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KHPHUII (10KTOPJIHK JUcCepPTALUACH AHHOTAILUACH)

JAuccepranmsi MaB3yCMHUHT 10J3ap0Juru Ba 3apyparu. XKaxod CorJIUKHA
Caxnmamr Tamkunoru (OKCCT) mabiymorura kypa XOoMWIaaopiiapAard THIEp-
TEH3UB OY3WIMIUIAPHU SHT KYN TapKaJlraH Kacaumkiap opacuiaa 4-8 dhousHu
TalIKUA dTagu. “Ymby mMyamMmo OMpUHYM HaBOATAa TEeCTALMOH TUIEPTEH3USIIN
XOMMJIaJIopap/ia Ky3aTHIaJUraH OHaJlap CaJOMATIWTMHUHT OFUp Oy3WIdILIapu
Ba xarto ynumu (0ab3u mamiakatiapaa 40% raua), Oonanmap Ba mepuHaTal
KACAJJTAHUIITHUHT XaM/JIa YIIMMHHUHT FOKOPH Japaka/la dKaHJIUTH, IIYHUHIACK, Oup
KAaTop aKylIEpJUK acopaTJapUHUHT aHUKJIaHWIIM OwnaH n3oxjanana. Ly OGuman
KAaTopAa XOMHJIAJOPIUKIA Ky3aTUIaJUraH acopaT OHajgap YJIMMUHHUHL CTPYKTypa-
cuga 2-3 YpuHAAa TYpPUIIM Ma3Kyp MYyaMMOHHWHT Hakajgap KECKUHIUTHHU
KypcaTtaau. Ymly naTojiorus acopaTUHU(TpesKiancus) OomuaaH Keyupra
OHAJIapAaH TYTWiraH OoJjanapHUHT nepuHaTan kacamanuimm 463,0man 780,0%o
OyiaraHn KYpcaTrM4YHM TAaIllIKWJI dTaju, dakaiokimap yiaumu 3ca 10,0man 30,0
dousraua GYIHIINT MyMKHH”.

MycTaknuMK Huiapyuia MaMjakaTUMU3/1a COFJIMKHHM CakJall TU3UMUHU
MycTaxKamilail, aiHMKCa OHAJIMK Ba OOJAIMKHUA Myxodasza KWJIUIIra ajoxXuia
BTUOOP KapaTwinO, CaIMOKIM HaTrKanapra spunniaud. by Gopana recramuon
TUINIEPTEH3US Ky3aTWITaH XOMIIaIopiiap/ia mpeHartain acopariap npoGuiakTuKacu
Oyiinua >pUIIMIITaH HaTWXKaJapHU alloXK/a TabKUIAI KepakK.

XKaxoHna recTalOH THHEPTEH3Us Ky3aTWITaH XOMMJIaopiap/a IpeHaTal
acopariap npoUIAKTUKACUHU TAaKOMWJUIAIITUPUII Ba YHU JABOJIAIHUHT
camMapalii yCyJUIapUHM HILIA0 YMKUIIra ajaoxuja 3bTHOOp KapaTWiMOKaa. Y
Oopaja XOMWJIAIOPJIMK Ba TYFUIIHU OJUO OOPUITHUHT ONTUMaJl TAaKTUKACHUHU
TaHJalll, MepuHaTal Ba aKyUIEpJUK XaBPUHUHT OJAMHHU OJIMII, TYFUII >KapaéHu
acopaTIapUHU KaMaTUPUII Ba XOMMIA XaéT (DAOJUATUHUHT Oy3wiMInM OusiaH
Keuajguran aémiap TYpyXMHH QXpaTulll, IIYHUHTIEK TeCTAlMOH THUIEPTECH3US
Ky3aTWITaH XOMHJIaIopJapaaru MepuHaTai acopariapaa ramnenta yeum (ITYO)
Ba ToMup-3HI0Tennan yeum (TOVO) omumtapu xamaa JIHKra kapum ayTouMMyH
AHTUTEJIONAp MUKIOPUHUHT TATOTEHETUK, KIWHUK, HCTHUKOOJIHU OENTHIOBYU
yCryOuit  €HpamryBIapHA TaKOMWUIAIITUPHUIN  3apyp. AJOXHIa TabKUJIaIl
KEepaKKH, “T€CTAIlOH TUNIEPTCH3USHUHT PUBOXKJIIAHUII XaBhU TYpyXyUra KUPUTHUII-
raH XOMmJIajgopiapaa NpodUIAKTUK TagOoupiap Ba UCTUKOONHM OeNruianl
QITOPUTMUHM W0 YMKUIN Ba TeCTAIMOH THIEPTEH3US PUBOXKJIAHUIIN XaBpU
rypyXuJard XOMWIaJIopiiapAa acopatjiap 4acToTacH, ayTOMMMYH KapacHiap,
AHTHOTEHE3, SHAOTENMN TUCHYHKIMICH XOJaTUHU TaBCU(IIOBUM KypcaTKUujapra
SHAOTENWan JAUCPYHKUMS Ba aHTCMOTE€HE3 KOppekTopu — L-apruHuMHHUHT
OPEBEHTUB JaBOJAll Kypcuia KYJUIAHWITAHJATd TabCUPU XYCYCUSTIAPUHU

! Dorogova 1.V., Panina E.S. Comparison of the BPlab sphygmomanometer for ambulatory blood pressure monitoring wihr mer-
cury sphygmomanometry in pregnant women: validation study according to the British Hypertension Society protocol// Vascular
Health and Management-2015.-p.245-249; Ilax6a3oBa H.A. Mcxonapl GepeMEHHOCTH NpPU THIIEPTCH3UBHBIX PACCTPOWCTBAX,
BBI3BaHHBIX T'€CTAlIMOHHBIM MPOLIeCCOM// AKYIIEPCTBO U rHHEeKoorus. - Mocksa, 2015. - Ne2. - C.20-26.
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yprapum ymoy MyaMMOHHHT 3aMOHABMH €YMMHHM TOIMIIHH Tanad Kutamgm’™.
KOxopua TabKuIaHTaHgap Ma3Kyp JUCCepTalusi MaB3yCUHMHT J0J3apOJIUTUHU
N30XJIaNIIH.

V36exucron Pecny6mmkacu Ipesumentunuar 2009 imn 13 anpemmaru
I1K-1096-con Kapopu Oumnan tacaukianrad «Ona Ba 0oJjila CaJIOMAaTJIUTHHU
CakJall, COFJIOM aBJOJHM MIAKJUIAHTUpUII OViWYa KylMMua dYopa-Taadupiap
Tyrpucuaa» Ba 2014 itun 1 asrycrnaru [1K-2221-con Kapop 6unan Tacaukiianran
«2014-2018 iimmmapna  Y30eKHCTOHIA aXONMHMHT —CANOMATIMTHHH — SHAJA
MyCTaxKamJjalmi, OHajap, Oojiajap Ba YCMUpPJIAp COFJMTHHA MyXodasza KUJIHII
Ooopacuma» JlaBmat pmactypiapw Xamaa Ma3Kyp (GaonmsaTra TETHUIUIA OOIIKa
MEBEPUN-XYKYKHA XyXoKaTiaapaa OelTruiaHTaH Basu(alapHd aMalra OUTUPHINTa
ymi0y AuccepTanus TATKUKOTH MYalsiH Tapakaa Xu3MaT KUIa Iu.

TagKUKOTHUHT pecny0/iMka ¢pan Ba TEXHOJIOTHSJIapU
PMBOAJIAHMIIMHUHT  YCTYBOp HyHaJqunuiapura OOFJIMKJUIH. Ma3zkyp
TaJKUKOT peciydisivka ¢aH Ba TEXHOJOTUsIapu pUBOXKIAHUIIMHUHAT V. « TubOuér
Ba (papmaxosorusi» yctyBop HyHanumura myBopuk MT/-10 «Tubbuérna suru
TEXHOJIOTUSJIAP, KACAJUTMKIAPHU aHUKJIAII, OJMHU OJIMII, JABOJAIl YCYJUIAPUHU
ApaTUI XUCOOUTa aXxoJau CAIOMATIIMTMHUA MyXo(as3a KWIHIDY AACTYpH JOUpacuaa
OakapuIras.

JAuccepranmus MaB3ycH OyiiM4ya XOPHKMHA WIMHI-TaAAKUKOTIAP mapxnz.
XUI' sTHONOTHSACH, TATOTEHE3W, KIMHHUK-IHATHOCTHKACH, UMMYHOJIOTHK XYCY-
cusATIapu Ba TNPOGUIAKTUK MyoJiakajgara OaFWIIIaHTaH WJIMHN TaaKHKOTIIAp
KAXOHHUHT €TaK4yd WIMHH Mapkaslapd Ba OJIMA TabIUM MyaccacalapH,
xymiaaman University of Mississippi Medical Center (USA), Harvard Medical
School (USA), Ankara University (Turkey), University of British Columbia
(Canada), Instituto Nacional de Perinatologia Isidro Espinosa de los Reyes
(Mexico), Weill Cornell Medical College (Aurmmst), Ko3oHn THOOMET MHCTUTYTH
(Poccnst), TomkenT THOOHET akanemusicuaa (Y30eKHUCTOH) 01HG GOPHIMOKIA.

['ecTanon TUNEPTEH3USIIM XOMUJIAJ0OpJapAa MpeHarana acopatiap mnpodu-
JAKTUKACU Ba MCTUKOOJIWHU OCNTWJIAIIHA TAJKWK OJTHIINTa OWJ >KaxOH/a OJH0
OopwiraH TaJAKUKOTIAp HATWXKAcHAa KAToOp, KymJagaH KyWuaard WIMHKA
HaTWXKajap OJIMHTAH: TeCTAIMOH TUMEPTEH3Hs TUTAIICHTAHUHT MYAJATHIaH OJIIUH
KYYUIIH, TPEIKIAMIICHUS, KOAryJIONaTUK KOH KeTHUIIIap Kabu mpeHaTan acopatiap
PUBOXJIAHUIIMHUHT TIpeaukTopu aHukmanran (University of Mississippi Medical
Center, Harvard Medical School (USA), Ankara University (Turkey), University
of British Columbia (Canada)); xomunagopiapaara orup acopatiap PHBOXKIAHH-
IIMHUHT KJIMHUKaradya OyJaraH HMMYHOPETYJSIUsS Oy3WIuIUIapu XucoOJaHuo,
YHUHT OKHOATH/Ia XOMUJIaJ0opiiapAa MpeHaTal Ba aHTEHATAl acopaTiap MUKIOpH

! 3amansesa P.C., Mansuesa JLU., UYepenanosa H.A. u 1p. KimmHudeckoe 3HaueHue ONpeaeIeHUE YPOBHS PEryIsTOPHBIX
ayTOAHTHTEI JUIs OLIEHKH pHCcKa pa3BuTHe rectosa // IIpakr.men.-2009.- Ne2.- C.68-71.; Cyxux I'.T., Bansko JI.B., UMMyHHEIE
(aKkTOpBI B 3THOJIOTHMH U TTATOTEHE3e OCIOKHEHUI OepeMeHHoCTH// AKyIepcTBO U ruHekosorus. - Mocksa, 2012. - Nel. - C.128-
136.; llax6a3oBa H.A. Vcxoapl 6epeMEHHOCTH ITPU THIIEPTEH3MBHBIX PACCTPOIMCTBAX, BHI3BAHHBIX FECTALMOHHBIM MpoLeccoM//
AxyepcTBo U ruHekosnorus. - Mockaa, 2015. - Ne2. - C.20-26.

2 www. Pubmed; www. Hindawi; www. BMJ Open; www. LibDex - Library Index; www.The British Library .
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napaxacu omuim ucoornanran (Monash University (Australia), Ko3zon tuo6uér
uHctutytd (Poccus)); rectalMoH THUMNEPTEH3Us NaTOTEHE3WJa MYyXHM OMUJ
cudatuga XOMUIAJOPIMKHUHT 3pTa MyAJaTiapuja aHTHOTeHE3 KYpcaTKU4iapu-
HUHT macavuiny Ky3atwiaran (Xinxiahg Medical University (China), Weill Cornell
Medical College (Anrus)); XxoMuIagopauk gaspuaa L-apruavaman ¢oiigananuii
TUIEPTEH3UB Oy3WIMIIUIAP Ba yJiap acopaTiiapyd PUBOMIIAHUIIN KaMaWUIIUra oJino
kenuiy anukiaanran (Ankara University (Turkey), University of British Columbia
(Canada) Instituto Nacional de Perinatologia Isidro Espinosa de los Reyes
(Mexico)).

Kaxonnga rectanMoH THUIEPTEH3Us] MyaMMOCH OVyiimya Katop, >KyMJlaJaH,
KyHuJara ycTyBOp WyHaNIMIUIapAa TaJKUKOTIap ONu0 OOPMIMOKIA: XOMHIAA0P-
JUK WHAYLHMpJaraH TUOEPTeH3Us PHUBOKJIAHUIIMHUHI MATOT€HE3WAAru YpHUHU
Oenrmnail y4yH XOMHJIQIOpJap/ia aHUKJIAHTaH TeCTAllMOH TUIEPTEH3Us Oenru-
JapuHU KivHHMKaraya spra aHukiam; JIHKra kapmm ayroumMMyH aHTuTaHaiap,
SHAOTENNAT ATUC(PYHKLKSA, aHTHOT€HE3, TUMPOLUTAP-TPOMOOLIUTAp aAre3usl, LIUTO-
KUHJIAPHU aHUKJIAIl XaMJia TUIIEPTEeH3UB Oy3WInIuiapJa acopatiap pUBOKIAHUII
XaB)U OMUJUIADUHUHT Ba TECTALUOH TUIMEPTEH3USHUHT PHUBOXKIIAHUII XaB(hu
rypyxJjiapyuia HUCTHUKOOMHM Oenrwiani; auddepeHnuran Tamxuc MapKepiaapu
cudaruna JJHKra kapimm ayrouMMyH aHTUTaHagap Ba JuM@ouuTap-TpoMOouTap
aare3us NUCQYHKUUSACH MapKepjlapu KypcaTKUWIapy Ba yjap opacujparud y3apo
OOFIMKIMKHU OEJITHIIAI; TATOJOTHSIIA XOMUJIAJA0PIapHUA 0JIMO OOpHII aJIrOPUTM-
JApUHU UIIA0 YMKHII Ba MMPEHATal acopaTyiapHU OJIUHU OJIUIII.

MyaMMOHMHT YPraHWITaHINK JapasKAcH. Y30EKMCTOHJA OHanap Ba
nepuHaTan YJIUM KYpCaTKUWIAPWHUHT MAacalMil TEHACHIMSACU Ky3aTuia€TraHura
Kapamal, XOMWJIAZOopJjap CaJOMATIMTHHUHT COMATHK XOJaTH OFUPJIALLINILIH,
reCTallMOH  acoparyiap  YYpallMHUHT  Kymas€TraHd  Ba  YaKaJoKiap
KaCaJUIaHUIIMHUHT OKOpH Japa)kacl OujiaH TaBCU(JIaHUILM JaBOM HTMOKJA.
XOMUIAAOPJIMK UHAYLUpJIarad runeprensus Kysatwirad aémnapaa JJHKra kapmm
AYTOMMMYH aHTHTaHAJIAp MUKIOPH, SHAOTeNmi (yrkimacu Ba ITYO, ymapHuHT
TAlIXUCH Ba UCTUKOOJHM Oenruiamira aoup mapkepiap cudaruna GyHKIIMOHAT
OOFIMKJIMKJIAPUHU aHUKJIAIl aMaluil JKUXaTHaH YpraHuiaMai kenMmokaa. by aca
MyaMMOHUHT JOJ3apOJIMTMHMA Ba ymIOy WYHAIMIIA MaKCayIl TaaKUKOTIap
YTKa3UIl 3apypaTUHU OeNTHIIaiIu.

byryurun kynga XWUI'HUHT NOKJIMHUK TalIXMCHU Ba MCTUKOOJWHU Oenruiaiil
anoxuja axamusT kaco staau. LIy myHocabar Ousian XOMUJIQOPJIMKHU CaKJall Ba
YHUHT (PU3MOJNIOTMK KEUMIIMHU TabMUHJIAIIra KapaTwirad Ttaaoupiap XHWUID
OOLITAaHTYHYa YHUHT YTKA3WIUIIA JIO3UM L XUr PUBOXIIAHMII XaB(hU IOKOpU
OynraH XOMWJIQJOPJIApHM aAHUKJAIl Ba MOHUTOPUHI KWIMII MAakKcaauaa
CUMIITOMJIAP AHUKJIAHTyHYa OYiraH TalIXUCHU YTKa3UIIra HMMKOH SPaTyBUYU
OJUINI TecTiap spaTUILITra MHTWIUILHU JaBOM 3TTUPHUIL, Oy OpKaIl XOMHIAJOPIUK
Ba TyFUILJA pYi Oepuiiy MyMKUH OYiIraH acopatjapHU OJJAWHU OJUII MYMKHH ?

! Cunoposa U.C., Hukurunaa H.A. I'ecto3 i npesknamicus / Poc.BectH. akymr.-ruH.- 2013. - Ned4. — C.67-73; Mutter W.P.,
Karumanchi S.A. Molecular mechanisms of preclamsia // Microvasc Res. —2008. — N1. - Vol.75 - P.1-8.
2 MapkoB X.M. MoseKy/ispHbIe MeXaHH3MBI JHCYHKHH COCYANCTOro 3ugotems // Kapauomorus. — 2005, - Nel2. — C. 72.



Kyn #iunnuk TagkukKoTiIap HaTHKacuga OWp Heya MOTEHLHUal TecT-MapKepiap
axpaTwiran Oymmub, ynapHu MycCTakwi €ku Oup-Oupu OusiaH KoMOHWHAIWsIa
TUNEPTEH3UB XOJATJIIADHUHT MCTUKOOIWMHU OENTHiIoBYM oMuiap cudaruaa
unuiatuin MymkuH. [llyHnaii ycymnapaan 6upu sHAOTENUN AUCPYHKIUACH TECT-
Ti3uME 6Y116, XUT' HCTHKOOIMHY Ge/Iriama Y3 YpHIHHE TOMMaraH .

XO03Upru KyHJa XOMIIAJIOPJIUK WHAYLHUpIIaraH TUIEPTEH3UsI PUBOKIIAHUIIN
natorene3uaa JIHK ra kapmm ayToMMMyH — aHTUTENOJap, JHAOTEIHAI
IUCQYHKIIHSI, aHTHOTEHE3, TUMPOLUTAP-TPOMOOIIUTAD aATe3usl, TUTOKUHIAPHUHT
VPHUHU aHMKJIAIITA yJIKaH YbTHOOp KapaTuiaMoKAa. ['ecTallmoH runepTeH3usHUHT
ymly #yHanumu Oyiinya onu® OopunaéTraH TaAKUKOTIAp JKyda KaM Ba
HaTIDKaJap yTa Kapama-KapIiuaup.

Xomunaaopiapaa SHAOTeNUan AUCHYHKUMUSAHM YpraHumra OaFulUIaHTaH
unutap kamjaaH kam, Macanad, J[.K. HaxmyraunHoBa Ba myammudriap rypyxu
(2009) xoMunagopiIapaari IPaKHUHT peBMaTHK HyKcoHuAa, X.D. Paxmatyiniaen
(2008) Oynca macTkM reHuTan UWyn uHQekuuscu  (GoHUAA  KEUyBUH
XOMUJIAIOpIUKIapaa SHAOTENNaN JUCPYHKIMSIHN aHukiamrad. H.A. YpunOaesa
(2006) Ba VY.X. PycramoBa, C.H. Cynranosnap (2009) TOMOHHAAH COFJIOM
XOMUJIaiopiapa 3HIOTEIMOUUTIAP XamJa KOHHUHI KHCIIOTa-acoCld XOJaTu
ypranwnran. [ecranmon runeprensustim xomwiaanopiapna JHK ra kapmum
ayTOMMMYH aHTHUTENoJap Ba JMMQOLUTAP-TPOMOOLUTAp aare3usl JapakacCuHu
aHUKJIamra OarvIUIaHTaH WIMHA U3TaHUILIAp 0Ju0 OopuiMaras.

Juccepranusi MaB3yCHHUHI AUcCCepTanus OaKapujraH oJIMA TabJauM
MyacCacaCHHMHI WIMHH-TAAKMKOT HIIIAPU OMJIaH OOFJIMKIMIY. /(uccepranus
TaAKUKOTH TomIKeHT THOOMET akageMUusiCh WIMHA-TAIKUKOT WIIIAp peKacura
myBohukK AJICC-28.3 «Xommmamopiap Ba XOMHUJIa CaJJOMATIIMTHHU CaKJIall TIpe-
Ba MOCTHATaJl acopatriap dpTa TAlIXWCH Ba MCTUKOOIWMHHU OCNTHIIOBYM caMapaliu
yCYJUTAPHU U3JIAID) aMaJIMi TPaHT acocua Oa>kapuiraH.

TaaKUKOTHMHI MaKCcaaM IeCTAllMOH THIEPTEH3USUIM XOMMIIaop aémiapaa
Ky3aTWITaH TMpeHaTajd acopamiapia ayTOMMMYH aHTUTaHajlap MHKIOPU Ba
AQHTMOTEHE3MHHU MCTUKOOHU OCNTUIIOBUM KypcaTruuiap AapakaCuHU aHMKJIAll Ba
YHUHT MPOPUIAKTUK YOpa TaAOUPIAPUHN TAKOMIUTAIITUPHIIIAaH HOOpaT.

TaagkuKOTHUHT Basudasapu:

xaB( Typyxura KUpUTHII Ba MNPOPUIAKTHKA YOpa-TaaOMpIapHU YTKA3UII
MaKcaJuaa XOMUJaaopiiap/a TeCTAlMOH THIEPTEH3USHUHT dSpTa, KIWHUKaraua
Oynran OenrujiapuHu aHUKJIAIl YIyH aHKeTa-CYpOBHOMACHHU MIILIA0 YUKUIII,

XOMUJIaZopiaapaa aHkeTa Tyaaupuil opkaim XMI' puBokiIaHUII 4aCTOTACUHU
aHUMKJIAII Ba Iy MaTOJOTHUIN aéiiap/ia XOMUIAIOPIINK HaTKaTapyuHu 06axoan;

XOMUJIAIOPIUK WHAYIUpIaraH TUIEPTCH3Us] PUBOXKIAHUIINA TATOTCHE3Uaa
JIHKra xapmm ayToMMMyH aHTUTaHalap, aHTUOTEHE3, SHIOTeIHall TUChHYHKITHUS,

! Bypues B.A., 3aiinuesa 3.C., Wnbscosa H.A. Perynsmus anrmoremesa recTaoHHoro mepuoga // Iipo6um. pempox. — 2008. -
Ne3. - C.18-22; BomkoBa E.B., Jleictok E.}O., Jxoxanse JI.C., Maxkapop O.B. OcobGeHHOCTH H3MEHEHUI IpO-U
AQHTHAHTUOTEHHBIX (PaKTOPOB y OEpEeMEHHBIX ¢ XPOHHUYECKOW apTepHanbHO runeprensueit / Poc.BectH.akym. u run. — 2013. -
Ne3. — C.9-13.
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muMdoIUTap-TpOMOOIIUTAD  aAre3uss JapakaCMHHW, ITUTOKWHIAD MHKIOPUHU
aHUKJIaI,

TUIEPTEH3UB Oy3WiMIUIapJa acopariiap PUBOXIIAHMIL XaBPU OMUIUIAPH,
UCTUKOOJHU OENTHIIOBYM axaMUSITUHU aHMKJIAII, 11y acocha aémiapja XOMMJia-
JOPJUK HOXYII KEYMIIA MYaMMOCHUHUHT HUCTUKOOJTHU OENTHJIOBYM ME30HJIApHU
UNUIA0 YUKUILI,

recCTallMOH TUINEPTeH3Us PUBOXJIIAHMUIIK XaBhu rypyxuna auddepenunan
TalIXWC Ba WCTUKOONHM OenrmioBurd Mapkep cudarmma mmmdorurap-TpoMOo-
nutap aaresuss Ba JIHK ra kapum ayromMmmyH aHTHTENnonap AWCHYHKUIUACH
MapKepiapy KYpcaTKUYJIapUHU Ba yiIap Opacuaard OOFIMKINKHA UCOOTIIalT,

TeCTAIlMOH TUIEPTEH3Hs PUBOXKIIAHUIN XaB(PU TypyXuaarun XoMuiiagopiap/aa
SHIOTENNN TUCPYHKIUICH, aHTUOTEHE3, AYyTOMMMYH Kapa€Hiap, acopariiap yac-
TOTAcH Kabu XoJlaTiapHu TaBCU(DIOBYM KypcaTKuuIapra 3H10Tearuan AUChHyHKIUs
Ba AHTUOTEHE3 KOPPEKTOpH L-apruHUHHUHT TabCUP XYCYCHUSTIAPUHU OYUO
oepwii;

reCTaIlMOH TUIIEPTEH3Us PUBOXIIAHUII XaBPU TypyXugaru XOMUIaI0piapHu
0JIn0 OOpUIT Ba UICTUKOOJIHU OCJITUIOBYU aJITOPUTM HUIILIA0 YUKHIIL.

