomediated mechanism of
apoptosis in mucosal cells activated free radical processes that destroys the
membrane structure of cells. It inhibits the mitochondrial and microsomal
oxidation pathways, causing energy deficiency and deceleration processes of
biotransformation of xenobiotics, which also leads to the decrease in barrier
function of the mucosa.

At the same time we should not forget that in chronic liver disease gradually
formed immunodeficiency state, determining the activation of fibroblast growth
factor, collagen formation immature, undifferentiated connective tissue dysplasia
with the development of endothelial dysfunction. If these conditions are beginning
to form in the liver of cirrhotic processes in the tissues of mucous of stomach and
Intestines, due to damages of local hemodynamics reduces the supply of nutrients
and oxygen, slowing down the processes of proliferation and reparative
regeneration, determining the decrease of barrier function. A vicious circle is
created in the mucosa that accelerates morethe apoptotic processes. If in the first
case it can be limited to eliminate infectious factor, in this case, more desirable to
recommend preparations that accelerate synthetic processes to maintain the normal
state of the gastric mucosa and intestine.

Often, infectious diseases specialists do not pay much attention

toconcomitant hepatic pathology at diarrheal diseases. And it has a certain effect
on the clinical course of Salmonella infection and the degree of recovery of the
mucous membrane after the disease. Our studies have shown the impact of the
hepato-biliary pathology for Salmonella infection (Fig. 3).
With the development of chronic immunedeficiency, what is chronic hepatitis,
infectious factor even destroys the mucosa of gastrointestinal tract. In our opinion,
this is due, firstly, to the presence of immune-mediated mechanism of apoptosis of
epithelial cells of gastrointestinal tract, which determines the low response to the
infection. However, we observed a marked imbalance in cytokine system. We
believe that it causes the formation of incomplete phagocytosis and as a
consequence, chronic infection or carriage.

Second, as noted earlier, the infectious factor accelerates the mitochondrial
pathway of apoptosis, which, together with immune-mediated mechanism of
apoptosis induced accelerated destruction of endothelial cells. It is caused by
overexpression of INOS and overproduction of peroxynitrite and other reactive
oxygen forms.
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They contribute to the destruction of the structural components of
membranes, and as a consequence, the development of expressed energy shortage
and inhibition detoxification processes. Both of these factors inhibit the synthetic
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processes in the epithelial cells, the processes of repair and regeneration, barrier
function and increase the flow of toxins from the intestines, causing the
development of endotoxemia. Its presence accelerates more the death of epithelial

cells, creating a vicious circle.

In our opinion, the combination of the two pathologies is more preferable for
the elimination of infectious factors on the background of strong membrane
stabilizing treatment that will, first, to avoid the toxic effects of anti-infective
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therapy on liver, secondly, to prevent or slow down the apoptosis of cells of the
mucous membrane of the stomach and intestines.

CONCLUSION

On the basis of the research on a doctoral thesis on “Role of the apoptosis
factors for realization ofprotective-barrier function of the stomach mucosa and the
intestine at the salmonella infection and chronic hepatitis” provided the following
conclusions:

1. Development of acute Salmonella infection against chronic hepatic damage
in blood, mucosa of stomach and, particularly, intestines, causes the imbalance in
the systems of POL, AOZ, nitrogen oxide, immunity, mucous structure damages is
more expressed, than at monopathologies (acute salmonellosis or heliotrine
hepatitis).

2. The system of nitrogen oxide is damaged on the systemic and local levels
at mixed-pathology development: endothelial oppression, induction of inducible
synthesis, hyper production of peroxynitrite which is more expressed in mucous of
intestine.

3. The intensification of free radical processes in the mucosa of gastro-
duodenal zone of rats with mixed-pathology leads to depression of the contents and
activity of enzymes of monooxygen system.

4. Development of Salmonella infection against chronic hepatic damage is
characterized by disturbance of structural components of the mucous gastro-
duodenal zone which is shown by activation of phospholipase A,, depression of the
content of phospholipids, cholesterol accumulation, and imbalance of carbohydrate
components.

5. At mixed-pathology the more enhanced expression of IL-1b, IL-2, IL-6 has
been established, sharp increase of content TNF-a indicating an important role of
immune dysfunction in damage of protective properties of mucous of gastro-
duodenal zone, current and outcome of the disease.

6. In blood serum of animals with mixed -pathology the maintenance of p53
progressively decreases, the Bcl-2 level also progressively increases (on 10" day,
67.8% and 8.5 times, respectively). Set of changes about - and anti-apoptotic
proteins promotes cytochrome C release from mitochondria and to reliable
augmentation of its content in blood serum 182.7% on the 10" day of the
experiment. Expression of these changes depends on the duration of research.

7. At acute Salmonella infectionthe apoptosis of epitheliocytes of
gastroduodenal zone is more caused by activation of mitochondrial way. At the
same time at long action of heliotrine, along with damage of liver autoimmune
processes with the expressed expression of cytokines of TNF-a and IL-6 develops,
defining acceleration of the immune-mediated way of apoptosis of cells of organs
and tissues. Influence of infectious factor against chronic damage of liver has more
damaging effect on the mucosa by two ways: immune-mediated and mitochondrial
mechanisms of the apoptosis of epitheliocytes of the gastroduodenal zone.
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