TagkKMKOTHUHT 00beKTH cudaThaa OWJIaBUN MOJUKIMHUKATIApIa XOMMJIA-
JOPJAUMKHUHT D3pTa JaBpUJIaH YHUHT oOXWpuradya Hazopataa Oymran 1508
XOMUJIQJIOpJIap TaHJIaHTaH.

TagkukoTHUHT npeameru Oupunuu (10-12 xadTa) Ba UKKUHYM TPUMECTP-
napuna (22-24 xadra) xoMunagopiapJaH OJIMHTaH KOH Ba KOH 3ap00u.

TaakukoTHUHT ycyJuiapu. Kyiinnran BazudanapHu Oaxapuil Makcaauaa
KJIIMHUK, KIWHAK-HHCTPYMEHTA], OWOKUMEBUNA, WMMYHOJOTHK Ba CTaTHUCTHUK
TaxJIu1 yCyJutapuiad GoiiaiaHuiIn.

TaagKMKOTHUHT WIMMIA SIHTWINTH Kyiugaruiapaad noopar:

2eCmayuor 2UNepmeH3UACUHY UCMUKOOIUHU XOMULAOOPAUKHU UK O0a8pu-
oacu aveuozenes 8a 3Hoomenuti GyHKIUSICUHN aHUKJIOBUM KYpCaTTUWIAp acocua
Oenruian ycyjy Wiiad YMKUJITaH,

XOMHJIAJIOPIUKHUHT | TpuMecTpuaa aHTMOTEHE3HUHT MMACT KYypcaTKU4Iapu Ba
ayTOMMMYH kapacunap aucOanancu rectanusHuur 20 xadgracumaan keiun XUID
MIaKJUTAHHUIIN XaB()U SKaHJIUTH UCOOTIaHTaH;

WJIK OOp TeCTAIlMOH TUIIEPTEH3USIHUHT KIIMHUKarada Oyiran 00CKU4HIa SH10-
Tenud TUCPYHKUMICH IMIAKIUIAHUIINA KYpcaTWITaH Ba HCTUKOOIHU OEITMJIOBUU
ME30HJIApU UIILJIA0 YMKUJITaH;

OuMpUHYM MapTa HHAOTENHAN MUCPYHKIMS, TECTalMOH THUIEPTECH3USHUHT
KJIMHUKaraya Oyiran OockuuM makimaHummaa napuil JITA HUHT Tabcupu
UCOOTIIaHTaH.

TagKUKOTHUHT aMaJIMii HATHXKACU KyWuaaruiapaH noopar:

XOMHJIAJIOPIUK WHIYIUPJIAraH TUTIEPTEH3US KIMHUK CUMIITOMJIApU HAMOEH
oynrynua 14-18 xadTa onaud sug0TeMan AUCHYHKIIUS OeITUIapy aHUKJIaHTaH;

XOMHJIAJIOPIUK WHIYIHUPIAraH TUTIEPTCH3Us PUBOXKIAHUIIMHA FOKOpU XaB(h
rypyxJjapura axpaTuiid Ba V3 BakTUAa NPOOUIAKTHK TaaOupiap YTKa3WINTra
MMKOH OepyBUM XOMWJIAIOPIUK WHIYIHUpJAraH TUIEPTECH3USHUHT KIWHUKarada
OyJran Tamxuc ycyau uiuiad YMKUIraH,



XOMIJIAJIOPIUK WHIYIUPIIarad TUIIEPTeH3UsACH Oop OYTraH XoMuiagopiaapaa
SHAO0TENUAN TUCPYHKIUSHNA KOPPEKLUS KUITYBUM YCIyO Takiau@ STUITaH Ba YHUHT
KJIMHUK caMapaJopiIuru UCOOTIIaHTaH;

TOMUDP SHAOTEITUNCH Ba SHIOTENINNWra OOFIIMK Ba3oAUJIaTallus XyCyCUSTIapu-
HUHI KYpPCAaTKUWIApU ACOCHJAa XOMWJIAIAOPJIWMK HWHAYLHpJIAaraH TUIEPTEH3UsAAA
Ky3aTUJIQJIUTaH acopaTiiapuHu JaBoJialll camMapaJOpJIUTrHHUHT ME30HJIApU HIILIA0
YUKWITaH;

TeCTAIlMOH THUNEPTCH3USIIN XOMUWIAAopiap XaBd TypyxXuHU oiaub Oopwil Ba
AHUKJIAIT AJITOPUTM WILTA0 YUKUIITaH.

«l'unepren3uB Oy3ununuiap OwiaH XoMmwiaaop aémnapaa HSHAOTEIHM
TUCHYHKIMSICHHN KOPPEKIUSIIANT YCYJIN» HOMIIHM PAIlMOHAIA3ATOPINK TaKIu(
kupuTIirad (Ne685)

TagKUKOT HATHKAJAPUHUHT WINIOHWIMJIMIM WIMUNA M3JAHUIIIA KYIUia-
HUWJITaH 3aMOHABUH, OUp OUPHUHU TYIAUPYBYU KIMHUK, HHCTPYMEHTAJ, UMMYHOJIO-
I'MK, CTaTUCTUK yCyJulap OWiaH TacAMKJIAHTaH Xamja TYpJIM YCYJUIAPHUHT KYII-
JAHUIUIIHA (PU3HOJOTUK KeYaéTraH XOMUJIAJOPIUK Ba TECTAIlMOH TUIEPTEH3USIIN
XOMUWIAJOPIUK KEUHIIMHUHT 3HI MYXUM Yy3Ura XOC KOHYHUSITIAPUHU aHUKJIAII
uMKkoHnHU OepraH. [llyHunraek, Oapua OJMHTaH HaATWXKaJlap Ba XyJocaiap
Januiapra acocyianral THOOUET TaMoMMIIapura acoCIaHraH.

TaagKUKOT HATHKAJAPUHMHI WIMHMH Ba aMajiuii axamMMATH. TaJIKAKOT
HaTIWKAJIAPUHUHT WIMHN axaMUATH TEeCTallMOH TUIEPTEH3USUIM XOMUIaaopiap-
naru npenaran acopamiapaa /IHKra kapmum ayrouMMyH aHTHTENONap, TOMHp-
SHIOTENNAN YCHUIIl OMIJIM Ba IUIAIICHTA YCHII OMUJIM MHKJIOPJIADUHUHT MaTore-
HETHUK, KJIWHUK, UCTUKOOJIHU O€JIruiail 103acu/laH OJIMHTaH WIMHI HaTHXaiap
MaB3yra OWJ WIMHH TaJKUKOTIAPHUHT METOJOJOTUK-YCIYyOUil acociapuHu
TaKOMUJUTAIIITUPUIIN OWJIaH W30XJIaHAH.

TagKMKOTHUHT aMajaui axaMusTH TaBCUsS OSTWIraH TallXUC, [JaBO Ba
UCTUKOOJIHU OCJTUJIOBYM YCYyJIJIap TeCTAallMOH THUIEPTEH3USUIM XOMUIAIopJiap
acopaTjiapvHM KaMaWTUpUIIM, a€JUIapHU TYJIUK Xa€Tra KauTapuilv, U1y
KymilaJaH, YJApPHUHT PENpPOAYKTHB  CAJOMATIMIMHU THUKIAINI HWMKOHUHU
Oepummmaa kypuHaau. [IyHuHTIEK, TAAKUKOT HATHXKaJapuaaH THOOUET onil YKyB
IOpTJapuia aKkylepiuK Ba THHEKOJorus (GaHuAaH Mabpy3ajap YKUI, aMalidi
MaIIFyJI0Tiap YTKa3Will Ba TajabaJapHUHT MYCTaKWJ WIUIAPUHUA OaKapHuIIuaa
aHrM MaHOa cudaruaa GpoianaHui MyMKHUH.

TaagKUKOT HATHKAJIAPUHUHI KOPUM KUJIMHUIIM. ['ecTallMOH TUIEpTEH-
3USHUHT MCTUKOOJIMHU OeNruianl Ba acopaTIOPUHU OJIIMHU OJIMII Oyhuda
OJIMHI'aH WMWK HaTHXKajap acoCuIa:

«XOMUIAAOPAUK OWJIaH WHAYIUPJIAHTaH THUIEPTEH3USHU MPOTHO3JIAII
yeymy Oyitmua V36ekucToH PecryGiHKACHHHHI HMXTUPO NATEHTH OJNHMHIAH
(NeIAP 05235). YOy ycyn recTaiyion TUIEPTEH3USICUHN OJIIMHJAH aHUKJIAII Ba
acopaTtJapyHH OJJIMHH OJUIIT CU(ATHHU ONTUPHINTAa UMKOH OepraH;

«lectarmon  rumepreH3usin  aémmapaa  acopamiap  NpodUIAKTHKACH
caMapaJIopJIMTUHU ONIMPHUII yCYJIM» HOMIIM YCIyOWi TaBCUsIap TAacAUKJIaHTaH
(Cornukuu caxnam BazupauruHuar 6.10.2015 iimngaru 8H-1/55-COH MabIyMOT-

HoMacu). KoMiuiekc JIMHaAaMUK Ha30parT Ba NATOICHETUK JaBO uopajapura
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L-aprunuH mpenapaTMHd KymnMya cudaTuaa KYJIJIaHWIWIIN 3HI0TeNud (QyHK-
UUACUHUHT  KypCaTKUYJIAapUHU  caMapajid THUKJIAaraH XamJa dSHJAO0TEIuil
GYHKUMSACUHUHT MEbEPIANIYBH  XUCOOWTa KYMUWIMK XOMUIaaop aémiapaa
(87,2%) XOMUJIQIOPIMK SXIIU SIKYH TOITaH Ba NepUHaTal YJIMMHU Oell Maporada
nacauTUPHIL UIMKOHUHU OepraH;

recTallMOH TUNEPTeH3UsIM adiiapaa acopariap npoduiakTUKacu camapa-
JOPJIMTUHUA OIIUPHUIN OVHWYa OJMHTaH WJIMHM HaTwkamap TOIIKEHT Iaxap
VYurena TymaHu 9-CoH akylIepiMK MaxkmyacH, byxopo Bunostu JKoHnop TymaHu
aKymepauk Maxmyacu Ba ToiikeHT maxap Mupo6oa TymaHu 4-COH aKyIlIEpIUK
Ma)KMYaCUHUHT amanuérura Taaouk KuiauHraH (COfJIMKHM cakjall Ba3upJIuru-
HuHT 27.04.2016 tivnnaru 81-3/57-COH MabIyMOTHOMACH).

TagKMKOT HATHKAJIAPUHUHI anpolauusicu. JluccepTauussHUHT acoCUi
HaTWXkajnapu 6 Ta WIMHU-aMIMM aHXyMaHaa, >KyMJaJaH, 2 Ta XalKapo
KoHpepeHnusaa: The 18™ World Congress on COGI (Asctpus, 2013); The Sixth
European Conference on Biology and Medical Sciences (Apctpus, 2015);
Pecriy6inka KoH(EpeHIMsANapHaa - Y30eKHCTOH AaKyllep-THHEKOJIOrIapHHHHT
VIII cwe3auma (Tomkent, 2013); «Actual Problems in Healthcare of Motherhood
and Chilhood» (Byxopo, 2015); Tommkent tTnoOuET akanemuscu YAl Taiiépnan
Oyiirua aKyIlepJIMK Ba THHEKOJIOTHs Kadeapacu, naBojaml (GakyIbTeTUHUHT KacO-
KacaJUTMKJIapH, TOCIUTAN Ba (DaKyJIbTaTUB Tepanusicu Ba THOOMET-IpodUIaKTHKA
(aKkyIbTETUHUHT MYKHM KacaJUIMKIap Kadenpacu xamaa OMOOPraHUK Ba OMOJIOTHUK
kuMé kadenpanap umtupokuna kadeapanapapo cemuHapaa (Tomkent, 2015);
TowmkeHT neauaTpus TUOOMET MHCTUTYTH MMM KeHramm KOIIWJIArd WIMUN
cemuHapaa (r.TamkenT, 25 nekadbps 2015 roxa) anpoOauusaaan yTras.

TagKuKOT HATHKAJAPUHUHT IbJOH KUIMHMIIM. Jluccepranus MaB3ycu
Oyiinya 27 Ta IMHUN MII YOI ATWITaH OYauo, myHaad 1 tacu ycnyouit KyJjimaHMma,
17 Tacu unmuit makonanapaup. bynnan 14 tacu pecmyOnuka, 3 Tacu XOpWKUUN
KypHasutapaa, 13 Tacu TOKTOPJIMK JUCCEPTAIUMSICUHUA aCOCHI HATIKAJTApUHU YOIl
ATUILLI YYYH V36ekucron Pecniybnmukacu OAK ToMOHUIaH TaBCUsl KUJIMHTaH UIMHUN
HallIpJap pyuxaTura KUPpUTUIITAH KypHAJUIap1a HAIIp 3TUITaH.

JuccepTanusiHUHT TY3WJIMIIM Ba Xa:KMM. J(ucceprainus TapkuOu KUPUII,
ontuta 000, Xynoca, QoinanaHuiran amxaduérinap pyWxaTd Ba WJIOBAJIApAaH
noopart. JluccepranussHUHT XaxxMu 175 G€THH TaIlIKUI 3TTaH

JTUCCEPTALIUSIHUHT ACOCHUI MAZMYHHU

Kupum kucMmuaa yTkazwiraH TaIKUKOTIAPHUHT JOJI3apOJuTd Ba 3apypaTu
acocjaHraH, TaIKUKOTHUHI Makcaaud Ba Basudayiapu, O0OBEKT Ba MpeaMeTiiapu
TaBcu(IaHraH, pecrnyonrka ¢haH Ba TEXHOJOTUSIIAPU PUBOKIIAHUIIIMHUHT YCTYBOP
WYHAIUIUIApUTAa MOCJIWTA KYpCAaTWITaH, TAAKUKOTHUHI WJIMHW SHTWJIWATA Ba
amanuil HaTuxkanapyu 0a€H KWJIMHIAH, OJJMHIaH HATMKAJIAPHUHT WJIMHANA Ba aMalluid
axamMusATH 0unu0 OepwiiraH, TAAKUKOT HATWIKAJIAPUHA aMaJu€Tra KOPWUW KHJIHIIL,
Halp OTWITaH WOUIAp Ba JUCCEPTANMS TY3WIHIIH Oyinda MabIyMOTIap
KEJITUPUJIITAH.
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JuccepTaistHUHT OUpUHYU 600M «XOMMIAZOPJIUK HHAYUHMPJIArad rumnep-
TeH3USHUHI 3aMOHABMI NATOreHEeTHMK JKUXATJapu»aa anabuérnap Iapxu
kentupwirad. [lapxnga recranimoH jkapa€H 4akupral TUIIEPTEH3UB Oy3WJIMILIAP
TYFPUCUIATH  3aMOHAaBHM MABIyMOTJIAp TaxJIWI KWJIWHIAaH, IIYHUHTJACK,
XOMUJIAIOPJIUK HHIAYLMpJaraH TUIEPTEH3Usl pPHUBOXJIAHUIIK Oatadcun OaéH
KWJIMHTaH. Ajoxuaa 000 ocThaa XOMMJIAJAOPIUMK MHAYLUpJarad TUIEpTEeH3Usra
audepeHnran EHJAINII Macajlajgapura OMANHINK KUPUTHITaH.

JuccepranustHUHT « KIIMHMK MaTepUAJTHUHT YMYMUN TaBCU(PH, TAAKUKOT
ycyJLUIapWw» HOMJIM WMKKHHYM OoOMJa TaJAKUKOT MaTephalid Ba ycysulapu OaéH
ATUIITaH.

| — wumauar Oommmanruy Oockuunga XUIT puBoximaHUIIM Ky3aTHITaH
XOMHWJIAZIOpAap XaB( TypyXJapuHU aHUKIAIl Y4yH OHM3 TOMOHJIAH HIILIA0
YUKWIraH aHkera acocuga 1508 wnHadap rmokopuga KypcaTuwiraH oOWJIaBUN
HNOJUKIMHUKANIApAaH Oupuia sSIKMHIAAETral TYFUII cababiau xucoOra OJIMHTaH
XOMMWJIAZIOp aéiap ypracuaa CypoB YTKa3swiIad. AHKETa MabIyMOTJIapH acoCHIa
muHuMan 0-5 Gamn tymaran xomunagopiaap XU puBokiIaHUIT 3XTUMOIH TACT
6-9 6ann tymnarannapu XD puBoxiaHuil sxXTuMoid yprada 9 Oamn Ba yHAaH
oKopu  Tymiarannapu XM puBOXIIAHMII SXTUMOJIM  IOKOPU TypyXJIapura
AXKPATHILIN.

Il 6ocknuga — YTKa3uiaraH MaxMyaBUH, Maxcyc TEKLIUPYBJIAp HATHXKaCUAA
OupJiaMuM TaHJaHTaH aémnap rypyxuaaH 17-27 éuumum 287 Hadap aén axpatud
OJIMHIM Ba ynapaaH 267 nadap xomunagop XUl puBoxianumum Oyiinda xaBd
rypyxura kupraniapu 20 Hadapu corsiom xomwiiagopiap Oyiaau. OnuHrax
HATWKAJAPHUHT KUECUN TaxJ WM 3 TypyX opacuia yTkasuwiau. bupuHum acocuii
rypyxHu recrauusausr 20 xagracuaan kevina XUI' puBokiaHran xaBg rypyxura
MaHcy0 119 Hadap aén tamkuin kunad. CONUMIITHPUIL TYpyXUTra recrauussHuar 20
xadracunan keiiun XUI puBoxkiianmaraH, xaBd rypyxura Mancyo 148 nadap
xoMuianopaap kuputwiau. Hazopar rypyxunu 20 Hadap corsom xomunagopiap
TAlIKWJ 3T/IH.

IIT 6ocknu — KXK-10 acocuna Ab gapakacura OOFIHK X0JIJIa aCOCUU TYPyX
nanueHTaapu 3 rypyxra axxpaTwigu. L-apruHuH KyumaHWIMIIUTra OOFIIMK X012
ynap, ¥3 HaBOatuaa, 2 rypyxdara Oynunau: A — L-aprunun Oyropunran aémiap; b
— L-aprunun Oyropunmaran aémmap. 1-rypyxra XU ky3atwiran 39 nHadap
xomuiianop (A rypyxuacu 22, b rypyxuacu 17 manueHT) KUPUTHIIUA: CHUCTOJIUK
aprepuan O0ocum CAB >140 mm cumo6 yctynu (¥prada 133,4+£2.3 mm cumoO
yCTYHHU), Auactoiauk aprepuan Oocum JJAb >90 mm cumo0 yctynu (¥praua
85,3+1,6 MM cumo0 yctyHm); 2-rypyxra ypraua XWI' ky3zatunran 47 nHadap
xomuiianop (A rypyxdacu 26, b rypyxuacu 21 nanuent) kuputuiau: CAb 140-
159 MM cumo0 ycrynu (Ypraua 152,4+3,6 mm cumo6 yctynu) Ba JJAB 90 gan 109
MM cuMo0 ycrynurava (¥prada 96,8+2,1 mm cumo6 yctynu); 3-rypyxra orup XUI'
ky3arwirad 33 Hadap mamment (A rypyxuacu 18, b rypyxwacu 15 manueHr)
kuputiign: CAb <160 mm cumo0 yctynu (¥praua 162,2+3,1 MM cuM00 yCcTyHH),
JHADB <110 MM cumo0 yctynu (¥praya 113,4+1.6 MM cuM00 yCcTyHH).

Ouporenuan QyHkuua Kyvunarua mapkepiap Oyitnua Oaxonanmu: NO (NO>
Ba NO7; crabun wmerabonutnapu wuruHaucu Oyinya) ['peiic peakTuBHIaH
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doiinananran xonma, sagoreauan NO-cunTasza (eNOS), uaaynuoen NOS (iNOS)
daomnuknapu, nepokCUHUTPUT (ONO7) KOHIEHTpaLMSICH CHEKTPOoPOoTOMETpHUS
yeynauaa UV-VIS 2100 (LTD, Xwuroii) cnektpodoToMeTpuia.

AHTHOTeHe3 Kapa€Hiapu KOH IWazMacuaaru ’uaotenus-1, TOYO Ba yo
KOHIICHTpalusulapu  OVitmua  Oaxomangu. Yimap  «Biomedica»  (DHR,
PRGTEHNOGIS) Ba «Bekrop becr» (HoBocuOupck) peakTuBiapuaan
dorinananran xomma AT-858 (LTD, Xwutoil) MMMyHO(DEpMEHT aHAIM3aTOPH
OpKaJI aHUKJIaHIH.

MJI-1pB Ba ycMa Hekposr omman (YHOG) MUTOKMHIAPH KOHIEHTparuscH AT-
858 (LTD, Xwuroit) uMMyHOEpMEHT aHamu3aTopu Epaamuaa UMMyHO(EpMEHT
TaxXJIWJ YCYJIU OpKajIl aHUKJIaHIH.

Tect tymmamnapu («MmmynkymycyMHWMpa (MockBa) unmiad 4YuKapuira
OJIU-tectnap) €pnamuna ukku cnupamum JHKra xapum IgG cundura mancy6
ayTOMMMYH, TpoMmOonuTiap meMmOpanacu ukku antureHu (Trm-0,01, Trm-0,15),
Oyitpakauar ukku anturenn (Kim-05-300; Kis-07-120) Ba sxurap MUTOXOHAPHSICH
anturenura (HMMP) kapuu antutenonap AT-858 (LTD, Xuroit) umyHnodepMeHT
aHanu3aropunan (Qoigananran xonga 450 HM nuanasonna pedepeHT AuamMeTpu
620-655 uM Oynrana aHUKJIAHTIH.

AHUKJIaHTaH »HHAOTEIUN MUCPYHKIUACH Ba AaHTHOTEHE3 Oy3WIdIUIapu
KOppeKIusicu Makcaauaa 66 nadap xommwianopaa L — aprunun npenapatu 4 1/cyT
no3ana (0,9% mm 100 M NaCl na €xu 5% nu rirroko3a spuTMacuia CyITHPHITaH
20 mn 3putma) 10 KyH gJaBOMUAA KYJJTAHUIITaH.

OnwHraH HATWKAJApPHUHT CTAaTUCTHUK TaxJIMJIA BapUaIllMOH CTaTHCTHKA
yeymiapu EpiaMuiaa YTKAsmwyM. Yprada (apKiap HINOHWIMIMTH HIIOHAPII
unrepBai (p<0,05) 95% 6ynranaa, CThIOIEHT ME30HU acocuaa 0axoJaHIu.

HuccepranustHUHT  «XOMWJIQAOPJIUK  HHIAYHHUPJIATaH  THNEPTEeH3Husi
pUBOXIaAHMIIM OYiinuya XaB( rypyxJJapuHi aHMKJIamD 1e0 HOMJIAHTaH YIUHYU
6o6uma 17 €mman 28 é&mraua (Ypraua 24,3+4,22 &m) Oynran 1508 Hadap
XOMHJIQJJOPHUHT ~ aHKETAJAIITHPUII KYPCATKUWIAPH TaXJIMJIM  KEJITUPHUIITaH.
bupunun mapra tyraérrannap 52,1% uu (786 nadap aén) tamkun dtraH Oyica,
ynapaad 30,9% ununr (466 Hadap aén) anHaMHe3ua UKKUIAMYH TAPUTET YUIPAJIH,
Oomka xosutapaa aémiapaa 3 Ba YHIAH OPTHK TYFpyK Oopimru (MOC paBuIlia
13,7%, 206 wadap aén Ba 3,3%, 50 Hadap a€m) anukmangu. XwucobOra OJUII
BaKTHJa KYIMUUIWK XodaTAa recramus myagatu 14 xadrara tyrpu keaau (38,0%.
573 nadap aén). 13 xadraraua xucoobra 24,0% (362 nadap acm), 12 xadraraua
22,1% (334 nadap aém), 11 xadra Ba 7-10 xadraraya moc pasumga 8,1% (122
Hadap aén) Ba 7,8% (117 nadap acn) omunau. XU puBOXKIAHUIT SXTUMOIUHU
Oaxojamn IIKajgack OyWuYa OJMHTaH HaTWXajgap Taxjauiu | KkajgBaia
kentupuiral. Illkana O6yiinya ypraua kypcarkuunap 6,74+0,14 GayyiHM TalIKum
5TAW. AHKeTa CYpPOBHOMACH CaBOJUIapW Opacuja OdHT acOCHUWCH KOHJAru
reMOTJI00WH KOHIICHTPAIUSCUHU YPTaHUIII d]IH.

Kymunmk aémmapaa remorsioousd 110-120 r/n arpoduna anuknanau, Oy sca
42,8% xoMuianop yuyH mMebép Oynau, yiapaa yprada kypcatkuu 116,5+1,1 r/n
HU Tamkwn Kuiagu. 16,8% aémmapma remornobun yprada 107,5+1,8 1/m raua

nacaviau, 22,6% aénga remorinoOun yprada 123,6+1,9 r/a raga, 17,7% wuna sca
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reMoryioons yprada 138,4+2,1 r/n rava kymaitran 3au. XOoMHIAA0p a&uiapHUHT
38,3% wuna auacronuk Ab HuHr ¥yprasa kxypcatkuum 62,3+1,1 MM cumMo0
yCTyHUHH, 42,6% una 77,8+€1,3 mm cumob ycrynunu, 19,0% una aca 91,5£1,5 mm
CUMOO YCTYHMHH KYpCaTIu.
1-s;xkaaBaJ
XUI' pyuBOKIAHUII 3XTUMOJMHU 0aX0J1all IIKAJACU OyiHn4ya
OJIMHTaH HATHKAJIAP

CaBoitap 0 Gamn 1 Gann 2 Gann
Myt. | % Myt. | % Myt. | %
['eMOri100MH KOHIIEHTPAILIUSCH 634 42,0 | 607 40,3 | 267 17,7
Huactonuk aptepuan 6ocumuuHr (JJADB) 956 63,4 | 288 19,1 (264 |175
(U3HOIOTHK MACAUHUITUIINHT HYKIUTH
Tana Ba3HUHUHT OLIMUIIA 642 42,6 | 483 32,0 | 383 25,4
bom oFpuruHUHT OOpaUTH 1016 | 67,4 | 245 16,2 | 247 16,4
YUKYHUHT Oy3MIIAIITHN 691 45,8 | 580 38,5 | 237 15,7
CyOBeKTHB:
VYiiky cudaru 769 51,0 | 489 32,4 | 250 16,6
YUKyHH KYTUII BAKTUHUHT OIIUIIIH 533 35,3 | 680 451 | 295 19,6
KyHy3ru yHKy4aHimk 143 19,5 |1009 | 66,9 |35 | 23,6
Kaxmopimk 866 57,4 | 410 27,2 | 232 15,4

XoMuUIaopauKKaya OyiraH JaaBpjarura HucOaTaH XOMUJIAJOPIUKHUHT
OMPUHYN TPUMECTPHIA TUACTOJMK apTepuas OOCUMHUHT (U3HOJOTUK Macaluiu
Ky3atiwiMaranu XU puBOIIaHUII 9XTUMOJIM FOKOPY SKAHIIUTUHU KYpPCATIHU.

Bu3HUHT TaAKMKOTIapUMHU3/1a TaHa Ba3HUHUHT XaJJIJaH TalllKapu OLIMUIIN 292
Hadap aénma Ky3aTWwiau. YJap TaHa Ba3HUHUHT yprada omuimu 3,8+0,8 Kr HU
Tamkuwi TAu. 879 nHadap aén TaHa Ba3HUHUHT ypTaya omumu 2,5+0,6 kr HH,
oomika xonarnapaa (337 nadap aén) TaHa Ba3HUHUHT YpTada omwumu 1,6+0,3 kr
HU TalIKWJ Kuian. YUKy Oyswmmmuau 719 nadap aénna xyzarwiau, 0y 47,7% Hu
TAlIKWI OSTAW. YWKYHUHT CYOBEKTHB MAablyMOTIApU TaXJIMJIA HaTHXKAacHIa
anukIannmuya, 947 wadap xomummamop (62,8%) Oy3unmuimn Gopiuru alTHITaH.
Kynnysru  yiikydannuk 1096  wadap aénma kysatwnau  72,7%. YKy
Oy3unumuHuHr yprada Oanu 0,68+0,02 Hu tamkun kuwiad. 642 Hadap (42,6%)
xoMuinazop aén okaxjmop OynuO KoaraH ImyHmaH 355 Hadap (23,5%)
XOMUIIaZ0paa kKaM xonataa, 287 nadap (19,0%) xoMunagopaa Kym XoJataa Coaup
OYIUIIIM aHUKJIaHIU. XOMUJIAJA0pAa KaM XoJaT/aa aénaa aHuKJIaHTaH.

AHKeTa-CYpoB MabJIyMOTJIApU IIYHU KypcaTauku, 4,44+0,02 Gann 6ynaranga
XUTI" puBoskyanumn 3XTuMoiau nact, 6,8+0,03 6amn 6ynranna XUIT puBoskiaHuIn
sxtumonu yprada, 10,2+0,1 6amn 6ynranga XU puBOKIaHUIIT 3XTUMOJIA FOKOPU
6ynau. Ypraua Gamiap acocua TacT SXTUMOJUIMKHHMHT yupann gapaxacu 82,3%,
yprauanuku 8,6%, roxkopunuku 9,1% 6ynau. lynnai kunuo, XU puBoxianuin
HXTUMOJH IIKanacu Oyiinua xaBd rypyxjapura 6 O0aqugaH opTUK Tyriaran 267
Hadap aén kuputwiau, 0y dous xucooduaa 17,7% Hu TamIkuiI STAu.

Onuuran HaTwxkanap Oyiinya aHuKIaHuIn4a, aTpuoytuB xaBd (0,91) Ba
HucOuii xaBd kordduuentununr (11,58) roxopu kypcarkuwiapu I Tpumectpaa
TaHa Ba3HU oMy 3 Kr atpoduaa Oynranna kyzarunau. XU puBOKIaHUIIN SHT
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IOKOpU XaB(H, MIyHUHTIEK, TeMorjaoOnH KoHieHTparusicu 120-130 r/n man kym
oynranga (moc pasumiga 0,90 Ba 9,32) anukimanau. ATpuOyTHB Ba HHCOM
XaB(HUHT IOKOPU KYpCaTKUYJIAPH, TUACTOJIMK apTepruan OOCUMHHUHT (PU3UOJIOTHK
nacauimm KysatwiMmaranga (moc pasumga 0,89 Ba 8,65) anumknanau. FOxopu
KypcaTKuwiap XaM OOBEKTHUB, XaM CYOBEKTUB YUKy OY3WIMILIM aHUKJIaHTaH[a
HaMoéH Oynau. Jlemak, oOJMHraH HaTWxkaigap acocuga | Tpumectpaa
xomuiagopaapaa XWIT  pUBOXKIAHMII SXTUMOJMHMA Oaxojlall — IIKaJaCUHU
KYJUTAITHUHT MaKcaAra MyBO(QUKIUTH HCOOTIAHIH.

JluHamuk Ky3aTyB >kapa¢uuga 267 Hadap xaB¢ rypyxumaru aémHunr 119
Hadapuna XUI' ramxucnanau. by xomunanopnap ymymuit conura Hucbaran 7,9%
, XaB( rypyxura kuprat aéimiapra Hucoatan sca 44,6% HuU TalIkui 3TIU.

XUI" anuknaHran a€iuiap/ia akymepiauK Ba MepUHATAI, KOJIaBepca, MOCTHATAI
acopaTJIApHUHT IOKOPHM uacTtoTacu Ky3atuinau: 26,1% wunma (31) xomuna yeuiu
yerapaanuiu cuaapomu, 11,8% wuna (14) MyagaTtugaH OJJIUHTUA TYFPYK, 2,5%
una (3) Myamatuaad OJIIMHTY TuianeHTa kyuumd, 13,4% wunma (16) xomumia Ba
yakajnok runokcusicu, 18,5% wuna (22) xommia runorpoduscu, 28,6% uma (34)
OIIE. Takkocnam Ba Ha30patT rypyxJiapuaa acopariap Ky3aTUJIMaiu.

Keiimarm  nuHamuk  ky3atyBma III  Tpumectpma  acocuil  rypyx
xomunaaopiaapuHuHr 16,8% wuna karita XU xy3atwnau. Takkocnam rypyxuia
IIyHra yXImiaml acoparjap aHUKJIaHMaIu.

['ecTanuon >kapa€H Yakupral TMIIEPTEH3UB Oy3WIUILIapAa XOMMIAI0PIIUK
¥3 BakTHAaru Tyrpyk Omnan 84,9% xonatna, MyaaaTuaaH OJNJIMHTH TYFPYK OuJiaH
15,1% (18) xonatna skyHaanau. [ unepTeH3uB Oy3uaunuIap OKOpH Gousnapaaru
(38,7%) omeparuB ycynma Tyruin OwiaH TaBcuduianau. Haszopar rypyxuaa
OMepaTuB yCyJaa TYFUIl AaHUKIaHMAIH.

ynnait k6, XUT Gopauru acocuii Typyxaa KYmamiuk xoiwiapaa (45,4%)
OHa Y4YyH XaM, XOMHWJA YYyH XaM HOXYII Tyramwura oiu0 kenau. Takkocmaiil
rypyxuna, sbHu XU anukimanum mkamacu OVinya rokopu Oaimn TYyruiaran
aémapaa xam kam ¢owusznapna (26,4%) — Oyica xaM HOXYII Tyramiap Kaia
KWJIHH]IN.

JuccepTauUsiHUHT  «XOMWIAOPJApAard reCcTalMOH THUIlePTeH3usAa
ayTOMMMYH AaHTUTaHajJap, aHruorenes, JITA Ba LIUTOKMHIAPHUHI
KYpcaTKu4Japw» TYpTUHUM 000uma ned aTairaH XOMIUIAIOPIUK WHIYIIUPIIaraH
TUTIEPTEH3US PUBOXKJIAHUIIINIATH OMOKUMEBUI Ba MMMYHOJIOTHK
KYPCAaTKUWIAPHUHT NMaTOT€HETUK aXaMHUATH TaXJIUJI ATHIITaH.

I'ecraums nunamukacuga ayroantutenonap (AAT) MUKIOPUHUHT TaUIXHCHMA
axamMusTH Ba yinapHuHr XHWUI pUBOXIAHUIIM OFUPIMK Jlapakacu OuiaH
OOFUMKJINTUHM  aQHUKJIAIl  [IYHH  KYpCaTAWKHA,  TaKKOCHAll  TypyXu
XOMMJIaJIopiapuia rectauusi AuHaMukacuaa ukku crnupamim (uc) JHKra kapim
AAT, Trm-0,01, TrM-0,15, KiM-05-300, KiS-07-120 Ba HMMPra xapim
AHTUTENOJAp KYypcaTKUUIapy Ha3opaT rypyxuaan ¢apk kuimaau (1-pacm).

Acocuil rypyx xomunagopiapuga [ tpumectppa uc/I[HKra kapmm AAT
20,1% ra omau (p<0,05), Trm-0,01 ra xapummnapu 3ca 18,1% ra xamaiigu. 11
TPUMECTpPJla VpPraHWiraH KypcaTKMWwiap Ha3opaT TypyxXxura HucOaTaH MOC
paBuiiaa 16,4% (p>0,05) Ba 21,0% ra (p<0,05) kamaiiau.
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Myngait  xkunub, XoMuiaaopiaap KoH 3apmoommaru  AAT  mMukgopu
KypcaTkuwiapu aHukjaranga, II tpumectpga I Ttpumectpra nucbatan JHK
(uc/IHK), tpombonmtiaap memOpanacu antureriapura (Trm-0,01 Ba Trm-0,15)
KapIlld yJIapHUHT HIIOHapiau Kamavuimm (Moc pasuiiga p<0,001, p<0,05 Ba
p<0,05) ky3atunmau, Oyipak (Kim-0,5-300 Ba Kis-0,7-120) xampma xurap
MutoxoHapusutapu aHturernapura (HMMP) kapmm AAT xypcaTtkudiapu
Ce3WJIapCu3 OIIraH, XOMWJIAJIOPIUK TPUMECTpJIApU Opacujia 3ca HUIIOHAPIH
tadoByT aHukaanmaau (p>0,05).

Kis-07-120

Kim-05-300
Kim-05-300

—— Ha3zopart rypyxu
— CoaumITHpHII I'YPyXH
— Acocuii rypyxu

1 pacm. Xommiaagopaiap kKoH 3apaoouaa I Ba Il rpumectpiiapaa
ayTOAHTHUTEJI0JIaP MUKIAOPUHUHI KMECHI KYypPCATKUYJIApU

Keliunrn Oockuuga Ouz rectamusHudr Il Tpumectpuma xaBd rypyxura
kuputuarad aémiap opacuna (n=267) uc/[HKra kapmm AAT kypcaTKMuIapUHUHT
MUKAOpUTa OOFNIMK KUECUM TaxXJMIWHU YTKa3nuK. IlacT napakaHMHT ME30HIIapU
cuaruaa <69,5 am/Mi, ¥pTa AapakaHUHT Me30oHIapu cudaruaa 69,5-88,4 um/mi,
IOKOPH JlapaKaHUHT Me3oHJapu cudaruaa >88,4 HM/J KYpcaTKUUYJIapUHU OJIIUK.
Menép kypcaTkuuiapu cudatuga Ha30paT TYPYXUHUHT ypTada KYypcaTKu4€Iapu
omuaau. AATuunr ucJ/[HKra nucOGaran mact mapaxacu Typyxura 64 nHadap
(23,9%) aén, ¥ypra pmapaxkacura 181 wnadap (67,8%) xomumagop, HOKOpH
napaxacura 22 Hadap (8,2%) aén KUpUTHIIH.

Texmupwirannapauar 61 nHadapuna (33,7%) XUI' puBoxIanmu, KoJraH
XoJariapaa XOMHIAJAOPIUK acopaTcu3, fAXIIM skyH Tomau. 22 Hadap (8,2%)
xomunanopaa ucAHK anturenura AATHUHr 1oKopu pAapaxkacu aHUKJIAHIW.
VYaapuunr 5 Hadapuna (22,7%) XUI' pusoxnanau. 64 nadap uc/[HKra kapum
AATHUHT macTt Japaxkacu Ky3aTwiraH xomuiagopiapHunr 82,8%mwuma (53
xomunaaop) XUI™ puBoxianam.

XOMUIAIOPJIUK WHAYUUpJIaraH TUNEPTeH3Us Ky3aTWIraH XOMMJIagopiapa
SHAOTENUAN NTUCPYHKIUS Ba AaHTHOTE€HE3 KYPCATKUUJIAPUHUHT TaX IHIJIA TAaKKOCJIAIIT
rypyxujarmiap Ko 3apaoduna xam I, xam Il Tpumectpnapaa HazopaT rypyxura
HucOaTaH ce3usapcus y3rapunuiap OynraHuHu Kypcatau (2 sxaaBan).
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Ymby rypyxma Hazopat rypyxura HucOataH iNOS Ba NO mukmopnapw,
eNOS daomnuruauar HucOataH mnact gapaxkanapu (p<0,05) mynnatiapra Moc
Tap3/Aa aHUKJIaHAA. ACOCHIA TYypyxJa YpraHWwIraH KypcaTKUWIAPHUHT Aapaxacu I
Ba Il TpumecTnapma Takkocnaml Ba Ha3opar TypyxJapura HUCOAaTaH HIIOHAPIIH
paBuiaa dapkiu (p<0,05) 6ynau. Ly ounan 6upra, Il TpumecTpa acocuii rypyx
xomunagopaapuna NO-daomuMk gapaxacMMHr HHCOATaH IOKOpU Japakacu
kyzatuingu. NO kypcaTkuwiapu HazopaT Typyxura HucOatan 1,4 wmapra,
TaKKochaml rypyxura nucoaran 1,3 mapra, iNOS muknopu 3ca Moc paBumiaa 1,5

Ba 2,6 mapta, ONO; 6y1ca Moc paBuia 2,7 Ba 2 Maprara oI Iu.

2-5KaaBaJ

XoMmjIaaopJaap KOH 3ap00uaa 3HA0Te U AUCPYHKIMUS
MapKepJapMHUHT MUKAOpH (M+m)

I'ypyxnap NO, mxmonbe/a | eNOS, mxmonb | iINOS, mxmonb | ONO7,, MKMOIIB
/MUH" 11 /MHH " JT /1

Hazopar rypyxu, n=20

I Tpumectp 18,97+0,55 15,6+0,24 0,08+0,004 0,07+0,005

II Tpumectp 19,8+0,46 20,5+0,29" 0,110,004 0,09+0,006

Takkocnam rypyxu, n=148

I rpumectp 17,8+0,25 15,24+0,14 0,08+0,001 0,07+0,001

II Tpumectp 20,8+0,28" 19,8+0,14" 0,10+0,001 0,124+0,002"a
Acocuii rypyx, n=119

I rpumectp 13,5+0,27*a 12,7+0,17*a 0,12+0,003* 0,10=0,003*

II Tpumectp 28,3+0,97*"a 11,240,14*"a | 0,29+0,015** M | 0,25+0,013*"a

Jeaatma: * — HazopaT Typyxura HucOaTaH MIIOHWIWIMK KypcaTtkuuiapu (*-P<0,05-

0,001); ™ — xommnanopaukHuHT [ Ba 11 TpuMecTpiaapu opacumaru HHIOHWIMIMK KYpCaTKU4IapH
(*-P<0,05-0,01); a — p<0,05 Takkocai rypyxura HucOaTaH.

Yoy kypcatkuwiap eNOS ¢ao/sIMriHUHT macT Kypcarkuwiapu ¢GoHUIA
KynalraHUHU TabKu1ad YTaMu3, YHUHT MUKAOPH HazopaT Typyxura HucoOartaHn
1,8 mapTa Ba Takkocyal rypyxura HucoaTtad 1,7 maprara kamairas.

Mynaait kuauo, | TpuMecTpaa acocuii rypyXx XOMIIIaIoOpiiapy KOH 3apaoouaa
NO KoHIEHTpanusiCHHUHT  Kamaiumm, ¢ukpumuszda, eNOS ¢depmentu
daommuruHUHT macaiiumm ownan 0ornuk (p<0,05). II TpumecTpra acocuit rypyx
ManueHTIapu KOH 3apaoouaa NO MUKIOPUHUHT OIIUINHM, On3HuHTYa, eNOSHHMHAT
anya kamaivimmm (p<0,001) Ba NOSHUHT mnartomoruk wu3okypunumm 1NOS
dbaomMruHUHT KoMmIieHcatop kymavumu (p<0,05) Ouwnan Oornuk. Takkocsanl
rypyxuja ymoly KypcaTKuwiap HazopaT TypyXH MNapaMeTiiapuaaH Ce3uIapcus
dapk kwinu. TaaKUKOT HaTWXKallapyu TakkKociam Typyxu mnanueHTiaapuaa iNOS
daonnuru  OKOopM OYJIraHMHM, aMMO HA30paT TYPYXUHUHT HIIOHYWIUIIUK
yerapajlapy Joupacuja OynaraHuHu, acocuit Typyx —aémiapunma  Oyica
xoMuiagopiaukHuHr [ Ba II TpumecTpnapuzga xam Ha3opar KypCcaTKAYJIapulaH
CTAaTUCTUK KuxatinaH rokopuauruHu (p<0,05-0,01) xypcatmu. ONO’, mMukgopu
TaKKOCJIAIll TYpyXHd XOMUIaopiapyaa Ha30paT Typyxu Joupacuaa oyica, acocuit
rypyXxJa yH/aH uloHapiu okopu 6yimu (p<0,05-0,01).
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Acocuii Typyx aémmapu KoH 3apaobuma OT-1 wmukmopum Hazopar
kypcarkuwiapuaan 1 Ba Il tpumectpiapna moc paBumga 50,0% Ba 95,3% ra,
Takkocaam rypyxunga 6,8% Ba 4,7% ra wkopu Oyaaum (3 >xanBan). buzHuHT
TAAKUKOTIIAPUMU3/Ia ACOCUN TYPYX XOMUJIaI0pIapria YO I Ba II TpUMeECTIIapAa
HazopaT rypyxura HucOatan moc pasumga 23,0% Ba 32,4% ra, Takkocianml
rypyxujia napameTpiap Tpumectpiap oyinua 5,4% Ba 7,3% ra kamaiiau.

3-iKaaBaJI
XoMujiaaopJaap KOH 3apao0uaaru JHA0TeTual JucPyHKIUs Ba
AHTHOTEeHe3 MapKepJaapuHUHT MUKI0pu (M£m)

Cypyxuap I tpumectp II Tpumectp
DT-1 VEGF myo OT-1 VEGF myo

Hasopat 1 50,00 | 1253423 | 2384+2,3 | 8,5:0,04° | 148,6=1,0° | 361,142,2°
rypyxu
Takxkociamm
rypyxXu 6,2+0,2 | 123,542,0 | 2254423 | 8,9+0,2° 151,542,5" | 334,9+3,8"
Acocuit
TYpyX 8,740,2"" | 107,6+1,4" | 183,5+3,1" | 16,6+0,6a" | 175,8+1,8a" | 244,1+4,9a

JdejaaTrma: * — HazopaT rypyxura HuUcOaTaH MIIOHWIMIUK KypcaTkuuwiapu (*-P<0,05-

0,001); a — xomunagopiaukHUHT I Ba 11 TpumecTpiapu opacuiari HIIOHWIMINK KYpcaTKUWIapH
(a-P<0,05-0,01); » — p<0,05 TakKOCHaIll TypyXura HucOaTaH.

Xomuanopiap KoH 3apaoounaru VEGF MUKIOpUHUHT Japa)kacu recrarusi
Myjajnatiaapura OOfJIMK, Oapya VypraHuirad TrypyxJjapJa YHUHT KyNaluim
Ky3aTHWIAU. AMMO acocHil TypyXJla Ha30paT Ba TaKKOJall TypyxJjapura Hucoartas [
Ba [l TpuMecTnapaa yHUHT MUKIOpU UIIOHApIH paBuiaa okopu (p<0,01) 6ynau.
Yuunr muxkaopu | Tpumectpaa Hazopatr rypyxura HucOatan 14,2% ra macaiiran
oynca, II tpumectpna 18,3% ra xymaiinu.

Takkocnmam rypyxumga Oyica, Oy KypcaTKuwiap HazopaT KypcaTKu4iapu
noupacuna 6ynau. COOP omunuauar Il Tpumectpna kymaiumm, Qukpumusua,
IUTAIICHTAaHUHT KHUCIIOPOJ, Ba IUIACTUK MaTephal OWwilaH  TabMUHJIAHUIINHU
KoIJlaMaiu, Oy xak/Ja 1y TU3UMJIard JUCMETa00IUK KapaéHIapHUd TaBCU(IOBUU
KYpcaTKUWIap TYBOXJHUK OepMokaa. DHjuoTenuan ¢GyHUIusAard Oy3uvIIapHU
TacAUKJIAII MaKcaauaa Ou3 TeCTalUsHUHT TYypiIu MyAAaTiapuaaru XoMuiaaaopiap
OX KypcaTknunapuHu Taxiawil KWJIOUK. AHUKIAHUIINYA, ACOCHM TypyXJaru
aémnapna I tpuMectpaa ymoy kypcarkudHuHr 0,3 OUpiMKKa ce3uIapcu3 OUIUIITN
(moc paBumga 3,6+0,14 oupnux 3,9+0,15 Oupnukkada) Ky3atuwiad. Takkocamn
rypyxu aémnapuna DX kypcaTkuunapyu MEbEPHUHT IOKOPHU Yerapanapua 0yiam,
20,3% xomatna sca yHmaH ceswnapcu3 tokopu OVmmu. Kon oxkumupa 19X
MUKJIOPUHUHT  OWMINK  JSHAoTenud  auchyukmuscuHuHr  (B])  1oxopu
MaxcCyclMkaaru mapkepu cudaruga Hamo€H Oymau. Takkocnmamn rypyxumaa Oy
kypcatkuuaiap 20,3% xonarna MesEpPUIaH IOKOPH OVITaHUHA aToXU/a TabKU Al
xous. lemak, XUI' xy3atuiran aénnapnaa rectanussHuar 20 xapracunan cyur Ab
JapaXxaCUHUHT Kymnaiumm Ounan 6up karopaa NO anMammHyBU >kapa€HIlapura,
IIYHUHTAEK, aHTHOTeHEe3Ta jkaBo0rap GyHKIMOHAN TU3UMIIap GaoJlTury y3rapaiu.
Taxyun Hatwkanapu JJAB kymaitumu NO, eNOS, iNOS Ba ONO’,, konaBepca,
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OT-1 mapamertpriapu y3rapuiiu ounan 6ornukauruau kypcatau. XUIN ky3aTunran
xomunaaopiaapaa Il tpumectpna 1-rypyxaa JABb Ba NO-tusumu xamma OT-1
KypcaTKUWwiapyu OpacHuaard KoppelsauuoH Oornmukiuk 3aud (r<0,3) 2-rypyxna
yprada (r=0,6), 3 rypyxaa 6ynaca kyunu (1=0,8) skanauruau kypcatau. [y 6unan
6upra, anruoreses kypcarkuuaiapu (CODP Ba ITYO) Ba JIAB opacupa aHHK
KOPPEJSIMOH OOFTUKIUK aHuKIauMaau. JIAb muknopu 6unan NO-tuszum Ba OT-1
KYypcaTKuwiapy opacuaary 3aud Ba ypTada OOFIUKIUKIAP OOpIUTU, PUKpUMU3UA,
rypyxJjapjara ymoy KypcaTKAujgap YpTacujaru OKOpPH TeOpaHUIILIAPHUHT
HATXKACUIUDP.

Mysgat kwmO, YTraswiran TtankukoTtap XUIDT kysartunran  aémmap
opranusmua NO-TH3uMu Oy3UIUIIUIAPU aHTHOTEHE3 JKapaéHIApUHUHT KydanuIm
Owian OopumMHM KypcaTau. by xapa€nmap Oup Oupu Owinan y3apo OOFIHK.
I'ecramusauar 20 xadracuradya NO-TH3uMK Ba aHTHOTEHE3 KYypcaTKH4YJIapHa
HazopaT KypcaTkuujgapura Hucbaran TtadoByT yknmuru Ba Il Tpumectpna Oy
TU3UMIIapAa EpKUH Oy3wuiuiap Kysatuiumu Ab napaxkacu ommwmimu Ouiian Oup
Mapomsa pyu Oepamu. YmOy kypcarkuwiap kynaumuuauar JIAB napaxkacu
OIIUIIK OWJIaH WIIOHAPIM KOHYHUATIapH yupamu aémiapaa XU maxinanumm
xKapaCHllapu, IIYHUHTZIEK, yjapja MpeHaTal acopariiap PUBOKJIAHUIIM OujiaH
NaTOT€HETUK OOFIMKJIUTH OOPIUTMHA HAMOEH AT/IH.

TankukoTaapumus napomunaa XU nunr JITA nucbanancuaa 6eBocuta YpHU
OOpJUITMHA UCOOTIAAMK, SbHHM, 1-; 2 Ba 3-rypyxyapaa ymoly KypCaTKUYHHUHT
HazopaT [apameTpiiapura HUCOATaH MIIOHAPJIM OILUTaHU (Moc paBwuIIa
17,1£0,647, 19,3+0,572 Ba 21,640,798 nazopatmaru 12,9+0,503 ra xkapmw;
p<0,05-0,001). AiiHukca, KEeCKMH Kymaluim 3 rypyxjaa Kaig KwimHA (MOC
paBumiga 21,6+0,798 nazopatmaru 12,9+0,503 ra xapumu; p<0,001). Takkocnamr
rypyxuja Oy KypcaTKud MIIOHapiau OyiMaca Xam, KyNalWil TeHJICHLUSICHUra 3ra
oyau.

XHWlra wmoummumrn OYaraH XoMHIagopiapiaa JUMEGOIUTIAPHUHT KOH
IUTACTHHKAJIApUra aare3uBIMK KOOWIMATA Ba KoHAaru [[23X Muxgopu opacuumaru
TYFPU, Ky4Id OOFTUKINK aHukKIanau (1=0,9).

Mynaait kO, onuHTran HaTwxkanap XU puBOXIaHUIIM SXTUMOIUA OOp
MeXaHu3MJIapAaH Oupu Oy OHa TOMHUPJIAPU DHIOTEIMICHIA ayTOUMMYH
xapac¢anapaunr yapamuanp. XU puBoxkinanum xaBhu Oynaran xoMmuiagopiaapaa
JTUMQOIUTIAPHUHT TPOMOOLMTIIAPHU aAre3upiam KoOuwnusath omaad. JITA
kynaium napaxacuHuHr J{ABb Muknopu ommwuiura TYFpUgaH-TYFpU OOFJIMKJIUTH
aHuKJaHau, Oy sca ynapuuar XUI™ natorenesnia MyxXuMIIMTHHU KYpcaTaiu.

Xomunanopiapaa recramust nuHamukacuga IL-18 Ba TNFa MuknopiapuHusr
KYNalumM Ky3aTWIad. Yiaap KYyHalWIIMHUHT SKKOJA HaMo€H Oymumm XUI
PUBOXJIAHTAH a€ijaplia, SbHU ACOCHUM TypyxJa Kauj KWIMHAW. | ecTalusHuHT
UKKAHYU TPUMECTPHUAA TaKKOCHAIl TypyXu aémiapuja ymoy KypcaTKudiap
HazopaT TypyXH MapameTrpiiapura HucOataH wumoHapiu omau (6,61+0,26 ra
Kapum 7,8+0,21; p<0,05 Ba 3,8+0,16 ra kapmu 4,9+0,18; p<0,05) Ba acocuii rypyx
KypcaTtkuunaapura HucOaran umonapau kamaiinu (7,8+0,21 ra kapum 14,2+0,36;
p<0,01 Ba 4,9+0,18 ra xkapum 12,4+0,36; p<0,01). [ITuToOKUH CTATyCUHUHT TaXJILJIA
XUI' ky3atunran xomuianopiapaa HasopaT rypyxura Hucoaran IL-IB8 Ba TNFa
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JAPHUHT  MIIOHAPJIM  OIIMII  TEHICHLUMSICM  Ky3aTwiau. Arap 1-rypyx
XOMMJIQJIOpapuia yJIapHUHT MHUKIOpU HazopaT rypyxura HucOatan 1,4 mapra
(p<0,01) xymaitran Oynca, 2-rypyxaa Oy tadoByr 1,8 mapranm (p<0,001), 3-
rypyxaa 1,9 mapranun (p<0,001) Tamkun >tau. KypcaTKudjgapHUHT SHT FOKOPHU
napaxacu 3-rypyxjaa kyzatuwinad, IL-I8 Ba TNFa moc pasumiga 2,5 Ba 4,1 maprara
Hazopar TYpyXH KypcaTKhuiapuaaH tokopu Oymnau. (Moc paBumiga 16,8+0,48 Ba
15,6+0,68 pg/ml ra xapmm 6,6+0,25 Ba 3,84+0,16 pg/ml; p<0,05). 2-rypyxna Oy
nmapameTpiiap HazopaT rypyxuman 2,2 Ba 3,4 mapta kKyn Oynau (MOC paBWIa
11,2+0,46 Ba 9,1+0,38 pg/ml ra kapmm 6,6+0,25 Ba 3,8+0,16 pg/ml; p<0,05). 1-
rypyxJa Has3opaT TypyXxu OwjaH Ku€cilaraHaa KypcaTKuwiap opacuia
Ta)OBYyTHUHI macT HucOaTinapu Ky3arwnau, arap IL-IB (11,2+0,46 ra xapmm
6,6+0,25 pg/ml; p<0,05) 1,7 maprara omran 6yinca, TNFa (9,1+0,38 ra kapum
3,8+0,16 pg/ml; p<0,05) 2,4 mapTtara omiras.

Keitnaru 6ocknyna XU ky3atuiran XoMuigagopiaap KOHUJATH [UTOKUHIIAP
MuKaopu Ba Ab Kypcarkuunapu opaculia KOpPPEISUHOH TaxJIui YTKa3WIIU.
Harmwxkana 3-rypyx xomwmmamopiapuaa Ab Ba IL-IB (r=0,856) xamma TNFa
(r=0,741) opacupa Kywid, TYFpU KOPPEIALMOH OOFIUKIUK aHUKJIAHAU. 2-TYPyX
xomunanopaapuna Ab Ba IL-I8 (1=0,527) xamna TNFa (r=0,489) opacuaa ypraua
Ky4Jlard KOpPEJSIIIMOH OOFIMKIMK KypcaTwiran Oyica, 1-rypyxana Ab Ba IL-IB
(r=0,357) xamma TNFa (r=0,321) opamapuga 3aud OOFIUKIUK OOPIUTH
aHUKJTaHAU. Acopariiap pHUBOXJIAHUIIKA TaxXJWIM |-TypyxJa THUIIEPTEH3UB
acoparnap 15,4% (6 madap aém), 2-rypyxma 17,0%, 3-rypyxma 6yica 39,4%
XOMWJIaIopiapAa pUBOXIJIAHTAHW Kaipg JTtwian. bomkada aWtranma, XHUI
Ky3aTWIradl aéiiapja TMIOEPTEH3UB acopariiap puBoxiIaHumu Ab papaxacu Ba
IUTOKUHIAPHUHT MHUKI0opUra 0ornuk Oynau. XU ky3atwiran xoMmuiaaopiapaa
IL-I3 Ba TNFo MHKAOpJIapUHHUHI KECKHH OIIMIIM acopatiap PUBOXKIAHUIIN
UCTUKOOJIMHY OCITUIIOBYM ME30HIapJaH Oupyr 0YInu0 Xu3maT KuIaiau.

Mynaait kunu6b, onuaran Hatwkanap XU puBokiIaHUIM SXTUMOIN OYIraH
MeXaHU3MJIapIaH OUpU OHA TOMUPJIAPH SHAOTEITUNHCUIATH AyTOUMMYH KapaéHiap
skaHmuruHu kypcatau. XUIDT puBokianum xaBhu OYiAraH Xomuiiagopiapiaa,
aliHuKca, recranussHuHr 20—22 XadTacu Ba yHIAAH Ky X0Jaa TUMQOIMTIApHUHAT
TPOMOOIIMTIIADHN  aAre3upiiall  KOOWIMSTH  OWIAA, SULTAFJIIAHWUIN  OJITU
UUTOKUHIApH KOHLEHTpamusick Xamaa NO wmukaopu kynasgu. OmuHrax
HaTwkanap acocuga XUWUIT pUBOXIAHWIIM TATOTEHETUK MEXaHU3MH HIILIa0
YUKWIIU (2 pacm).

HucceprauustHUHT  OemmHun 000 «XaB() rypyxuaara aémuiapaa
XOMUJIAOPJIMK HHAYIHHPJIATAH THIEPTEH3Usl PUBOXKJIAHUII HCTUKOOJMHU
Oearmjam Ba MCTUKOOJHHM OeJrWjaml YCYJUHH HUNLUIA0 YHKHIDY 71e0
HOMJIAHTaH Ba YHJa XaB() rypyxujaru aémiapaa XOMHJIAJOPJIUK UHAYIUpJIarad
TUTNIEPTCH3USl PUBOXJIAHUIIMA XaMmJa YyJIApHUHT acopaTijapvHH OamiopaT KHJIUII
HaTWXaJIapy KEJITUPUIITAH.

Xomumnanopaap I tpumectpaa NO-TU3MMHU Ba aHTHOTEHE3 KYypCaTKUWIapu
acocuma y4dra rypyxdara o0ymmaau: 1-rypyxda (n=19, 7,1%) — xon 3apaoouga NO-
TU3UMHUHUHT NACT KypcaTKUWIapy aHUKJIaHraH xomuiaznopiap — NO<10 (7,5 nan

10 raga) mxmoub/i1, eNOS<12 (8 man 12 raga) mxmons/mun/1, VEGF<100 (80 nan
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100 raua) nr/mn Ba PIGF<175 (125 mam 175 raua) nr/mm; 2-rypyxua (n=142,
53,2%) — koH 3apmoouna NO-TU3MMUHHMHT ypTaua KypcaTKUYJIapu aHUKIAHTaH
xomunagopaap — NO>10 (10 gan 15 raua) mxmons/in, eNOS>12 (12 gan 15 raua)
Mkmodib/MuH/11, VEGF>100 (100 nan 120 rauya) nr/mn Ba PIGF>175 (175 nan 210
rada) nr/mi; 3-rypyxua (n=106, 39,7%) — xon 3apaoouaa NO-TU3UMUHUHT IOKOPU
KYypcaTKuwiapy aHuKJ1anran xomuiaaopiaap — NO>20 (15 gan 20 radya) MKMOJIB/ I,
eNOS>15 (15 man 20 raya) mxmoas/mMun/1n, VEGF>120 (120 nan 140 raya) nr/mn
Ba PIGF>210 (210 gan 250 rya) nr/mi.

X OMHIATOPIHK

N

AAT |1 Y _
\‘ 2 TUT 1B u TNFa L-apruuus | Conrad

K P smawmvioraap oviinga

v !

VEGF | PiGF| | [nTA? || [iNOst ||eNOS|

l | v l
3K IT-11 NO!T L] ONO-, *
Ny
\ Dumorenuii mcdVHEITIACH /
—
I

| TectanuA=H 20 xaBdTacHIaH KeHHH |

2-pacm. XUT" puBOXKJIAHMIIN NATOT€HETUK MEXaHU3MH CXeMaCH

Ky3zatyB nunamukacuga 1-rypyX Xomwiaaopiapjaa Oapua XojaTjiapa
recraissHUHT 20 xadracunan cyur XUI' puBoxnanau, 2-rypyxaa Oy xomnar 73
Hadap (51,4%) xomunanopna ky3atwian. XWUIT pUBOXIAHUIIMHUHT 3HT TACT
douzu 3-rypyxaa Kain atunau, xkamu 106 Hadap xomunnagopHusr 27 Hadapuaa
(25,5%) y nHamoén Oynam.

XUI'  ky3atuwiaran XoMwiamop aémjnapHuHr 62  Hadapuma  Maskyp
MaTOJIOTUSHUHT Y €Ku Oy acopatiiapu puBOAIaHAN Xamaa 52,1% Hu Taliku ST/Iu.
Acopatiap pUBOKIIAHUIIIMHUHT 3HT FOKOPHU YacToTacH |-rypyx xomMuiaaopiaapuaa,
BHT MACTH 3ca 3-Typyxjaa Ky3aTuinau. Hutpookcumasa TH3MMH Ba aHTHOTEHE3
KYpPCATKUWIAPUHUHT IOKOPHM TapaMeTpjapd aHUKJIAHTaH XOMMJIajopiapaa
acoparjap pUBOKIIAHHUII YaCTOTACH MAaCT KypcaTKuwiapra HucOatan 5,4 mapra Ba
¥pTaua xypcarkuwiapra HucOatan 2,8 mapTta kam Oynau. Autum skousku, XD
PUBOXIIAHTAH XOMWJIAJIOpiap Typyxuja, IIYHHHT OapoOapuaa HUTPOOKCHIA3a
TU3UMH Ba QHTMOTEHE3HUHI MAacT KypcaTKuuiapu Oapya XoJaTiapuia MasKyp
NATOJIOTUSIHUHT y €KW Oy acopatiiapy pUBOKIAH]IH.

JlvHaMuK Ky3aTyBiap JAaBoMujaa aHukiaHummya, XHWI' anukiganran 119
Hadap mauueHTHUHT 23,5% una (n=28) 11D vunr enrui Ba 6,7% uaa (n=8) orup
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napaxacu ky3atwiad. Lllynunr 6apobapuma, XUI' ky3aTunran xoMuiaagopiapaa
rectaissHUHT 20 Xadracunan cyur NO-TH3uM Ba aHruoreHe3 (paoJJTUTMHUHT MacT
napaxacu (1-rypyx, n=19) JIAb muknopu 90 nan 109 mm cumo6 yctynu Ba JIAb
<110 mm cumo6 yctynu 6 Ba 13 Hadap XoMmiIamopiapja aHUKIaHAU. Moc
paBuiga NO-TU3uM Ba aHTHOreHe3 (PaoJUIMTMHMHT ypTaya gapaxkacu (2-Typyx,
n=73) — 1ADB <90 Ba JIAb =90-109 MM cumo6 yctynu 14 Ba 59 Hadap; NO-Tuzum
Ba aHTHOTCHE3 (paoJUTMTMHUHT FOKOopU aapaxkacu (3-rypyx, n=27) — JIAb <90 Ba
HAB =90-109 mm cumo6 yctynu 23 Ba 4 Hadap mamueHTna Kalj KAJIHHIIU.
Hemak, XU puBoxnanui 0amopartu, JJAb ommm napaxacu, I10ra yxmamn orup
acoparnap dactotacu rectamusHuHr 20 xadracuraua koH 3appoOumaru NO,
eNOS, VEGF, PIGF muknopnapura O0fIuK.

XWUI' marorenesnpa NO-TH3UMHM  Ba  aHTHOTEHE3  KypCaTKA4JIapu
OOXJIMKJIMKIApH XaMmJa yjJap NAaTOr€HETHK axXaMHUSATUHU acociall Y4YyH
rectaiussHUHT 20 Xadracuraya Kylujaard UCTUKOOIHN OCNTUIIOBYM KYpCcaTKUUJIap
taxjaunu yrrazunau: C, CII, A, MycllIA, MasnlIA, HIII, HX. NO-TU3uMHUHT
acocuil uctuk6oaHu OenrmioBun mapkepiapu - NO Ba eNOS recranusaunr 14
xadracu oxupura 6opud C, CII Ba JIA moc paumpa 71,4-75,6%, 77,7-90,6%,
74,9-83,3% nuu, MycllIA — 72,0-89,0% uu, ManlIA — 77,0-82,0% uu, HIII — 0,75-
1,39 Ba HX - 0,86-1,23 Oupaukau KypcaTau. AHTHOreHe3 HCTUKOOTIHU
oenrunoBun mapkepiapu - VEGF Ba PIGF Ttaxymnu recranusaunr 1 tpumectpu
oxupuna C 6Oyiinua moc paBumiga 84,9% Ba 27,7% nu; CII 6yitnua 73,0% Ba
37,2% um; 1A Oyiinaa 78,3% Ba 47,2% wu; MyclIA 6¥yitnua 71,6% Ba 37,5% Hu;
MaslIIA 6¥yiinua 85,7% Ba 52,0% nu; HII 6yitnua 0,42 Ba 0,55 6upnuxuu; HX
oyitnua 0,70 Ba 0,67 OUpAUMKHU TaIKWiI ATAU. VCTUKOOMHU OENTWIAIIHUHT HT
axOoporra ©Ooii Mapkepu O®-eNOS xwucobnananu. AHUKIaHMIINYA, Oy
kypcatknunuar HII Ba HX cu NO wmapkepunan 20,8% (p<0,05) Ba VEGF
mapkepuaad 20,8% ra (p<0,05) roxopu 6ynau. HII sca mocpaBumiga 85,3% ra Ba
33,9% ra (p<0001), HX moc pasumina 43,0% Ba 75,7% ra (p<0,001) kyn 6ynau.
l'ecranusa auHamukacujaa ypraHuiaradH D@ Ba aHTMOT€HE3 MapKepJiiapyu opacujia
aHUKJIaHTaH ce3wIapian (dapkimap, OOIIKAa HWCTHKOOJHH OCNTHIOBYM TaITXUCHI
tectinap kKatopu XHWI wmcTukOoamHM Oenruiaml SXTUMOJMHHU omupagu. J1
KOPPEKIMACH Ba TNPOOUIAKTHKACUHU YTKA3WIT XOMWJIAJOPJIMK KEUMId Ba
SKYHUHUHT SXIITU TYTaIlld YIyH Ky/1a MyXUM.

[ynnaii kuaub, 6uz recranusHuHr 20 xadTacuaad CYHT xoMmuiajopiapaa
XUI' puoxnanumm Oamoparu ckpuHuUHT-Tectu cudaruaa I (NO Ba eNOS),
anruorene3 (VEGF) mapkepnapunu recrauustHuar I tpumectpuna (12-14 xadra)
XOMUJIQJA0paap TEKIIMPYBU MOHMTOPWUHTUIA KUPUTHUINHM TaBcus 3TamMu3. KoH
3apaoouna NO-tu3uMu Ba aHruorenes kypcatkuuiapuausr nact NO<10 (7,5 nan
10 raga) mxmoub/in, eNOS<I12 (8 gan 12 raua) mxmosis/Mun/i, VEGF<100 (80 nan
100 raga) nr/ma Ba ypraua NO>10 (10 gan 15 raga) mxmons/n, eNOS>12 (12 nan
15 raga) mxmons/mun/n, VEGF>100 (100 man 120 raua) nr/mn Ba PIGF>175 (175
nad 210 raya) nr/mi MUKIOpAapy Ky3aTWITaH XOMWJIAIOpJIapHU T'CTalUsHUHT 14
xadracuraua XUl makmutaHUIIMHUHAT I0KOPH XaB(U TypyXHUra KUPUTHIL JO3UM.

Oxopuparunapuu xucobra omu6, XWI' acopatnapu puUBOXIAHUIIH

TANIXUCUA ME30HIIApH UILIA0 YuKmian (4-xaasan).
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4-kaaBajt

I'ecTanuon runepreH3usi Ba YHUHI aCOPATJIapy PUBOKIAHUIIMHUHT
nuddepeHuNaN TAIXUCH BA HCTUKOOJHHU 0eJIrMjIall Me30HIapU

XUI' pyuBOKJIAaHUIITMHUHT ME30HIapHU

XUI" acopaTnapy pUBOKIaHUILIMHUHT
ME30HJIapU

XUT pusoscranuwu woxopu xaspu

NO<I10 (7,5 nan 10 raga) mxmoutb/i, eNOS<12 (8 man
12 raua) mkmons/mun/n, VEGF<100 (80 man 100
rava) nir/mi, PIGF<200 (125 man 200 rava) mir/mo.

XUT pusosicnanuwunune ypmada xaspu

NO>10 (10 man 15 raga) mxmonw/ia, eNOS>12 (12
na" 15 rawa) mxmons/mus/n, VEGF>100 (100 man
120 raya) nir/mut, PIGF>175 (175 nan 210 raya) nr/mi

XUT pusoscranuwunune nacm xasgu

NO>20 (15 pman 20 raua) mxmonn/n, eNOS>15 (15
nan 20 rawa) mxmone/mun/i1, VEGF>120 (120 man
140 rawa) nr/mn, PIGF>210 (210 pman 250 raua)

HxxuH4M TpumecTpaa

NO wukmopu 31,6-55,3 MKMOIB/N
aTpoduma, eNOS 10,8-5,5
MkmoJib/MuH/ 1, INOS daommuru 0,37-
1,1 MKMOJIb/ MHMH/JI, ONO7,
koHneHrpanusicun=0,3-0,71 MxMob/m,
9T-1 28,8-29,7 nr/mn, VEGF-228,7-
271,3 nr/mon, IIYO 228,3-186,3 nr/m
oynranga XUr acopariapu
PUBOXKJIAHUIIIA Ba HOXYII Oamiopar
oXTUMOJIM  Oyiimda  KpuTuUK  11e0
xXucoOaHaIu.

/M.

OnuHraH HaTHXalap acocuaa JUCKPUMUHAHT QYHKIUsIAP EpaamMuaa TOMHAP
SHIOTENUICH YUAAMIIWJINTH Ba 3MOpHOHAN aHruoreHe3 uHiaekcunu (DUDAN)
XucoOJaml TaBCHsl STUIAN.

Xucobmamr OUDAU (P)=2XZ:(XX-XW) ¢dopmynacu Epaamuga amanra
OIIIUPHITA]IH.

JluccepTanMstHUHT ~ ONTHHYA 000  «XOMMJIAJOPJIUK HHAYUHpPJaraH
TUNEPTEeH3Usl Ky3aTW/Iran aéinapaa L-apruHUHHMHI JHA0TEJIMONPOTEKTHB
camapacu» 1e06 HomIaHran onTuHTH 000una XUI™ puBokiianuin xaBu rypyxura
KupyBuM aémiapaa L-apruHuH 3HIOTETHMONPOTEKTUBHUHT CaMapacHHU YpPraHuIl
Ba OaxoJamn Oyinya HaTWKajlap TaKJauM KWIMHTaH. L-apruauHHau Kysuram Oyiinda
xap Oup rypyx, ¥3 HaBOaTtuja, WKKUA rypyxuara OymuHmu: A — L-aprunun
Oyropunran aénnap; b — L-aprunun Gyropuimaran aémiap.

L-aprunun Oumnan Koppekuusiian cyHr (A rypyxdacu) Oapua ¥y3raprax
KypcaTuiran napaMmerpiap cesmnapcus TadoByT OuiiaH MebEP Aapaxacura eTau. b
rypyxdacuja akc XojaT Ky3aTWiIaH, SbHU Ky3aTyB JIaBpHjia mapaMeTpiap Hadakar
MEBEP yerapajapura eTMagu, Oajdkd OOLUIaHFUY KypcaTKMWwiapAaH XaM MacT
oynau. Hatwxkanap taxiawid KypcaTaauku, L-apruHuH 1-TypyX mnanueHTIapura
HUCOATaH, XaKWKAaTaH XaM HIIOHAPIM SHIOTEIHONPOTEKTHB camapara dra (5-
KajBa).

Ymly TankukoTiaap 2-TypyX XOMHUJIaJopiapura Hucobaran xam yTrazwian (6-
xkaaBan). ONWHraH HATWKaIAp IIyHH KYpCaTIuKu, OWPUHYMIAH, XOMHUJIAI0P
aémtapauHr 2-rypyxuaa sHporenuan ¢yakuus —¢aommurn (NO, eNOS, iNOS,
ONO;") Gonmanruy KypcaTkuwiapuaa l-rypyxra HucOaTan MaH(wii y3rapumuiap
YyKyppOK HAMOEH OYJraH; UKKUHYUIAaH, KOPPEKIMSIaH CYHT dSHAOTEIHAT (QyHKINS
daomuru KypcaTKuwiapu MEhEP MapaMmeTpiiapura SKUHIANIIA, aMMO MEhEPHUHT
SHT MACT Yerapajiapy Japakacuia KoJau; YYUHUYUIAH, Ky3aTyB JaBPUHUHT OXHUPHUIA
ypranunaérran npemnapar OyropuiMaradn xomuianopiapaa (b-rypyxuacu) Taxiun
KUJTMHAETTaH NapaMeTpiiap sSHaja 4yyKyp y3rapuuuiapra ay4qop Oynaum — Mebepaan
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1,5-1,7 wmapra xam; TYpPTHHYHMIAH, SHI 4YyKyp MaHouii Y3rapunuiap NO
KypcaTkuwiapuaa Ky3aTWwinu; OelMHYMJaH, 2-TypyxJa L-apruHuH npenaparu
SHIOTEINONPOTEKTUB camapacu 1-rypyxaaru Kabu sIKKoJI HAaMOEH OYIMau.

5-kanBan
XHUI' ky3aTwiaH 1-rypyx XOMUJIAA0PJIapuia KOPPEeKIUAraya Ba YHIaH CYHT
HA0TEe AN QYHKIUA paosuimru Kypcarkudjaapu, M+m

T'ypyx NO, eNQOS, iINOS, ONOy,

MKMOJIb/JT MKMOJIE/MUH' | MKMOJIB/MHH " 11 MKMOJIb/JT

Hazopar rypyxu, n=20 19,84+0,28 20,5+0,28 0,110,004 0,09+0,006

Bonutanruu napaxa, 13,6+0,2 12,21+0,1 4 0,12+0,003 0,11+0,004

n=39
Koppekiusiaan cyHr

A rypyxuacu, n=22 18,12+0,29% 19,54+0,37% 0,11+0,002 0,09+0,004

b rypyxuacu, n=17 17,2+0,30*° 18,2+0,17*° 0,12+0,005*° | 0,10£0,005*°
JcaaTma: * — Hasopar OmnaH Kuécmamra HucOaran p<0,05; ° — GomuamFMu gapaxa

ounan kuécnamra Hucobaran p<0,05; ° — A rypyxuacu Ounan kuécnamra Hucbaran p<0,05.

6-xanBas
XHUI' ky3aTuiiaH 2-rypyx XOMWJIaZ0pPJIapyuaa KOppeKuraraya Ba yHAaH CyHr
HA0TEeIMAN PyHKUMA Paosiuru Kypcarkuwiapu, M+m
Typyx NO, eNOS, iNOS, ONO;,

MKMOJIB/JT | MKMOJB/MUH'JT | MKMOJIb/MHUH" MKMOJIb/JI
I
Hazopar rypyxua, n=20 19,8+0,28 20,5+0,28 0,11+0,004 0,09+0,006
bomnanrny mapaxa, n=47 | 33,7+0,18* 11,3+0,21* 0,26+0,005* 0,23+0,006*
Koppekumsinan cyHr

A rypyxuacu, n=26 21,7+0,85" | 18,07+0,57" | 0,13+0,006 | 0,11+0,006"
b rypyxuacu, n=21 24,06+1,3*° 15,5+0,6*° 0,19+0,006*° | 0,15+0,011*"
JeaaTma: * — Hasopar OmimaH Kuécmamra HucOaran p<0,05; * — GomutamFud gapaxa

6unan kuécnamra Hucobaran p<0,05; ° — A rypyxuacu 6unan kué€cnamra HucOatan p<0,05.

By nsca kypcatwiran mpenapat OuiiaH kKoppekuusHuHr XHWI' papaxacuHu
XUCcoOTa 0JIraH XoJ1a MHANBUIyal YTKA3UIITHU Tanad Kuiaau.

[Mynpaii kunuO, 3HI0TENMAN (YHKIUS (AOJUIMIA KYpPCATKUWIAPUHUHT SHT
yyKyp MaHGui Y3rapunuiapd XOMWIQJOPJAPHUHT 3-Typyxuja aHUKJIAHIH.
VTKasuwiran KOppeKUMsiaH KeilMH XaM MapaMeTpiap Mebéprada THKIAHMAIH.
VYunan tamkapu, b rypyxuacu aémmapupa Ky3aryB AaBpuia 0a€H KuIMHAETTaH
(aonnmuk nacaiumina naBom 31ad. by, ¥3 HaBOatuaa, L-aprununau Oyropum XD
Ky3aTwiral 3-TypyX XOMWJQJAOPJIapu YYyH MaxOYpHIUIMTHHU  KYpCaT/IH.
bunobGapuH, Oy rypyxza xaM 3HI0TeTHONPOoTeKTHB camapa XD anuknanran 1- Ba
2-TypyX XOMIJIQJI0pJIapura HucOaTaH UIIOHAPIIN TTACTIIUTHYA Koy (/-KaaBain).

TagkuKOTIApHUHT KEWWMHTHM OOCKWYM JaBojiam auHamukacumaa XU
Ky3atuirad xomunagopiaapaa IT-1 Ba DX daosnmuru napaMmerpiapyuHu Yprasuin
Ba Oaxomamra Oarunuianrad. Omwmeran HaTwkamnap XUD  kysarwiran
xomunaaopiaapHuHr 1-rypyxuga OT-1 Ba DX daommuruHuHr sKCnpeccusicu
Ky3aTuiranuHu kypcarau. Koppekuusnan cyHr Oy aémiap KUPUTWITAH TYpiu
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rypyxudanapaa (A Ba b) Oup-Oupunan dhapk KWiIyBUMd KypcaTKU4iIap OJUHAU. Arap
Koppekiusigan cyHr (A rypyxuacu) OT-1 mapamerpiapu HazopaT Typyxu
napaxkacuradya TukiaanraH OVica (8,6+0,21 nr/mn ra xapmwm 8,5+0,24 nr/mi),
KOppekiusl yTkazuiamarad b rypyxuacuga mapameTpiiap Ha3opaT KypcaTKudjiapu
napaxacurada (3,09+0,14 ra kapmm 4,07+0,26; p<0,05) TukI1anMaIu.

7-KaaBaJ

XHUI' ky3aTwian 3 rypyx XOMUJIaJg0pJaapuaa KOPPeKmuaraya Ba yHaaH CyHr
IHAOTEeIMAN PyHKUMA Paoiuru Kypcarkuwiapu, M+m

T'ypyx NO, eNOS, iNOS, ONO>,
MKMOJIB/TI MKMOJIB/MUH® | MKMOJIb/MUH" MKMOJIB/T
I hi
Hasopat rypyxu, n=20 19,8+0,28 20,5+0,28 0,11+0,004 0,09+0,006
Bbonanrny mapaxka, n=33 38,1+0,21* 9,69+0,16* 0,53+0,005* 0,45+0,005%*

Koppexknusigan cyur

A rypyxuacu, n=18 26,840,39*" | 1525+027*" | 0,21£0,006* | 0,19+0,003*"
B rypyxuacu, n=15 32,65+0,35%% | 12,72+0,23* | 0,40+0,012*" | 0,36+0,008*"°
JcaaTMa: * — Hasopar Gmiman Kuécmamra HucGaran p<0,05; * — GomutanFuy gapaxa

omnan kuécmamra Hucobaran p<0,05; ° — A rypyxuacu Ounan kuécnamra Hucoaran p<0,05.

2X kypcarkuuiapu Oyiuya XaM IIyHra yXIiaml HaTwKazap OJIMHIIU.
Kypcarunran mnpemapaT OuiaH KOppeKUUs KWIMHITAH XOMWIagop aémnapia
KypcaTkuuwiap MebEp Japakacura €TAu Ba CTAaTUCTUK JKUXATIaH (apK KUJIMaIu
(tadoByTt 5,4%, p>0,05). b rypyxuacu mamuentiapuna Oy KypcaTKud Ky3aTyB
naBpu oxupuaa HadaxkaT MebEp mapamerpiapuaad 1,3 mapraraya HIIOHAPIU
(p<0,001) omau, Gayku OolUIAHFUY Aapakara HUCOATaH CTATUCTHUK XUXATAaH
(p<0,05) dapk xumgu. XU ky3aTtunaran 2-TypyX XOMUJIaAop aémaapud KOH
3apaoouna OT-1 Ba DX Muknopu y3rapuuuiapuHUAHT TEHACHIUSCH OMp-Oupura
Vxiam 0ynau, aMMo, papKy UIyHJIaKH, Y3rapuiiliap MHTEHCUBIIMIY FOKOPU OYIIIu.

XUI' xy3aTwiran xomuiagopiaapaunr 2-rypyxuaa OT-1 Ba LIDX daommmru
y3rapumnapu 1-rypyxra yxmam Oynau, b rypyxdacu kypcaTkuuiapu (Takiaud
KWIMHTaH TpernapaT OwWliaH KOppeKIuscHu3) Sca HadakaT Ha30paT TypyXwWra,
OouulaHFMY ~MablIyMoTiIapra, A Typyxdyacu KypcaTKuuwilapura HucOaras,
IIYHUHTZIEK, | TypyX HaTiKajapura HucOaTaH xam I0KOpu OYIIu.

AHuknaHumuya, 3-TypyX HaTwkaigapu 1- Ba 2- rypyxjapra HucOaTaH
Oomrkaua Tyc oiau. YmlOy rypyxjaa OoliaHFU4Y KypcaTKuuiaap Oapda rypyxiap
opacujia HT I0KOpH O0yman, Mmebépaan moc pasuiina 4,4 (p<0,05) Ba 2,8 (p<0,001)
Mapraraya (¢Gapk Kwiran xoiga. KoppekuusigaH cyHr A rypyxdacujia
KypCaTKMWiIap MEbEP Japa)kacura €TMaraH XxoJjJa Ce3Wiapcu3 Iacauiu,
tadoByTIIap Moc paBuliga 7,5 Ba 1,6 OupiaukHU Tamwkwi 3Tau. b rypyxuacuna
KypcaTKuuwiap Ky3aTyB JaBpH OXMpHUJA KECKUH OIIMO, HA30paT napameTpiapuaa
Moc paBuiga 16 Ba 2,8 oupnukkada papx kuiau (p<0,001).

Typau rypyxjap mnapaMmeTpiapuHu Kuécnaml IIyHH KypcaTauku, L-
aApPTUHUHHUHT SHAOTEIUONPOTEKTUB caMapacu Oup-oupura Hucbatan Gapk KA.
Arap 1- Ba 2-rypyxfapja KOppeKlus MebEpIalTupyBun camapa oepran Oyica, 3-
rypyx/Ja Ou3 mIyHra yxIuaiil caMapaHu Ky3aTMaauk. byHnan tamkapu, skousku, J7T-
1 Ba DX daommuru kypcatkuunapu rypyx, taptud pakamu Ba XUI' ky3atunran
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XOMUJIAZIOpJIap XOMHJIAQAOPIUK MyAdaTiapu owmwmmuy Oapobapuga EmMoHIammo
oopau.

ABb napaxacwura kencak, 1-rypyxaa 15,4% XWI™ ky3atuiran XoMuiaaopiaap/ia
(n=6) IAb 90 MM cumo0 yctyHu aTpoduma Oynau Ba KehnHyanuk ynapaa [19
puBoxkIaHau. 1 rypyx manmentinapuaa [10 anuknanran 1 Hadap xomunanop aén
(4,5%) A rypyxuacuman, 5 Hadap xommianop aén (29,4%) b rypyxuacuman 31u.
[Iynra yxmam Tax;j i OolIKa rypyxJjaap oyinda xam YTKa3wiau Xamaa Kynuaara
HaTIDKalap ONMMHAU. 2-Typyxjaa A rypyxdacunan [1D anuknanran 4 nadap aén
(3,8%), b rypyxuacugan 8 Hadap aén (33,3%); 3-rypyxaa A rypyxuacumgan [19
anuKyianran 7 Hadap aénm (11,1%), b rypyxuacunan 12 Hadap aén (73,3%); 2-
rypyxaaru 2 Hadap [JAB 90 MM cuM0o0 yCTyHHMIaH KamMailMIl TEHICHIUSCU
Ky3atuiran aémiapgan 1 nadbapuna XUIT [1D O6unan acoparnanau. [emak, 1-
rypyx aémiapura L-aprunun Oyropuwimmm XMIra Xoc TrunepTeH3UsHUHT
gyKypiamuiudra oiub kenau: A rypyxuacuga 95,5% pa (p<0,001), 2 Ba 3
TYPYXJapHHUHT 11y rypyxuajapuaa mMoc pasumiaa 96,2% Ba 88,9% ra (p<0,001).
[ynunr OGapobapumga XWUI ky3zatuinran xomuiaxopiapaa 1-, 2- Ba 3-
TYpyXJapHUHT A Typyxdacuja THUIEPTEH3UB acopatiap (IpedKIamIicus)
yactotacu b rypyxuacura nuc6atan 24,9% (p<0,01), 29,5% (p<0,01) Ba 62,2% ra
(p<0,001) xamaitnu. OnuHraH HaTHXKAIAPHU  YMYMIAIITHPHUII  acoCHU[A
aHMKJaHuIMy4a, L-apruHuH KyjuraHwimu xomuiagopiapna XUIT acopatmapu
dbousunu 3,0 MapTara KUCKapTUPIH.

[lynnait kunuo, XD ky3aTunaran XoOMUIaaopiapja TUIEPTEH3UB acopatiiap
PUBOKJIAHUIIIMHY OJITUHU OJUII cababnapuaad oupu L-apruHuH OyopuiIuiamp.
Y aca 3J] r3ara 4YMKUII MEXaHU3MIIApUIa camMapaid TabCUp KWIAIH.
[IpenapaTHUHT 3SHAOTEIUONPOTEKTUB camapacu NO-TU3UMuAaru Oy3wiraH
OanaHCHU  MEBEPIAIITUPUINM,  TUIEPTEH3UB  acopamiap  PUBOXKIAHUIIU
YaCTOTACUHUHT Kamaiuim OuiaH HamMo€H OVmanu. OMuHTaH HATWXKalap acocuja
XUI' puBoxianui xaBhu TYpyXuUJard XOMUJIQJOPJIapHU oJu0O Oopuil Ba
UCTUKOOJIMHM OCJITHIAIl aJITOPUTMHU UIILTA0 YUKUIH (3-pacMm).

HUxKrucogun  camapagopiauru. XOMWIAJAop  a€ulapHyd  JaBoJialira
capduiaHauraH XapaxkaTiap caMapaJopJurd TaxXJIMIW IIyHU KYpCaTauKH,
WKOOMI KJIMHUK SIKyH Tomaaurad ymoOy naBomam kuiimata 91820,99 cymuu
TAIIKWJ STAW, aHbaHABUW naBonamiga dca Oy xapaxat 39200,0 cymra eranu.
lecranion  rumepTeH3usl  Ky3aTWiIraH XoMWiaaaop aémiapjaa  acopatiap
PUBOKJIAHUIIIMHA OJJMHUA OJUIN Oyiinya Takiaud KUJIUHTaH MpOoGUIaKTHK
Taa0upiap ycyiu HucOaTaH KMMMaT, aMMO KJIMHHUK TaBcudu Oyiimda Kymmmua
XapakaTjJapHU KOIJIaWAW, YyHKH acopaTsiapHU [JaBOJialll OHAlap Ba MEpUHATAI
VIMMHUHT OJIIUHU OJIAJIN.

XVYJOCA

«l'ecTalliOH  TUINEPTEH3Us  Ky3aTWraH XOMWJIAJIopiapja IpeHaTas
acopamiiap npoduIaKTUKaCH Ba HCTUKOOJMHM Oenrujamny  MaB3yCHIaru
JOKTOPJIMK JAWCCEpTaIuscu Oyinda onud OopuiiraH TaAKUKOTIAp HaTHXKacHja
KyWHIary xyJjocanap TakJIuM 3THIIJIN:
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1. AHKeTanan, XoMUJIaJA0piIapaa TeCTalluoOH TUIIEPTEH3Ms OeNTHIapuHu
KJIMHUKaraya spTa aHUKJIAlHU KYJJIall HaTyKacuaa 1ty Mabiym Oynauku, 17,7%
xomunaaop aémnapaa XUIT puBoxiaaHUIM SXTUMOIU 00p (XaBd rypyxu) 06ynuo,
ynapaas 44,6% una XUI' puBoskiaHaau.

3-5 6amn
XUI' puBOKIIaHUIII

XoMmIIamop aémmapaa. AHKeTaarn

/ I'ecramusan 14 xadraraga Oynran
epaamua xaB() TypyXuHH aHUKJIAII

9 Ba yHnaH OanaHn
oamn. XUI'

O3XTHUMOJIN I1acCT

PHUBOMKIIAHHII SXTHMOJIH
v IOKOpH

6-8 a1 XUI™ puBOKIaHMII X THMOJIH
ypraua

'

y

XUT" puBoxknanuil xaBpu OanaHAINIY, XaM/Ia YHUHT XaB(JId CUMIITOMIIAPH XaKUIa
OTrOXJIAaHTHUPHUIL, HIOMIMWIWHY Ba3UAT YUYYH MYPOXAT KOHTAKTIAPDHHU TAaKAWUM OTHIII,
scratMa Oepwi, KapTara XaB() OeNTHUIapiHA BapaKaCHHU €U THPHIIL.

v

v

Xap Omp  anTtenaran kaOymuma Ab
KOHTpoiib 3tuul. Ab HOpmagaH xap
Kagma ysrapummnaa: Ab ommmuHA
TYPTYHJIMTHIA, CTallMOHap mapouTtua 1
KyH JaBOMHA KyIIMM4Ya TEKIIHpYBJap
YTKa3MUII.

L-aprunun 2-4r

CYyTKacura

DHoTenral GYHKIUIACUHU aHUKJIAHIII
MaKkcaauaa XOMHUIaa0p aéiHu KOH
TOMIIUPHILTA YKYHATHUIII

DO

T'unepmensuscu 6op byrean xomunaoop aéinapuu oiub
bopuw Oyliuya Kapouoso2iap maecusiapu

e 3apapau ogaTiapAaH YeKJIaHUII

e CylOKIMK Ba Ty3 MHUKIOPUHHU YEKJIAIITHPMACAAH
HOpMaJT DaJIaHCIIK TapXe3 KUIIUII

e FErapmmua 8-10 coammmk Kedyku YKy, Xamjaa
MEbEPUI JKUCMOHUHN XapakaTiap.

e Kam Bazumum Oona Tyrymum xaBpu OopiHrH
Tyaiinu, XOMHIaIOpIWK TalTHAa, TaHAa Ba3HUHHU
KaMalTUPHUIL TaBCUS ATUIIMANUIH.

XUWI" puBoOLLIaHUIIN

3-pacm. XUT" puBoxkianumu xaBg rypyxugaru XoMujiaJopjaapHu 0Jauo
Oopuil Ba HCTUKOOJIMHM OesIrnjiam aJropuTMu

2. XoMuIIaopiiap KoH 3apaooumaa xommiaaaopaukauar I tpumectpuna I
tpumectpra Hucobaran uc/IHK ra kapum AAT 30,5% ra, Trm-0,01 ra xapmmu 9,5%
ra Ba Trm-0,15 ra xapumu 6,9% ra umonapnu kamaiiranu anukiaangu. Kim-0,5-
300, Kis-0,7-120 Ba HMMP ra kapmu AAT MUKIOpH KYpCaTKUYWIAPH CE3UIAPCU3
OLIJM Ba XOMUJIAJOPIUK TPUMECTpJIapH opacuja HIIoHapiau (apk Kuimagu. by
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sca Oapya ypraHuiTaH aHTUTEHJIAP YUYYH ayTOMMMYH japa¢Hiiap XOC SKaHJIHTH,
aMMO AaHTUTCHJIapAard Vy3rapuluiap WHTECHCUBIUTH Oup Oupuman Qapkiu
SKAHJIUTHU/IAH TAJIOJNATIHP.

3. JABb rwxopu wmuknopu Ounman JITA, 93X, IL-IB Ba TNFa
UTOKMHJIApU KYNaluIl Aapa)kacu opacuaa 6eBocuTa OOFIMKIMK aHUKIAHAM, Oy
aca ynmapHuHr XM naTtorene3nsia MyxuMIIMTUHA KYpCaTaIu.

4, OHJoTeNni AUCPYHKIHUACH, SMOPHUOHA aHTHOTeHE3 Ba ayTOMMMYH
xaBoO KypcarkuuiaapuHu y3 wumra oiran XUI' uctukOonuuu Oenrunami ycynu
Tak} KWIMHIA, KeWWH 3ca IUCKPUMHHAHT (QyHKOUsutap Epaamuaa TOMHDP
SHIOTENNICH YUAAMIIWIINTH Ba 3MOpHOHAN aHruoreHe3 uHiaekcunu (DUDAN)
xuco6mab tomwiau. Xucobmam DUDAU (P)=XZ:(XX-ZW) dopmynacu Oyiinua
amaJira OlMpUIaIu.

5. NO wukaopu 31,6 nman 55,3 MxMoiw/n rada artpodma, eNOS
daomwmru 10,8 mgan 5,5 Mkmonbs/Mub/n rada Ba INOS daommurun 0,37-1,1
MEMoJs/MuH/1, ONO™, = 0,3-0,71 mxmoms/n, 9T-1 28,8-29,7 nr/mn, VEGF 228,7-
271,3 nr/mn Ba IIYO 228,3-186,3 nr/n Gyaranga acopaTnap PHUBONIAHHII
sxtumodiu Ba XUI" HOXy1ll sikyHH OYiinda KpUTHK, J1€0 XMUCOOIAHUIIIN JIO3UM.

6. L-apruHUHHUHT MaKcUMal HJIOTEIHONPOTEKTUB camapacu Ba XUI
Ky3aTwiran aémiapaa JIAb MUKIOpUHMHI macaiiuiid KoHJa NOHHMHT IOKOpHU
AKCTIPECCUSACH aHUKJIAHTaH aéiiap rypyxuaan gapkiu pasumiga, NO Mukmopu Ba
eNOS ¢daonnuruauHr nact Ba yprada kamaituimu, iNOS, ONO,, OT-1 u [I32X
JKCIIPECCUSICH  Ky3aTWwiraH Typyxjapaa aHukiaangu. XU kysartwiran
xomuiagopaapra L-aprunun  Oytopuwnumu [ID  eHrun Ba ofup Japaxkacu
pUBOXJIaHUII 4acTtotacuHu 2,1 Ba 6,2 maprarauya, X?QC HUHT 3,7 Mapraraua,
®OIIE Ba myamatuaaH OJIIMH TYFPYKJIApHUHT Moc paBumzga 3,0 Ba 7,5 mapraraya
KUCKApPUIIIUTA OO KeIaIu.

7. Vmnab 4MKUITaH TecTallioOH TUTIEPTeH3Us PUBOXIAHUIIN OViinda XxaBd
TYpyXUJard XOMWIAJOpJapHU OJuO OOopuIl Ba MCTUKOOIMHU OeNTHIamt
QITOPUTMH  YMYMHH aManuéT MmmMQOKopUra XOMWIAIOPJIUK HHIyIUpJIarad
TOMHUpPra XOC Y3rapuliuiap PUBOMJIAHWUIIMHU Y3 BaKTHJA aHUKJIANI Ba Oaxosarl
UMKOHHUHU OCpaIv.
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HAYYHBINA COBET 14.07.2016.Tib.18.01 11O IPUCYXKJIEHUIO
YUYEHOHM CTENEHHU JOKTOPA HAYK P TAIIKEHTCKOM
NEAUATPUYECKOM MEJUIIUHCKOM MHCTUTYTE

TAIIKEHTCKASA MEJUIIUHCKASA AKAJTEMUSA

MATAKYBOBA CAJIOMAT AJIEKCAHIPOBHA

ITPOIHO3 U TIPOPUNJIAKTUKA MTPEHATAJIbHBIX OCJIO)KHEHI/IfI
Y BEPEMEHHBIX C 'TECTAIIMOHHOU I'NIIEPTEH3UEHN

14.00.01 — AKymepcTBO ¥ THHEKOIOTHS
(MeIUIMHCKUE HAYKH)

ABTOPE®EPAT JOKTOPCKOM JUCCEPTALIUU

TAIIKEHT - 2016 roa



Tema noKkTOpCKOH AMcCcepTalMM 3aperucTpupoBana B Boiciell aTTecTAHOHHOH KOMHCCHH
npu Kaounere Munucrpo Pecnyoauku Y3oexkucran 3a Ne 30.09.2014/52014.3-4Tib9.

JlokTopckas quccepTarivisi BEIIOJTHEHA B TalllkeHTCKOM METUITMHCKON aKaJIeMUU.
ABTopedepar muccepTanuy Ha TpeX s3bIKax (y30€KCKWid, PYCCKWH, aHTJIMICKHNA) pa3MelleH Ha

BeO-cTpanumIle 1o aapecy Www.tashpmi.uz u na Mudopmannonno-o6pazoBarenbHoM moptaine “ZiyoNet”
o axapecy (Www.ziyonet.uz)

Hayunbii Awonosa ®apuna Mup3aesHa
KOHCYJIbTAHT: JOKTOP MEJUIHMHCKUX HAyK, Ipodeccop

Oduunanbubie 3amasieeBa Po3a CemeHoBHA
OIIIIOHEHTHI: JOKTOP MEIULMHCKUX HayK, mpodeccop

Karraxomxkaesa Maxmyna XamaamoBHa
JOKTOP MEIULIMHCKUX HayK, podeccop

Kapumosa ®epy3a /I:xaBraToBHa
JOKTOP MEIULIMHCKUX HayK, mpodeccop

Bexymas ['ocynapcTBeHHOE OrO/KeTHOE 00pa30BaTENIbHOE yUpEKICHUE
OpraHmM3anms: BeICLIEr0 IpodeccuoHanbHOro oOpaszoBanus «Poccuiickuit
HallMOHAJIBbHBIA HCCIEN0BATEIbCKUA MEIULIMHCKUI YHUBEPCHU-

tet umern H.U. TTuporosa» (Poccuiickas @eneparist)

3amuTa COCTOUTCS «_ » 2016 r. B 4acoB Ha 3acelaHuu pazoBoro Hayunoro
coBera 14.07.2016.Tib.18.01 npu TamikeHTCKOM MEAUATPUYECCKOM MEIUIIMHCKOM HHCTHTYTE (Ampec:
100140, r.Tamkent, FOnycabanckuii paiion, borumamaickas ynuima jgom 223. Maibiii 3ai1 TankeHTCKo-
o reauaTpudeckoro Meauiuckoro nacruryra (Tem./daxc: (99871)-2623314; e-mail: mail@tashpmi.uz)

C IoKTOpCKO# TuccepTaiieli MOKHO 03HaKOMUThes B MHpopManmonHo-pecypcHoM tieHTpe Tari-
KEHTCKOI'0 NEeIUaTpUYeCKOr0 MEAMLMHCKOrO MHCTHTYyTa (3apeructpupoBad 3a Ne ) Anpec: 100140,
r.Tamkent, FOHycabanckuii paitoH, borumamanckas ynumna mom 223.

ABTopedepar auccepTanuy pa3ociaH «_ » 2016 roxa.
(Peectp npoTokomna paccbuiku Ne ot 2016 rona.).

A.B. AitumoB
IIpencenarens HAY4YHOTO COBETA 10 MPUCYKIACHUIO
y4E€HOU CTENEHH JOKTOpa HayK, 1.M.H., Ipodeccop

J.A. lllamancypoBa
YueHblil ceKpeTapb HAyYHOT'O COBETA I10 IPUCYKACHHUIO
yu€HOH CTeleH! JOKTOpa HayK, [I.M.H., Ipodeccop

AM. Hlapunos

[pencenarens HAyYHOTO CEMHHApPa TIPU HAYYHOM COBETE
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BBE/IEHUE (aHHOTALMSA JOKTOPCKOM JUCCEPTALMHI)

AKTYaJIbHOCTh M BOCTPeOOBAHHOCTH TeMbl auccepraumum. llo naHHBIM
BcemupHnoii opranuzanuu 3apaBooxpanenus (BO3), runepreH3uBHbIe HApyIICHUS
y OEpEeMEHHBIX CJEAYyEeT CUUTATh IVIABHBIMHU Cpeld HamboJee pacinpoCTpaHEHHBIX
3a0oneBaHui, KoTopble BcTpedarorcs B 4-8%. «3HAUMMOCTh 3TOW BakKHEUIIen
MEXIYHApOJIHON MPOOJIEMBbl 3APAaBOOXPAHEHUS OIPEACNACTCS TSHKEIbIMU Hapy-
HMICHUSIMU 3]I0POBbSI M JlakK€ CMEPThI0O MaTepu (B HEKOTOphIX cTpaHax 1o 40%),
BBICOKMM YPOBHEM JETCKOM W MEpPUHATAIbHOW 3a00JIEBAEMOCTH M CMEPTHOCTH, a
TaKKe LEJI0ro psaa aKylepCKUX OCIOKHEHHM, HaOMI0AAI0MUXCsl Y OEPEMEHHBIX C
reCTallMOHHOW rurneprensuend. Hapsiny ¢ 3ThM, OCIIOXHEHHsI HaOII0JaeMble MpHU
OepeMeHHOCTH, KOTOpasi 3aHUMAET 2-3-€ MECTO B CTPYKTYpe MAaTepUHCKON cMepT-
HOCTHM TOJTYEPKUBAET 3HAYMMOCTh JTaHHOM mpoOiemel. [lepuHaranbHas 3aboseBa-
€MOCTb JE€TEU, POJIUBIIMXCS OT MATEPEH, IEPEHECITUX OCI0KHEHHS T€CTAIMOHHON
rUnepTeH3uu (mpeskiancuio), cocrasisieT oT 463,0 no 780,0%o0, a CMEPTHOCTH Y
Hux kojebiercs ot 10,0 1o 30,0%o0» !

B roast HezaBucumocTu B Haiiel ctpaHe oOpariaeTcsi IpuCcTallbHOE BHUMa-
HUE U JIOCTUTHYTHI OTPOMHBIE PE3YJIbTaThl M0 YKPEIUICHUIO CUCTEMBI 3[I[paBOOXpa-
HEHUs1, 0COOCHHO 0 OXpaHe MaTepUHCTBA U JAeTcTBa. [Ipu sTOM pesynbraram, a0-
CTUTHYTBHIM IO NMPOUIAKTUKE MPEHATATBHBIX OCIOKHEHUN Yy OEpEMEHHBIX C Te-
CTaIlMOHHOW TUNIEPTEH3UEN HY>KHO TOTYEPKHYTH 0C000.

B Mupe oOpamaercsi npuctaabHOe BHUMaHHE Ha pa3pabO0TKy 3P QEeKTHUBHBIX
METO/IOB JICYEHUSI U COBEPIICHCTBOBAHUIO MPO(MUIAKTUKN MPEHATAIBHBIX OCIO0XK-
HEHUW y OEpeMEHHBIX C TecTallMOHHOM runeprensuei. [Ipu sTom BeIOOp omTH-
MaJIbHOW TaKTHUKU BEICHUS OCpEeMEHHOCTH W POJIOB, MPEAYNPEKICHHUE IepUHa-
TaJIbHOTO M aKyIIEPCKOI0 PUCKA, CHUYKEHHUE OCIIOKHEHHN POIMIIBHOTO IIpoLiecca U
BBIJICJICHUE TPYMI KEHIIUH C TCUCHUEM HApPYIIECHUS KU3HEACATEILHOCTH IUIOJA,
KpOM€ TOTO, NaTOT€HETUYECKHE, KIMHUYECKHUE, MPOTHOCTUYECKUE METOJIUYECKUE
NOAXOAbl ONPEAEISIONINE KOJUYECTBEHHOE OMpPEACICHNE ayTOUMMYHHBIX aHTH-
T€J, COCYAMCTO-IHAOTEIHANTBHOTO (akTopa pocTa M ¢akTopa pocTa IUIAIICHTHI
(®PII) y KEeHIIMH TeCTAalMOHHON TUIIEPTEH3UEN MPEICTOUT YCOBEPIICHCTBOBATD.
HyxHO MOg4epKHyTh, YTO «HU3ydeHHE OCOOCHHOCTEH BIMSHUS KOPPEKTOpa DHIO-
TeIUAIbHOW TUCHYHKIIMM U aHTUOTeHe3a — L-apruHmHa B Kypce NMPEeBEHTUBHOU
TEepanuy Ha TMOKa3aTesd, XapaKTePU3YIOIIUe COCTOSHUE AUCHYHKIIUUA IHIAOTEITHS
aHTMOreHe3a, ayTOUMMYHHBIX MPOILIECCOB, YACTOTY OCJIOKHEHHUH y OEpEeMEHHBIX B
IPYINE pUCKa Pa3BUTHSl T'ECTAIlMOHHOW THNEPTEH3WM M pa3paboTka ajiropurma
MPOTHO3UPOBAHUS U MPODUIAKTUYECKUX MEPONPUSATUNA y OEpEMEHHBIX B IpyMIe
pUCKa pa3BUTHUS TeCTAIIMOHHOW TUIEPTEH3UU TPeOyeT COBPEMEHHOTO pEIICHUS
JIaHHOHN MPOo6IeMbI»’. BhlleykasaHHOE OTYEPKUBACT aKTYalbHOCT TEMBI IaH-
HOU TUCCEPTALINHU.

! Dorogova 1.V., Panina E.S. Comparison of the BPlab sphygmomanometer for ambulatory blood pressure monitoring wihr mercury sphygmo-
manometry in pregnant women: validation study according to the British Hypertension Society protocol// Vascular Health and Management-
2015.-p.245-249; 111ax6a3oBa H.A. Vicxonsl 6epeMEHHOCTH IIPU THIEPTEH3UBHBIX PACCTPOICTBAX, BBI3BAHHBIX TeCTAIIMOHHBIM IpoIeccom//
AKyIIepcTBO U ruHeKonorus. - Mockea, 2015. - Ne2. - C.20-26.

? 3amanbesa P.C., Manbuesa JIH., Yepenanosa H.A. u ap. KinuHuueckoe 3HaucHHE OMpENENeHHE YPOBHSA PETYJATOPHBIX ayTOAHTHTEN IS
OLICHKH pHUcKa pasButHe recrosa // Ilpakt.men.-2009.- Ne2.- C.68-71.; Cyxux I'.T., Banbko JI.B., IMMmynHbIe ()akTOpEI B 3THONOTHH U
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JlaHHOE JMCCEPTALMOHHOE HCCIEAOBAHUE B OMNPEIEICHHOW CTeneHu Oynaer
CIIY’KUTh BBINOJHEHUIO 3aJ1a4, MPEJyCMOTPEHHBIX B MocTaHoBiIeHUN [Ipe3uaenTa
Pecnyonuku Y36ekuctan Ne ITI1-1096 ot 13 anpens 2009 roga «O 10MOTHUATENb-
HBIX Mepax IO OXpaHe 370pOBbs MaTepu M pedeHKa, (POPMUPOBAHUIO 3J0POBOTO
nokoJsieHus», ['ocyapcTBeHHOM porpamme «YKperieHue penpoayKTUBHOTO 3710-
POBBs HaceeHus1 Y30eKuCcTaHa, 3aluTa 3J0pOBbsl MaTepe, 1eTel U MOAPOCTKOB B
2014-2018 rr.», yrBepxkaenHor Ilocranosnenuem Ilpesunenta PecniyOnuku VY 3-
oexuctan Ne TII1-2221 ot 1 aBrycrta 2014 rona u apyrux HOpMaTUBHO-TIPABOBBIX
JOKYMEHTAX OTHOCSIIENCS K TAHHON AEATEIIbHOCTH.

CooTBeTcTBHE UCC/IEA0BAHUS NMPUOPUTETHBIM HANPABJEHUSM PA3BUTHUA
HAYKHM W TEeXHOJIOTMil pecny0JuKH. J[aHHOE HMCCIeOBaHUE BBIIIOJIHEHO B COOT-
BETCTBUHU C MPUOPUTETHBIMU HANIPABJICHUAMU Pa3BUTHUS HAYKU U TexHojoruu Pec-
nyonukn Y3o0ekuctan — VI. «Menuuuna u papmaxonorus» ['HTII-10 «Pa3paboT-
Ka HOBBIX TE€XHOJIOTUM MPOPUIAKTUKH, TUATHOCTUKH, JICUCHUS U peaOuIUTalun
3a00JIeBaHUI YETIOBEKA.

00630p 3apy06esKHBIX HAYUHBIX HCCJIEI0BAHMII 10 TeMe THCccepTALMN

Hay4dno-uccnenoBarensckue pabOThl, HApaBJICHHbIE HA M3YYEHHE ITHOJIO-
TUH, [1aTOr€HE3a, OCHOB UMMYHOJIOTHH, KIIMHUKO-IUAarHOCTUYECKUX CBOMCTB U OII-
TUMU3aIMU npodunakruueckux Meponpuatuii ['Mb ocyiiecTBisioTCs B BEAYIINX
HAyYHBIX [IEHTPAX U B BBICIIUX 00pPa30BaTEIbHBIX YUPEKICHUIX MUPA, B TOM YU C-
ne University of Mississippi Medical Center (USA), Harvard Medical School
(USA), Ankara University (Turkey), University of British Columbia (Canada),
Instituto Nacional de Perinatologia Isidro Espinosa de los Reyes (Mexico), Weill
Cornell Medical College (Anrnus), Kazanckuii Mmeguimackuii ”HCTUTYT (Poccust)
TamkeHTckass MeMIIMHCKas akaaemus (Y30eKkucTan).

[IpoBeeHHBIMH B MUPE UCCIEIOBAHUSIMU 10 U3YUYEHHUIO MPOTHO3a U Npodu-
JAKTUKHU TIPEHATAIbHBIX OCJIOKHEHUH y OEpPEMEHHBIX C TeCTAIlMOHHOW TUIEPTEH-
3Uel BBISIBUJIM P, B TOM YHCIIE CIEIYIOIINE PE3yJIbTaThl: TECTAlMOHHAS TUIEP-
TEH3US SBJISIETCS MPEAUKTOPOM PA3BUTHS MPEHATAIbHBIX OCIOKHEHUM, TAKUX KaK
NpeXACBPEMEHHAsT OTCIIOWKA IUIAUEHTHI, MPE3KIANMIICHS, KOaryJonaThudecKue
kpoBoteuenus (University of Mississippi Medical Center (USA), Harvard Medical
School (USA), Ankara University (Turkey), University of British Columbia
(Canada)); HapyimieHUss IMMYHOPETYIISIIIUU SBISIOTCS JOKIMHUYECKUMHU TIPU3HA-
KaMH Pa3BUTHUS TSKEIBIX OCIOKHEHUW y OEpEeMEHHBIX, HEN30€KHBIM CIEICTBUEM
Yero SIBJSIETCS HENMPEpPhIBHOE YBEJIMYEHUE KOJIMYECTBA MPEHATAIbHBIX U aHTEHA-
TaJbHBIX OCJOXXKHeHUM y 6epemenHbix (Monash University (Australia), Kazanckuit
MeaUIUMHCKUM UHCTUTYT (Poccus)); moHMKeHHe MmoKa3aTesie aHruorenesa B paH-
HUU CPOKU OEPEMEHHOCTH SIBJISIETCS BaXKHEWIIMM (aKTOpOM B MATOTE€HE3e recra-
nronHoW rumneprensun (Xinxiahg Medical University (China), Weill Cornell
Medical College (Anrnms)); BeIsSIBIEHO, 4TO mpueM L-apruHuHa BO BpeMs Oepe-

MaTOreHe3e OCJIOXKHEHUH OepeMeHHOCTH// AKymIepcTBO M ruHekonorus. - Mocksa, 2012. - Nel. - C.128-136.; Illax6azoa H.A. Hcxomsl
O6EpEeMEHHOCTH TIPU THIEPTEH3UBHBIX PAaCCTPOMCTBAX, BRI3BAHHBIX I€CTAIMOHHBIM MponeccoM// AKyIIepcTBO U ruHeKosorus. - Mockaa, 2015. -
Ne2. - C.20-26.

t www. Pubmed; www. Hindawi; www. BMJ Open; www. LibDex - Library Index; www.The British Library
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MEHHOCTHU CIIOCOOCTBYET CHIKEHHUIO Pa3BUTHS TMIIEPTEH3UBHBIX HAPYIICHUN U UX
ocnoxkHeHuit (Ankara University (Turkey), University of British Columbia
(Canada) Instituto Nacional de Perinatologia Isidro Espinosa de los Reyes
(Mexico)).

B Mupe no npo6Gieme recTallMOHHOW TUIEPTEH3HUH IO Py MPUOPUTETHBIX
HaIIPaBJICHUI MPOBOJATCS MCCIEAOBAHUA, B TOM YHWCIIE: pAaHHEE NOKIMHUYECKOE
BBISIBJICHUSI TIPU3HAKOB T'€CTAIMOHHON TUIEPTEH3UN Y OEPEMEHHBIX; ONpeIeTICHUE
ypoBHs ayTouMMyHHBIX aHTtuTen K JIHK, sHmorenmanbHol nucyHKITMU, aHTHO-
reHesa, JTUMMQPOLUTAPHO-TPOMOOIIMTAPHON aare3nuu, IMTOKUHOB B ITATOTeHE3€ pas-
BUTHSI TUNIEPTEH3UU, HHAYLUPOBAHHOW OEpPEMEHHOCTHIO; BBISIBICHUE MPOTHOCTH-
YeCKOM 3HAYUMOCTU (PAaKTOPOB PHUCKA PA3BUTHS OCIOKHEHUU MPHU THIEPTEH3UB-
HBIX HAPYIICHHSX; YCTAHOBJIEHUE 3HAYMMOCTHU IMOKa3aTeJNe U B3aMMOCBSI3U Map-
KEpOB AUCHYHKIIUU JTUMPOLUTAPHO-TPOMOOIIUTAPHON aAre3ud U ayTOMMMYHHBIX
antuten k JIHK kak mapkepoB mporHosza u auddepeHnnanbHoil TUarHoOCTUKY B
IpyMIe pucka pa3BUTHUs T€CTAlMOHHOMN TMIIEPTEH3UH; pa3paboTKa alropuTMOB Be-
JeHUs] OEpEMEHHBIX C JaHHOW MaTOoJOrHMed M MPEeJOTBPALICHUM Pa3BUTHE NpEHa-
TaJIbHBIX OCIIOKHEHUH.

Crenenp M3y4eHHOCTH mpodJyemMbl. HecMOTps Ha ycTONYMBBIE TEHIACHUUU
CHIDKEHHUS TOKa3aTeslel MaTepUHCKON M NepUHATalIbHON CMEPTHOCTH B Y30€KU-
CTaHe, 3JJ0pPOBbE OEPEMEHHBIX MPOJOHKAET XapaKTEPU30BATHCS 3HAUUTEIBHON CO-
MaTUYECKOM OTITOUIEHHOCThIO, BO3PACTAIONIEH YaCTOTOM IeCTAllMOHHBIX OCIIOXK-
HEHU U BBICOKMM YPOBHEM 3a00J€Ba€MOCTH HOBOPOXKICHHBIX. ACIIEKTaM JTaHHON
MaTOJIOTMM TOCBSLIEHB MHOTOYMCIIEHHBIE HAyYHO-UCCIEN0BATEIbCKHE PAOOTHI
3apyOeKHBIX aBTOPOB. BbIABIEHNE 3HAUYECHUS] YPOBHS AyTOMMMYHHBIX AHTUTEN K
JHK, ¢ysnkuuu suaorenusi, OPII B ux pyHKUHOHATBHOW B3aMMOCBSI3M Kak Map-
KEpOB JIMarHOCTHKU U MPOTHO3UPOBAHMS Y JKEHIIMH C TUNEPTEH3UEH UHIYIUPO-
BaHHOM OEpPEMEHHOCTBIO OCTAETCSl MPAKTUYECKU HEU3YUEHHBIM, YTO OINpeiessieT
aKTyaJlbHOCTh MpPOOJIEMbl W TNPOBEACHUN II€JIEHANPABICHHBIX HCCIEIOBAaHUN B

9TOM HalpaBJICHUU.

B nacTosiiee Bpemst 0co6oe 3HaueHre NpHOOPETat0T MPOTrHO3UPOBAHUE U J0-
KinHu4Yeckas nuarsoctuka ['Ub. B ¢Bs3u ¢ 3TUM MeporpusTHs, HapaBJICHHbIE Ha
COXpaHeHHe M duznonoruyeckoe  Tedenue OepeMEeHHOCTH, JOKHBI OCYIIECTB-
JATHCS €€ N0 HACTYIUICHUS 'MB* . Heo6x0o1uM moMCK AOCTYITHBIX T€CTOB, KOTO-
pbI€ MO3BOJMIN ObI TPOBOAUTH JOCUMIITOMATUYECKYIO TUATHOCTHKY C LIEJbIO BbI-
SBJICHHUS] U MOHUTOPUHIa OEPEMEHHBIX C BBICOKMM pUcKoM pa3Butusi ['b u COQT-
BETCTBEHHO MPEAOTBPATUTH BO3MOXKHbBIE OCJIOKHEHNS OEPEMEHHOCTH U POJIOB. ’B
pe3yabTaTe MHOTOJIETHUX HCCIECAOBAHUM BBIJIEIEHO HECKOJIBKO MOTEHIMAJIBHBIX
TECT-MapKepPOB, KOTOPbIE CAMOCTOATENbHO WJIM B KOMOWHALMM JPYr € APYroM
MOKHO HCIIOJIb30BaTh B KadecTBe (DaKTOPOB MPOTrHO3a TUIIEPTEH3UBHBIX COCTOS-
Hui. OTHAM M3 TaKMX METOJOB MOTYT SIBJISITBCS TE€CT-CHCTEMBI z%ncq)yHKuHH JH-
JNOTEMs KOTOPBIE HE HAILJIA CBOE MECTO B IIporHo3uposanuu ['Nb”.

! Cunoposa 1.C., Hukuruua H.A. T'ecto3 mnu npesknammcus // Poc.BecTH. akyur.-run.- 2013, - Ned. — C.67-73; Mutter W.P., Karumanchi S.A.
Molecular mechanisms of preclamsia // Microvasc Res. —2008. — N1. - Vol.75 — P.1-8.

2 Mapkos X.M. MoJeKy ipHbie MEXaHU3MbI JUCHYHKHE COCYHCTOro sHaoTenus // Kapauonorus. — 2005, - Ne12. — C.:n-72.

® Bypnes B.A., 3aiiuea 3.C., MnbsicoBa H.A. Perynsius aHrHoreHesa recTalioHHoro neprona // Ipo6m. penpox. — 2008. - Ne3. - C.18-22;
Bonaxosa E.B., JIsiciok E.1O., Ixxoxanze JI.C., Makapos O.B. OcobeHHOCTH H3MEHEHHI IIPO-H aHTHAHTUOTCHHEIX (h)aKTOPOB Y OEPEMEHHBIX C
XPOHUYECKOH apTepHanbHOl runeprensueii // Poc.Bectr.akym. u run. — 2013. - Ne3. — C.9-13.
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Ha ceropssiminuii geHbp OOJIBIIIOE BHHUMAHUE YJIEISAETCS H3YyUYEHHUIO POIHU
ayrouMMyHHbIX aHTuTen K JIHK, sHporenmanbHON nuchyHKIMM, aHTHOTEHE3a,
IUMPOLUTAPHO-TPOMOOLIUTAPHON aAre3uH, LIUTOKMHOB B IAaTOTE€HE3€ pa3BUTHUSA
TUIEPTEH3UH, WHIAYLHPOBAHHON OepeMeHHOCThbio. MccnenoBaHus, Beaylue B
ATOM HaIlPaBJICHUH IIPU NECTALMOHHON TMIIEPTEH3UH BECbMAa HEMHOTOYMCIICHHBI U
KpaliHe IPOTUBOPEYHBBHI.

Hmerorcs eauHUYHBIE paOOThI, KacarolIMecs HU3Y4YEHHUs SHIOTEIUAJIbHOM
aucyHkuu 'y OepemeHHbIX, Tak Haxkmytnunosoit J[.K. u rpymnmoit aBTOpOB
(2009) Obuia M3y4yeHa SHAOTETHAIbHAS TUCHYHKIUS TPU PEBMAaTHUYECKUX MMOPOKAX
cepana y oepemennbix, PaxmarymiaeBsim X.®@. (2008) mpu 6epeMEeHHOCTH, TPOTE-
KaoIed Ha ¢poHe MHPEKIUU HUKHETO TeHUTAJbHOTO TpakTa. YpuHOaeBoit H.A.
(2006) u PyctamoBoii Y.X., CynranoBeim C.H. (2009) u3ydeHsl 3HAOTETUOUTHI U
KHCIIOTHO-OCHOBHOE COCTOSIHUE KPOBH Yy 37J0POBBIX O€pEMEHHBIX. MBI HE BCTPETH-
a1 paboT, KAacaloIMXCs W3YYEHHIO YpOBHS ayTOMMMYyHHbIX aHtuten k JIHK u
IUMPOLUTAPHO-TPOMOOLUTAPHOM aAre3un y OepeMeHHbIX C TeCTallMOHHOM TUIep-
TEH3UU.

CBsi3p TeMBI JHMCCEPTALMM C HAYYHO-HCCJIEA0BATEJIbCKMMH padoTramMu
BbICIIET0 00pPa30BaTEJIbHOIO Y4YpPE/KACHHS, I'le BBINMOJHEHA JHCCePTALMS.
JluccepTallMOHHOE ~ HKCCIEAOBaHUE  BBIIOJIHEHO B paMKax  HAay4yHoO-
UCCIIEI0BATENbCKON paboThl B TalIKeHTCKON MEAUIIMHCKON aKaJIeMUU U MPUKIa-
Horo rpanta AJICC 28.3 «OxpaHa 310pOBbsi OEPEMEHHBIX U ILIOAA — MOUCK 3(-
(PeKTHUBHBIX METO/OB PAaHHEW JUArHOCTHKU W MPOTHO3UPOBAHUS MpPE — U MOCTHA-
TaJIbHBIX OCJIOKHEHHI.

esap ucecieq0BaHus SBISIETCS ONPENEICHUE TPOTHOCTUYECKON 3HAYMMOCTH
YPOBHSI ayTOMMMYHHBIX aHTUTEJI U AaHTHOTEHE3a IIPU IPEHATATIBHBIX OCIIOKHEHUAX
y O€peMEHHBIX C T€CTAllMOHHOM TUIEPTEH3UEN U COBEPILIEHCTBOBAHUE MX MPOPU-
JIAKTAYECKUX MEPOIPUATHM.

3agaum nccjie0BaHuA:

pa3paboTaTh aHKETY-ONPOCHUK PAaHHErO JOKJIMHUYECKOTO BBISIBICHUS MPHU-
3HAKOB I'€CTAllMOHHON TMIEPTEH3UU y OEpEMEHHBIX, Ui MOCIEAYIOIIEr0 BKI0Ye-
HUS UX B TPYIILY PUCKA U POBEACHUS NMPOPHIAKTUYECKUX MEPOTIPUSATUH;

BBISIBUTh HA OCHOBAHWH aHKETUPOBAHUS OepeMeHHBIX yacToTy pasButus [ 1b
Y OLIEHUTH UCXO/1bI OEPEMEHHOCTH Y JKCHILUH C JaHHOW MaTOJIOTHUEH;

ONpENEIUTh YpOBEHb ayTOMMMYHHBIX aHTuten K JIHK, snpoTenmanbHOM
IuchYHKIMH, aHTHOTeHe3a, JUM(OUUTapHO-TPOMOOLUTAPHON aAre3uu, LUTOKH-
HOB B IIATOT€HE3€ Pa3BUTHUS TUIEPTEH3UHU, UHIYLIUPOBAHHOW OEPEMEHHOCTHIO;

ONPENEIUTh MNPOrHOCTUYECKYIO 3HAYMMOCTh (PAKTOpPOB pPHUCKA Ppa3BUTHUS
OCJIO)KHEHHU I MpU TUNEPTEH3UBHBIX HAPYIICHUIX, HA OCHOBAHUH YETO pa3padoTaTh
IPOTHOCTHYECKUE KPUTEPUH JIJISl OLICHKH HEOIarompusiTHOTO UCX0Ja OepeMEHHO-
CTH Y KEHIIWH;

J0Ka3aTh 3HAYMMOCTh TMOKa3aTeled M B3aUMOCBSI3b MapKepOB TUCHYHKIUH
TUMPOLUTAPHO-TPOMOOLIMTAPHON aare3nu U ayTouMMyHHbIX aHTuTen kK JIHK kak
MapKepoB MpOorHo3a U aud@epeHuanbHOl AUATHOCTUKY B TPYIINE PUCKA pa3BH-
THUS TECTAIMOHHON TMIIEPTEH3UU;
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PACKpBITh OCOOCHHOCTH BIUSHUS KOPPEKTOpA IHAOTEITHAITBHON AUCHYHKIIUN
U aHTuoreHe3a — L-apruHuHa Ha mokasarenu, XapaKTepU3yIolue COCTOSIHUE JTUC-
(GYHKIMM SHIOTENWs aHTUOTeHe3a, ayTOMMMYHHBIX IMPOIIECCOB, YACTOTY OCIJIOXK-
HEHUM y OEpEeMEHHBIX B IPYIIE PUCKA Pa3BUTHS T€CTAllMOHHOM TUIIEPTEH3NH;

pa3paboTaTh aarOpUTM BEACHUS U MPOTHO3UPOBAHUS y OEPEeMEHHBIX B TPyII-
II€ PUCKA Pa3BUTHS T€CTAIMOHHON TUIIEPTEH3HH.

O0bexkTOoM uHcciaeaoBanus ctanu 1508 OGepemMeHHBIX, HAOIIOMABIIUXCS C
PaHHHUX CPOKOB OEPEMEHHOCTH U JI0 €€ OKOHYAHUS B CEMEUHBIX MOJTUKINHUKAX.

IIpeaMer ucc/ieI0BaAaHUSA KPOBh M CHIBOPOTKA KPOBU OCPEMEHHBIX B IIEPBOM
(10-12 menmens), Bo BTopoM (22-24 Helenb) TPUMECTpax.

Metoabl uccjieoBanui. J[Jis peeHus MOCTaBICHHBIX 3a/1a4 UCIIOJIb30BaHbI
KIIMHUYECKHUE, KIMHUKO-UHCTPYMEHTaJIbHbIE, OMOXMMHYECKHE, UMMYHOJIOTHYe-
CKHE, CTATUCTUYECKUE METO bl UCCIICIOBAHUSI.

Hay4Hasi HOBU3Ha MCCJIEIOBAHUSA 3aKII0YACTCS B CIIEIYIOIIEM:

HAa OCHOBaHWMW TIOKa3aTeJell aHTMoTreHe3a U JHAOTEIHAIbHONW (YHKIUU B
paHHEM Cpoke OepeMEHHOCTHM  pa3paboTaH  Crmocod  MPOTHO3UPOBAHUS
reCTallMOHHOW TUIIEPTEH3UH;

JI0OKa3aHO, HU3KOE COJIEp’KaHUE IIOKa3aTesie aHruoreHe3a M jaucOanaHc
ayTOMMMYHHBIX TIpolieccoB B | TpumecTpe OEpEeMEHHOCTH SBJISIETCS PUCKOM
Bo3HukHOBeHMA I b mmocie 20 Hexenu recraium;

BIEpBbIE  MOKa3aHO  ¢opmupoBaHue  AUCHYHKIMU  DHAOTENIUS  Ha
JOKJIMHUYECKON  CTaAuu  TEeCTAllMOHHOMW  TUNEPTEeH3UHM U pa3paboTaHbl
MIPOTHOCTUYECKNE KPUTEPUH;

BIIEpBBIC JI0Ka3aHO BhusHUe nepuoaunueckoit JITA Ha dopmupyromryrocs
JOKJIMHUYECKYW  CTaauI0 TE€CTAllMOHHOW  THUIEPTEH3UH, OSHJOTEIUATLHYIO
TUCHYHKIIMIO.

IIpakTnyeckne pe3yabTaThl HCCACA0OBAHMUS 3aKIIOYAIOTCA B CICIYIOIIEM:

onpeseneHbl MPU3HAKU dHAOTEeNUaNbHOU nucynkimu 3a 14-18 nenmens 1o
MOSIBJICHUS] KIIMHUYECKUX CUMIITOMOB TUIIEPTEH3UH MHAYIIUPOBAHHON OEpEeMEHHO-
CTBIO;

pa3paboTaH croco0 JOKJIMHUYECKOW AMArHOCTUKHU THUNEPTEH3UU WHAYIHPO-
BaHHOW OEpPEMEHHOCTHIO TMO3BOJISIFOIIUI BBIJEIUTH TPYIITY BBICOKOTO PHCKA pas-
BUTHUS TUTIEPTCH3UU WHIYIIMPOBAHHON OEPEMEHHOCTHIO M CBOEBPEMEHHO MTPOBECTH
npoPUIAKTHIECKUE MEPOTIPUSATHS;

peJioKeHa METOIMKA U JI0Ka3aHa ee KiIMHUYecKast 3 (PEKTUBHOCTH C LIEJIbIO
KOPPEKIIMH SHI0TETUATLHON NUCHYHKIIMU Y OEPEMEHHBIX ¢ TUIIEPTEH3UEH, UHIY-
UPOBAHHOW OEPEMEHHOCTHIO;

pa3paboTtanbl KpuTepuu 3HPEKTUBHOCTH TPOBOJAUMON TeparuK OCI0KHEHUN
IIPU TUNEPTEH3UH, UHAYIIMPOBAHHON 0EpPEMEHHOCTH Ha OCHOBAHUM CBOMCTB COCY-
JMCTOTO SHIOTENUS U YHAOTEIIN03aBUCUMON Ba30IUJIaTallUH;

pa3paboTaH aJITOPUTM BBISIBJICHUS U BEJACHUS TPYIIIBI PUCKa OEPEMEHHBIX C
re€CTallMOHHOW TUIIEPTEH3UEN;

3as1BJICHO PAIMOHATN3aTOPCKOE MPEIOKEHUE 1Mo Ha3BaHueM «Crocol Kop-
peximu TUCHYHKIMHU SHIOTENMHS Y OEPEeMEHHBIX C TUIIEPTEH3UBHBIMUA HAPYIIICHHU-

amu» (Ne685)
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JlOCTOBEPHOCTHb Pe3yJIbTATOB HCCJIEI0BAHMS IOATBEP)KIECHA NPUMEHEH-
HbIMHU B HCCJIEIOBAHUSAX COBPEMEHHBIMU, B3aUMOIOMOIHSIOMINMU KIMHUYECKUMU,
UHCTPYMEHTAIbHBIMA, UMMYHOJIOTUYECKHUMH, CTATUCTUYECKUMHU MeTonamu. Mc-
MOJIb30BAaHUE Pa3HBIX METOJIOB TO3BOJIMIIO YCTAaHOBUTH HamboJiee XapaKTepHBIC
3aKOHOMEPHOCTH XapakTepa TeueHUus (U3MOJOTUYECKU MPOTEKarolleil OepeMeH-
HOCTH U OEpEMEHHOCTH C T'€CTAllMOHHOM rumnepTeHsuei. Kpome Toro, Bce moiy-
YEHHBIE PE3YJIbTAThl U BBIBOABI OCHOBaHbI Ha MPUHILMIMAX JOKA3aTEIbHON MEIULIH-
HBI.

Hayuynas u npakTuyeckasi 3HAYMMOCTD Pe3yJIbTATOB UCCJIEJ0OBAHUA.

HaydHast 3HaYMMOCTb IOJYYEHHBIX PE3YJBTATOB 3aKJIIOYAETCS B TOM, YTO
Hay4HbIE PE3yIbTaThl MO ONPEAEICHUIO NAaTOT€HETUYECKOM, KIMHUYECKOH, Mpo-
THOCTUYECKOW 3HAYMMOCTH ayToMMMyHHbIX aHthten kK JHK, cocynucro-
SHAOTENUANBHOrO (hakTopa pocTa U (pakTopa pocTa IUIALEHTHI IPU MPEHATATbHBIX
OCJIO)KHEHUSIX y OEpEeMEHHBIX C TeCTAllMOHHOM TI'MIEepTEeH3UEeH XapaKTepus3yeTcs
COBEPILIEHCTBOBAHUEM METOJNYECKUX OCHOB Hay4YHBIX MCCIIEIOBAHUN 10 TEME.

[IpakTHueckast 3HAUUMOCTb pabOThI 3aKJIIOYAETCS B TOM, YTO PEKOMEH/I0BaH-
HBIE METObI TUArHOCTHKH, JICYEHUS ¥ IIPOrHO3a MO3BOJISIFOT CHU3UTD ITOCIIEICTBHS
OepeMeHHOCTEN C recTallMOHHOW TMIEpTEH3UEH, BO3BPALECHUIO MX K IOJHOLIECH-
HOW >KW3HHU, B TOM 4YHCJIE PEIPOIYKTUBHOIO 310p0Bbs. Kpome TOro, pe3yiapTaTel
UCCJIEIOBAHUA MOYKHO HCIIOJIB30BaTh KaK HOBBIM MCTOYHUK IS BBIIOJIHEHUS ca-
MOCTOSITEJIBHBIX PAa0OT CTy/I€HTAMH MEIULHUHCKUX BY30B, UTECHUS JIEKLUUW, IPOBE-
JICHUSI TPAKTUYECKUX 3aHATHI M0 TPEIMETY aKyIIEPCTBO U THHEKOJIOTUSI.

Bueapenne pe3yabTaToB nccjeqoBaHusa. Ha ocHOBE MOJy4eHHBIX HAYYHBIX
pE3yNbTaTOB MO U3YYEHHUIO MPOTHO3UPOBAHMS U MPO(PUIAKTUKUA OCIIONKHEHUHN MpU
TUNEPTEH3UU UHAYLIUPOBAHHON O€PEMEHHOCTBIO:

nosy4yeH nareHt «Crnocod mpOrHo3upOBaHUs TMIIEPTEH3US MHIYLIMPOBAHHON
o6epemenHocT» (NeIAP 05235). DTOT crmocoO 1mo3BoJsieT MOBBICUTH KAYECTBO MPO-
THO3UPOBAHUS U NPOPUIAKTUUECKUX MEPONPUSTHI OCIOKHEHUN MpU TUNEPTEH-
3UM UHAYUMPOBAHHON O€PEMEHHOCTHIO;

pa3zpabotanbl MeTogudeckue pexomeHmanuu «Croco® moBbimieHUs 3P hek-
TUBHOCTHU MPOQPUIAKTUKU OCJIOXHEHUU Y JKEHIIMH C I'e€CTallMOHHOW TMIEepTEH3U-
ey (3akmrouenne MunuctepcTBa 3apaBooxpanenus PecnyOnuku Y36ekucran Ne
8H-11/55 o1 6.10.2015 roma). KoMriekcHble TUHAMHYECKHE HAOMIOASHUS U JIOIOJI-
HUTEJIBHOE BKJIIOYEHHE B NMATOTEHETUYECKYIO Tepamnuio mnpenapata L-ApruxHuna
3¢ (PEeKTUBHO BOCCTAHABIMBAIMA TMOKa3aTenu (QyHKUMM H>HAOTENus. braromaps
HOpMaNM3auu (QYHKIMHU dHAOTENHs y OonbmmHCTBA (87,2%) KEeHIIMH HaOto0-
Jajncsi OJaronpUsiTHbIA UCX0J OEpPEMEHHOCTH, B MATh pa3 YMEHbIIUIACh NEpUHA-
TajabHasi CMEPTHOCTb.

Ha ocHOBaHMM MOJYyYEHHBIX Hay4YHBIX PE3YyJbTAaTOB JICUEHUS U TMPO]HIaKTHU-
KU OCJIOKHEHUH Y JKEHIIMH C FeCTAllMOHHOW TUIIEPTEH3UEN ITPOBEICHO BHEAPEHNE
B JIe4eOHYIO TMPAKTUKY aKymepckoro komrwiekca Ne 9 VdrenuHCKOro paiioHa,
aKymepckoro komriekca Jl>xoHmopckoro paioHa byxapckoi o6mactv u akyIiep-
ckoro komruiekca Ne 4 Mupabanckoro paiiona r.TamkenTa (cripaBka MuHucTep-
ctBa 3apaBooxpanenus Pecriyonuku Y30ekucran Ne 81-3/57 ot 27.04.2016 rona).
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AnpobGanus pe3yJbTaTOB HccaenoBaHuss. OCHOBHBIC MOJOXKEHUS TUCCEP-
TalMy anpoOupoBaHbl HA 6 KOH(EPEHIMSIX U CeMUHApax B TOM YHCIIE, 2 MEXIY-
HapoHbIil KoHGepeHusax: The 18" World Congress on COGI (Asctpus, 2013);
The Sixth European conference on Biology and medical Sciences (ABctpus,
2015); Pecniybnukanckux koHdepenuusx: VIII cbe3n akylepoB-ruHEKOI0roB Y 3-
oekuctana (Tamkent, 2013); «Actual problems in healthcare of motherhood and
chilhood»; Ha MexkadenpaapHOM CeMHHApe C ydyacThueM Kadeap akyliepcTBa U
ru"ekosioruu mo noaroroske BOII TMA, daxynpTeTckas U rocnuraibHas Tepa-
nvs, TpodeccuoHaIbHBIX 00JIe3HEH JeueOHoTo (haKyIbTeTa U BHYTPEHHUX 0O0JIe3-
Hel Meauko-tipodunaktudeckoro gaxynpreta TMA, a Takke OMOOpraHUYECKON U
ounonornueckoit xumun TMA (Tamkent, 20 oktssOpst 2015 roga); Ha HAyYHOM ce-
muHape npu Hayunom coBete TamkeHTCKOTO MeIUATPUYECKOTO MEIUIIMHCKOTO
unctutyta (TamkeHt, 25 aexadps 2015 rona).

Ony06auKkoBaHHOCTH pe3yabTaToB. [lo Teme auccepranuu OmyOJIUKOBaHbBI
27 Hay4HbBIX paldOT, U3 HUX | — METoaUYEeCKHuEe peKoMeHauu, 17 HayYHbIX CTa-
Tel, U3 HuX 14 B pecnyOiaMKaHCKuX U 3 B 3apyOeKHBIX JKypHaJIax, U3 KOTOPHIX 13
cTateil B xypHanax pekoMeHnoBaHHbIX BAK Pecrybnuku Y30ekuctan ans my0-
JUKAIIMA OCHOBHBIX HAYYHBIX PE3YJIbTAaTOB JOKTOPCKUX AUCCEPTAIIMMA.

Ctpykrypa M 00bem auccepranmuu. CTpyKTypa IHUCCEPTAIUU COCTOUT W3
BBEJICHUSI, IIECTH TJIaB, 3aKJIOUCHHUS, CIUCOK HCIOJIb30BAHHON JUTEPATYphl H
npuioxeHui. O0beM auccepranuu coctaBisieT 175 cTpaHuil.

OCHOBHOE COAEP XAHHUE JUCCEPTALIMHU

Bo BBeneHMH 00OCHOBBIBAECTCSA AKTyaJIbHOCTh MU BOCTPEOOBAaHHOCTH MPOBE-
JE€HHOT'O UCCJIEJOBAaHMsI, LEb U 33Ja4l UCCIIEI0BAHUS, XapaKTEPU3YIOTCs O0OBEKT
U MPEIMET, MIOKa3aHO COOTBETCTBUE UCCIIENOBAHUS IPUOPUTETHBIM HANPABJICHUSAM
pa3BUTHSI HAyKH M TEXHOJIOTUH pPECIyOJIMKM, W3JIaraloTcsl Hay4Hass HOBHU3HA U
MIPAKTUYECKHUE PE3YyJIbTATHl UCCIECIOBAHMS, PACKPBIBAIOTCS Hay4Has W IpaKTH4E-
CKasi 3HAYUMOCTb IIOJIy4YECHHBIX PE3YJIbTaTOB, BHEIPEHUE B IIPAKTUKY PE3YJILTATOB
UCCIIEJIOBaHMSI, CBEICHUS 1O OMyOJMKOBAaHHBIM paboTaM M CTPYKType Iuccepra-
LIAH.

B nepBoii riaBe auccepranun «CoBpeMeHHbIe NMATOreHETHYECKHE ACIEeK-
ThI THINIEPTEH3UM MHAYIHPOBAHHOW 0epeMEeHHOCTBHIO» MPUBOIUTCS 0030p JIHTE-
patypbl. B 0030pe npoaHanu3upoBaHbl COBPEMEHHBIE JJAHHBIE O THIEPTEH3UBHBIX
paccTpoiicTBax, BHI3BAHHBIE M'€CTALIMOHHBIM MPOILIECCOM, a TaK Ke JAaeTcs Moapoo-
HO€ ONHCAHWE PA3BUTHUIO THMIEPTEH3UU WHIYIMPOBAHHOW OepeMeHHOCTH. B oT-
JeJIbHOM MO/ TJlaBe€ OTPa)keHbl BOMPOCH! AU(PPEPEeHINPOBAHHOTO MOAX0Aa K TH-
NEePTEeH3UH WHIYLHPOBAHHON O€PEeMEHHOCTH.

Bo BTOpoil rnaBe auccepranun «O0mas XapaKTePUCTHKA KIMHUYECKOI0
MaTepHaJia 1 MeTOA0B 00CJIeJOBAaHUsD» OINMCAaHbl MaT€pHalIbl U METOJbI HCCIIE-
JOBaHUs.

I sTan — HayanbHBINA 3Tan pabOThl, HA OCHOBAHUM pa3pa0OTaHHON HaMu aH-
KEThI JUIsSl BBISIBJICHUSI TPYMIbI prucka 6epeMeHHbIX ¢ pazButuem ['Ub, Obuto anke-
tupoBaHo 1508 OGepeMeHHBIX *eHIIMH. [0 naHHBIM aHKeT OepeMeHHble, HaOpaB-
IM€ MUHUMaJbHbIE Oaybl 0-5 cOCTaBWIM IPYyNILy ¢ HU3KOW BEPOSITHOCTBIO Pa3BU-
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tust 'Ub; 6-9 coctaBunu rpyimy co cpenHeil BeposTHOCThIO pasButusi I Ib u 9
OayoB 1 00JIee COCTABUIIM TPYIITY C BBICOKON BEpOSITHOCTHIO pa3Butus [ Ub.

Il »Tanm — B pe3ynbTare NPOBEAEHHOTO KOMILJIEKCHOTO, a TAKXKE CIEIUaIbHO-
ro oOcre0BaHNs U3 BCEW MepBOHAYAIBHON TPYIIIBI )KEHIUH ObLI0 0TOOpano 287
KeHIMH B Bo3pacte 17-27 ner. CpaBHHUTENbHBIA aHAIW3 MOJYYEHHBIX JAaHHBIX
NpoBOJMIICS cpeau 3-X rpymi. IlepByro rpymnmy — OCHOBHYHO — cocTaBwiau 119
KEHILIVMH W3 TPYIIBl PUCKA, Y KOTOPBIX mociie 20 HeAenb recTaluv pa3BUiach
['Ub. I'pynny cpaBHeHusi coctaBmin 148 OepeMeHHBbIX U3 TPYIIIbI pUCKa, Y KOTO-
peix nocie 20 venens rectauu ['Ub He pazsunack. KoHtposbHyto rpynmy cocta-
BUIM 20 MPaKTUYECKH 310POBBIX OEPEMEHHBIX KEHIIUH.

III stan — B 3aBucuMocTH OT ypoBHSI AJ] cormacHo MKb-10 nmanueHTku oc-
HOBHOHM rpynmnbsl pa3feneHsl Ha 3 rpynmbsl. B 3aBucuMoctd npumeHeHus L-
apruHUHA KaXaasi Tpynna B CBOIO odepeb OblIa pa3fesieHa Ha JBe MOATPYyNIbl: A
— JKCHIIMHBI C Ha3HaueHueMm L-apruHuHa, b — >keHmuHbl O0e3 Ha3HaueHus L-
aprunuHa. B 1-1o rpynny Bouuu 39 6epemennsix ¢ ['b (moarpynmna A — 22, nona-
rpynmna b — 17 narnueHTok): cucroinyeckoe aprepuanbHoe nasienue — CAJl >140
MM.PT.CT. (cpeaHee 3HaueHue 133,4+2,3 MM.pT.CT.), JUACTOJIUYECKOE apTepHUaIIb-
Hoe nasienue — JJAJ1>90 mm.pT.cT. (cpeanee 3HaueHue 85,3+1,6 MM.pT.CT.); 2-yI0
rpynmy coctaBwin 47 manuMeHTok (moarpynmna A — 26, noarpynma B — 21 Gepe-
MeHHbIX) ¢ ymepeHHoit ['Mb: CAJl 140-159 mm.pT.cT. (cpegHee 3HayeHUE
152,443,6) u JA ot 90 no 109 mm.pt.cT. (96,8+2,1 MM.pT.CT.); B 3-10 rpymniry
ObLTH BKITIOYEHBI 33 marnueHTky (moarpynmna A — 18, moarpynma b — 15 6epemen-
Hbix) ¢ Tsokenon I'Mb: CAJ[ <160 mm.pt.ct. (cpennee 3Hauenwe 162,2+3,1
MM.pT.cT.), JAJ] <110 mm.pT.cT. (cpennee 3Hauenue 113,4+1.6 mm.pT.CT.).

DHpoTenuanbHy0 QyHKIMI0 onleHuBaiIu o mapkepam: NO (koTopsle omnpe-
JeJsIi o cyMMe cTaOuiibHbIX MeTaboauToB NO 1 NO'3) ¢ ucnonab30BaHUEM pe-
aktuBa ['peiica), akTUBHOCTH dHI0TeMaNBEHON NO-cunTassl (eNOS), akTHBHOCTH
uaaynuoensHoit NOS (iNOS) u konnentpanuto nepokcuauutputa (ONO'2) MeTo-
nom crnektpodoromepun Ha crnekrpodoromerpe UV-VIS 2100 (LTD, Kwuraii).
IIpouieccsl aHTMOTEHE3a OLEHUBAJIM 110 KOHIICHTPALMHU B IIJIa3M€ KPOBU SHIOTEIH-
Ha-1, CO®P u OPII, koTopbie ONpeAeNnsid C MOMOIIbI0 UMMYHO()EPMEHTHOTO
anaymzaropa AT-858 (LTD, Kuraii) ¢ ucnonbp3oBanueM peakTrBoB «Biomedica»
(DHR, PRGTEHNOGIS) u «Bektop bect» (HoBocubupck).

Konnentpanuto nurokudoB — NJI-1B u daxropa Hekposa onmyxonu (PHO)
OTIpeEIsIN METOJAOM MMMYHO(EPMEHTHOIO aHanu3a ¢ ucnonb3oBaHuem MDA-
AT-858 (LTD Kuraii).

C nomombto Tect HabopoB (DJIM-tectsl, npousoactea MULl «IMMyHKy-
ayc», MockBa) onpelensyii CoepKaHue ayTOMMMYHHBIX aHTuTen Kiacca IgG k
ncIHK, nBym anturenam mem6pan tpomoouurtos (Trm-0,01, Trm-0,15), iBym an-
turedam nodek (Kim-05-300; Kis-07-120) u aHTUreHy MUTOXOHAPHUI TCUCHH
(HMMP) ucnonb3ys nmmynodepmentnoiii ananuzarop MDOA-AT-858 (LTD, Ku-
tail) B auana3one 450 um, pedepeHTHbIN quamerp 620-655 HM.

C nenpro KOppeKIuu BhIsIBICHHOTO JID W HapyiieHuil aHruorenesa 66 Oe-
PEMEHHBIM B KOMIUIEKC MPOBEICHHBIX MEPONPUATUN OBLIT BKIIIOUCH mpemnapat L —
apruHuH, B ao03upoBke 4 r/cyt (20 Ma pactBopa, pasBeaeHHoro B 100 mu 0,9%
NaCl unu 5% pactBopa riatoko3sl) B TeueHue 10 gHei.

CraTtucTUyecKuil aHaIU3 MOJYYEHHBIX PE3yJbTaTOB MPOBOAMIICA C IOMOIIIbIO
METOJ/IOB BapHAIlMOHHON CTATUCTUKU. JJOCTOBEPHOCTh pa3iuuuil CpeAHUX OLEHU-
Bajlach Ha OcHOBe Kputepus CreroneHta npu 95% H0BEpUTENBHOM HHTEpBAJIE

(p<0,05).
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B Tpetheil rnaBe «Onpenesnenne rpyninbl pucKa, o pa3BUTHIO TMIIEPTEH-
3UM MHAYUMPOBAHHOM 0epeMEeHHOCTH) JIUCCEePTALMKU MPOBEJEH aHAIN3 MOKa3a-
Tened anketupoBaHus 1508 GepeMeHHBIX B Bo3pacTe oT 17 mo 28 jet, cpeaHuit
BO3pACT XEHIIMH cocTaBui 24,3+4,22 roga. beuio ycTaHOBIIEHO, UTO HAUOOJIbIIIEE
KOJIMYECTBO JKCHIITMH MPUXOAMIOCH Ha Bo3pacT 21-25 set (879 xennmn — 58,3%).
[TepBoposiiue xeHUHbI cocTaBuiu 52,1% (786 >xenmun citydae), 30,9% (466
YKEHILMH) B aHAMHE3€ UMEJIM BTOPUYHBII MAPUTET, B OCTAIBHBIX CIIy4asiX >KCHIIH-
Hbl uMenu 3 u 6osee ponoB (13,7% (206) u 3,3% (50) coorBeTcTBEeHHO). CpOK Te-
CTallMy B3ATUS HA YYET B OOJILIIMHCTBE ciiydaeB coctaBui 14 Henenb (38,0% 573
xeHiuubl). JIo 13 Hegens Ha ydeT Obunu B3sTH 24,0% (362 xeHumuHbl), 10 12
Heaenb — 22,1% (334), no 7-10 venens u 11 wepens — 8,1% (122) u 7,8% (117
EHILMH) COOTBETCTBEHHO. AHAJIN3 MOJYYCHHBIX PE3YyJbTATOB IO IIKAJIE OLICHKU
BeposiTHOCcTH pa3BuTusi b npencrasnen B tabnuue 1. CpenHue mokazaTeiau Mo
mkaje coctaBuiu 6,74+0,14 6amnos.

Taoauna 1
ITosnyyeHHBIE pe3yJbTaThI N0 IIKAJIE OLeHKH BepossTHOCTH pa3sutus ' Ub
Bompocsr 0 6amioB 1 Gamn 2 bayta
Abe. | % AbGe. | % AbGe. | %
Konnenrpanus reMoryioonHa 634 42,0 | 607 40,3 | 267 17,7
OTtcyTcTBUE (PU3UOIIOTHUSCKOTO CHIDKESHUS JIHa- 956 63,4 | 288 19,1 | 264 175
CTOJIMYECKOTO0 apTepuasibHoro nasienus (JAJl)
[TpubaBka Macchl Telna 642 426 | 483 32,0 | 383 25,4
Hanmuue ronoBHbeIX 0oeit 1016 | 67,4 | 245 16,2 | 247 16,4
Hapymienne cHa 691 458 | 580 38,5 | 237 15,7
CyOBEeKTHBHO:
KauectBo cHa 769 51,0 | 489 32,4 | 250 16,6
YBenuueHne BpeMEeHH OJKHJIaHUS CHA 533 35,3 | 680 451 | 295 19,6
JIHeBHAsI COHJIUBOCTD 143 9,5 1009 | 66,9 | 356 23,6
PazapaxxurenbHOCTh 866 57,4 | 410 27,2 | 232 15,4

OCHOBHBIM U3 ITYHKTOB aHKETHI SBWJIOCH M3YYCHUE KOHIICHTPAI[UU T€MOTJIO-
OuHa B KpOBU. Y OOJIBIIMHCTBA KEHIIUH TeMOTJIOONH HaxoAwics B npeaenax 110-
120 r/n, yTo sABiISETCS HOpPMOM it OepeMeHHBIX (42,8%) B CpellHeM COCTaBIIss
116,5£1,1 v/n. Y 16,8% >keHIIMH reMOrJIO0ONH CHUXKajcs B cpeanem o 107,5+1,8
/1, y 22,6% *EeHIIWH reMOTrJI00UH cocTaBuia B cpeanemM 123,6+1,9, y 17,7% remo-
IJIOOWH OBLT MOBBIIICH B CpeiHeM cocTaBisis 138,442,1 r/m.

VY 38,3% OepeMeHHBIX JKCHIIMH CpeHUE MOoKa3aTeau auacTtoiandeckoro AJl
cocraBmsitor 62,3+1,1 mm.pr.ct, v 42,6% — 77,8€1,3 mm.pt.cT, a y 19,0% —
91,5+1,5 mm.pT.cT. OTCYyTCTBHE (DU3MOIOTMUECKOTO CHUYKEHUS AUACTOIMYECKOTO
apTepUaILHOTO JABJICHUS 10 CPABHEHHIO C MTOKA3aTEISIMU €TI0 10 OEPEeMEHHOCTH B
MEPBOM TPUMECTpPEe OEPEMEHHOCTH yKa3bIBaeT Ha MOBBLIIICHHYIO BEPOSITHOCTh Pa3-
Butus [ Mb.

B Hammux uccienoBanus upe3MepHasi mpuOaBKa MacChl Tella PerUCTPUpPOBa-
nack y 292 xeHiuH, 4yTo coctaBmio 3,8+0,8 kr. ¥V 879 sxeHmmH cpenHss npuodas-
Ka Maccel Tena coctaBwia 2,5+0,6 kr. B ocranbHbIX ciydasx — 337 XKEHIIUH —
1,6+0,3 xr. Hapymienune cHa ormevanu 719 xenmus, urto cocraBuio 47,7%. [lpu
aHann3e CyObEKTUBHBIX JIAHHBIX CHA YCTAHOBJICHO HapyIeHue y 947 6epeMeHHbIX
YKEHIIMH, YTO B MPOLIEHTHOM COOTHOIIEHUH COCTaBUIO 62,8%. JIHEBHYIO COHJIU-
BOCTh oT™Mevanu 1096 xenmumn — 72,7%. Cpeauuiil 0amn HapyIIeHHs] CHa COCTaBHUII
— 0,6840,02 6amnoB. PazgpaxkurenbHocTh oTMeuanu 642 (42,6%) GepemeHHbIE
KCHIIMHBI, U3 HUX peaKyro — 355 (23,5%), yactyro — 287 (19,0%) sxeHuIuH.
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B pe3ynbrare mpoBENEHHOTO AHKETUPOBAHUS Mbl YCTAHOBWIM CJIEIYIOLINE
pe3yNbTaThl, TaK HU3Kas BeposATHOCTH pa3Butusa [ b cocraBuna — 4,44+0,02 6ann,
cpennsis BepossTHOCTh pa3Butus ['Ub — 6,8+0,03 Gann, Beicokas — 10,2+0,1 Gam.
Cpennue 0aibl HU3KOW BEPOSITHOCTH cocTaBmwin 82,3%, cpenneit — 8,6% u BbIco-
ko — 9,1%. Takum oOpa3om, B Tpynmy pucka Bouuik 267 >KEHITUH HaOpaBIIue
CBbIIIIEe 6 0aJUIOB MO IIKalie BeposATHOCTH pa3zButus ['Ub, 4To B mponieHTHOM COOT-
HOIIIEHUH cocTaBuio — 17,7%.

YcTaHOBIEHBI BRICOKHE TOKazaTeau aTpuOytuBHOro pucka (0,91) u koaddu-
[[MEHTa OTHOCUTEIbHOTO pucka (11,58) npu Hammuuu npubGaBKU Macchl TeIa OKOJIO
3 xr B | tpumectpe. Tak e o4yeHb BbICOKMM pucKoM pasutus ['Mb sBisgercs
KoHIIeHTparus: remoriaoouna cBeime 120-130 /1 (0,90 u 9,32 COOTBETCTBEHHO).
Bricokne noka3arenu aTpuOyTUBHOIO U OTHOCUTENBHOTO PUCKA YCTAHOBIIEHBI ObI-
JU U TIPU OTCYTCTBUU (PU3MOIOTMYECKOTO CHUKEHHS AUACTOJIUYECKOIO apTepu-
anbHOTrO nasienus (0,89 u 8,65 coorBeTcTBEeHHO). BBICOKHE MOKa3aTenn oTMeya-
JUCh U MPU HapYyLIIEHUH CHA KaK OOBEKTHBHO, TAK U CYyObEKTUBHO. Takum oOpa-
30M, Ha OCHOBAHUHU MOJYYEHHBIX pe3yJbTaTOB HaMH ObLila J0Ka3aHa 1iesiecoo0pas-
HOCTh IPUMEHEHUS IIKAJIbI, OLICHKH BeposiTHOCTH pa3Butus [ Ib y GepeMeHHBIX B
[ tpumecTtpe.

B nponecce nuHammuueckoro HabOmoneHUs cpenau 267 SKSHIIUH U3 TPYIIIbI
pucka y 119 obu1a auarnoctuposana I'Mb, yto coctaBmiio u3 oOuiel BHIOOpKH Oe-
peMeHHBIX — 7,9%, a U3 KEHIIUH BXOAIINX B Tpynimy pucka — 44,6%.

VY 6epemennbix ¢ ['Mb orMeuanack BbICOKasi 4aCTOTa Pa3IUYHBIX aKyIIEPCKUX
Y MEPUHATAIBHBIX, @ TaKXE€ MOCTHATAIBHBIX OCIOXHEHUU: y 26,1% — cunapom
orpanudenus pocra mwiona (31), y 11,8% — npexaeBpemennsie poast (14), y 2,5%
— MpeXAeBpPEeMEHHAs! OTCIOWKA IUIANEHTHI (3), TUIIOKCHS TIJI0/Ia ¥ HOBOPOXKICHHO-
ro — 13,4% (16), runotpodus mmoaa — 18,5% (22), ®IIH — 28,6% (34). B kon-
TPOJILHOM TPYMIIE U TPYIIE CPABHEHUS OCIOKHEHUS HE HAOIIOAAINCh.

B nocnenyromem nuHamuyeckoMm HabmoaeHuu B I Tpumectpe y 16,8% 6e-
PEMEHHBIX U3 OCHOBHOM IpyIIibl pa3Buiack nosropHad ['b. B rpynne cpaBHeHuUs
TaKU€ OCJIOKHEHUSI HE OTMEYAINUCh. [[pyU runepTeH3uBHBIX HApYLIECHUSX, BbI3BAH-
HBIX T€CTallMOHHBIM MPOLIECCOM, OEpEMEHHOCTh 3aBepllanach CBOCBPEMEHHBIMU
ponamu y 84,9% o0cnenoBaHHBIX, MpexAeBpeMeHHbIMH pofamu y 15,1% (18).
['unepTeH3uBHBIE PACCTPOICTBA XapaKTEPU3YIOTCS BBICOKHM TporieHToM (38,7%)
ONEpPaTUBHOIO POJIOpA3pEIICHUs. B KOHTPOJIIBHON TpyNIe ONepaTUBHBIX POJIOPA3-
pELIEHUN HE OTMEYAJIOCh.

Taxum obpazom, Hanmmuue ['MIb B 0OCHOBHO# rpyIine JOBOJLHO YacTO BENET K
HeOaronpusaTHbBIM ucxoaam (45,4%) kak asia mMaTepu, Tak u Juis wioja. B rpynmne
CpaBHEHMSI, TJIe KCHIIMHBI HaOpaM BhICOKHE Oayiel 1o Imkajie BoigBiacHUs ['UB,
TaK K€ PEruCTPUPOBAIMCH HEOJArONPHUATHBIE UCXOJbl, HO B MEHEE HU3KOM IpOo-
nenre (26,4%,).

B uerBepron riase puccepranuu «Ilokazarenu ayrTOUMMYHHBIX aHTHTEJ,
anruorenes3a, JITA ¥ UMTOKMHOB NMPH reCTALMOHHON THMIEpPTEeH3Uel y Oepe-
MEHHBIX» TPOAHAIM3UPOBAHBI MMATOTEHETUYECKHUE 3HAYEHUS] OMOXUMHYECKUX U
MMMYHOJIOTHYECKUX MOKa3aTeNield B Pa3BUTHHU TUIIEPTEH3UU WHIYIIMPOBAHHOMN Oe-
PEMEHHOCTBIO.

OnpeneneHre TUAarHOCTUYECKOW LIEHHOCTH COJEPX AaHUS ayTOAHTHUTEN U UX
CBSI3b CO CTEMNEHBIO TshKeCTH pasBuTusa ['MIb B quHamuke rectannu mokasao, 4To
y OepeMEeHHbIX TPYNIbl CPABHEHUS B IMHAMUKE rectanuu nokazarenu AAT — k zic
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JHK, Trm-0,01, TrM -0,15, KiM-05-300, KiS-07-120 1 HMMP ne otnuyanuce ot
KOHTpoJiA (puc. 1).

cOAHK
acOHK goﬂ
150
10
HMMP Trm-0,01 HMMP Trm-0,01
Kis-07-120 Trm-0,15 Kis-07-120 Trm-0,15
Kim-05-300 Kim-05-300
== KOHTpONb
=== KOHTpOnb === [pynna cpaBHEHUA === "pynna cpaBHeHUs
=== OCHOBHasg rpynna === OCHOBHas rpynna

Puc. 1. CpaBHuTe/IbHBIC TOKA3ATEIHN COACPKAHUA AYyTOAHTHUTE]I B CHIBOPOTKE
kpoBu 0OepemeHHbIX B I n II TpumecTpax

VY 6epemMeHHbIX OCHOBHOM rpynibl B [ TpuMecTpe OEpeMEHHOCTH COAepKaHUE
AAT x nc JHK yBeamumnoce Ha 20,1% (p<0,05), Trm-0,01 cam3unocs Ha 18,1%
BO Il TpuMmecTpe n3ydyaemble OKA3aTENU MO CPABHEHUIO C KOHTPOJIEM CHUYKAJIUCH
cooTBeTcTBeHHO Ha 16,4 (p>0,05) u 21,0% (p<0,05).

ITo nmokazarensam conepxkanust AAT B ChIBOPOTKE KpOBU O€peMEHHBIX OOHa-
py’)XeHO AocTtoBepHoe cHikeHne ux npotuB antureHoB JIHK (acIHK), memOpan
tpoMOo1uToB (Trm-0,01 u Trm-0,15) Bo Il TpumecTpe GepeMeHHOCTH O OTHOIIIE-
Huto K [ tpumectpy (coorBerctBeHHo p<0,001, p<0,05 u p<0,05), a nmokazarenu
coaepxkanust AAT k anturenam nouku (Kim-0,5-300 u Kis-0,7-120) u MuTOXOH-
npuii iedeHu (HMMP) He3HauuTeNnbHO MOBBIIAIOTCA M JIOCTOBEPHO HE OTJIMYa-
I0TCSl MKy TpuMecTpamu 6epemennoctu (p>0,05).

Ha nmanpneimiem stame mMbl MPOBENM CPAaBHUTEIBHBIM aHAIU3 IOKa3aTeen
AAT cpeau >xeHIIMH U3 Tpynsl pucka (n=267) Bo Il TpumecTpe recranuu B 3aBU-
cumoctu oT ypoBHS AAT k nc/IHK. Kpurepusamu HU3KOTrO ypoBHS CITy>KWIJIHM MOKa-
3arenu < 69,5 HM/MJI1, CpETHUM YPOBHEM CIYXKWJIU ToKazatenu 69,5 — 88,4 um/mu,
a BBICOKUM YpOBHEM — > 88,4 HM//. 3a HOPMATUBHbIE 3HAUYECHUS OBLIU MPUHSATHI
CpeaHHUE MOKa3aTeNu KOHTPOJbHOM rpynmbl. ['pynmy ¢ Hu3zkum ypoBHem AAT k
ncJIHK coctaBunm 64 sxenmunsl (23,9%), co cpennum ypoBaem — 181 Gepemen-
Has (67,8%), a'y 22 O6epemenHbIX (8,2%) — Boicokuii ypoBeHb AAT x ac/IHK. 13
sToro uncia xxeHumH (n=181) co cpeagnum ypoBuem AAT k ac/IHK I'b pa3Bui-
csy 61 (33,7%) oOcnenoBaHHbBIX, B OCTABHBIX CIydasXx O€peMEeHHOCTh B TOCIIE-
IYIOIIEM 3aKOHYMJIach OJIaromoiiydyHo, 0e3 ocnoxHeHui. Y 22 (8,2%) Oepemen-
HBIX 0OHapy>keH Bbicokil ypoBeHb AAT k antureny ac/IHK, u3 kotopsix Tonbko
y 5 (22,7%) pazsuiics ['UUB. ¥V 64 6epemennbix ¢ HuzkuM ypoBHeMm ATT k nc/IHK
I'"b pazBunacek y 82,8% (53 6epeMeHHBIX).

AHanu3 nokazaTtenel SHAOTeINaTIbHON NUC)YHKUINN U aHTHOreHe3a y Oepe-
MEHHBIX C TUMNEPTEH3UEH, WHIYLIMPOBAHHON OEpPEMEHHOCTHhIO YCTAaHOBWJI, YTO B
IpylIe CpaBHEHHsI YPOBEHb UCCIIEYEMbIX ITOKA3aTENE B CBIBOPOTKE KPOBU KaK B
I-oMm, Tak 1 BO Il TpuMecTpe HE3HAYMTEIBHO U3MEHSIICS 10 CPABHEHUIO C JAHHBIMU
B KOHTpoJe (Tadu. 2).
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Tabimua 2
Conepkanue MapKepoB YHA0TEINATbLHON TUCHYHKIIUT
B CHIBOPOTKE KPOBH Y 0epeMeHHbIX (M+m)

I'pymma NO, mxmons/a | eNOS, mxmonb | INOS, MKMOJIB ONO7,
/MUH " 1 /MUH" 1 MKMOJIb /71
KonTposnbnas, n=20

I Tpumectp 18,97+0,55 15,6+0,24 0,08+0,004 0,070,005

II Tpumectp 19,8+0,46 20,5+0,29" 0,11+0,004 0,09+0,006
I'pynna cpaBHenus, n=148

I rpumectp 17,8+0,25 15,2+0,14 0,08+0,001 0,07+0,001

II Tpumectp 20,8+0,28" 19,8+0,14* 0,10+0,001 0,12+0,002"a
OcHoBnas rpynna, n=119

I pumectp 13,5+0,27*a 12,7+0,17*a 0,12+0,003* 0,10=0,003*

II Tpumectp 28,3+0,97*"a 11,2+0,14*"a | 0,29+0,015%*~ | 0,25+0,013*"a

IIpumeyanue: * — JOCTOBEPHOCTh JAAHHBIX MO OTHOILIEHUIO K KOHTPOJIbHOW rpymre (* —
P<0,05-0,001); ™ — nmoctoBepHOCTh aaHHBIX MexAy | u Il Tpumectpom OepemenHoctd (° —
P<0,05-0,01); a — p<0,05 no cpaBHEHUIO C TPYMIIONA CPABHEHHUS.

B nanHO# rpymie oTMEUYEHO OTHOCUTENIBHO HEBBICOKUU ypoBeHb (P>0,05)
iINOS u otHOCUTENnHEHO HU3KOE coaepkanue NO, aktuBHOCTH eNOS COOTBETCTBY-
IOIIIETO CPOKA IO CPABHEHHUIO C TPYNIIOM KOHTPOJIL. B OCHOBHOH Tpyniie ypOBEHb
UCCIIEyEMbIX IOKa3aTesel oKazalcsi JocToBepHO oTinuumbiM (P<0,05), yem B
IpYIIE CPaBHEHUS U O CpaBHEHMIO ¢ KOHTposeM B I u II TpumecTpax. Bmecre ¢
TeM y OepeMEHHBIX OCHOBHOW TpYIIbI OTMEYEH 0oJiee BBICOKHI ypoBeHb NO-
aktuBHOCTU BO II Tpumectpe. Tak mokazarenn NO mnosbimanuce B 1,4 paza mno
CPaBHEHMIO C KOHTPOJBHOM Ipynmnoi u B 1,3 pa3a no OTHOIIEHUIO K TPYIIIE CPaB-
HeHus1, Toraa kak ypoenb iNOS — B 1,5 u 2,6 paza coorBeTcTBeHHO, @ ONO,, — B
2,7 pa3a u B 2 paza COOTBETCTBEHHO. J[aHHbIE MOKa3aTelu MOBHIIIAIUCH Ha (POHE
HU3K0M akTuBHOCTH eNOS, ero yposesb B 1,8 pa3 Obul HUXKE B OTHOILLIEHUU KOH-
TPOJILHOM rpynmsl U B 1,7 pa3 o OTHOIIEHUIO K TPYIIE CPABHEHUS.

Takum o06pa3zoM, yMeHbllieHUEe KOoHIleHTpaiuu NO B CBIBOPOTKE KPOBU Oe-
PEMEHHBIX OCHOBHOHM Tpynnbl B 1 Tpumectpe, mo-BUAUMOMY, ObLIO CBS3aHO CO
camxenueM aktuBHocTH depmerTa eNOS (p<0,05). Yeenuuenue coaepxkanus NO
B CHIBOPOTKE KPOBH Yy MAllMEHTOK OCHOBHOW rpymsl Bo Il TpumecTpe Obuio 00y-
cioBiieHO 3HauuTeNnbHbIM yruerenueM eNOS (p<0,001) u koMmeHcaTOpHBIM IO-
BBIIIICHHEM aKTHUBHOCTH maTtosiorudeckor m3odopmer NOS-iNOS (P<0,05). B
IpYIIE CPABHEHUS AAHHBIE MOKA3ATEIN HE3HAYUTEIBbHO OTINYAIUCH OT IOKa3are-
JIel KOHTPOJIBHOU Tpynnbl. Pe3ynbraTel UCCaeq0BaHus NTOKA3aId, YTO y NAlHEH-
TOK TPYIIIbl CpaBHEHUsI akTUBHOCTHh iINOS Oblila BHICOKOM, HO OCTaBajlach B Ipe-
Jiejax JTOBEPUTENIbHBIX IPAHUL KOHTPOJIS, a Y KEHIIWH OCHOBHOM TPYNIIbI CTaTH-
CTUYECKH 3HAYMMO IPEBbIIIATA KOHTPOJbHbIE 3HaueHUs Kak B | u II tpumectpe
o6epemennoctu (p<0,05-0,01). Ypoenb ONO", y OepeMeHHbIX TPYHIbl CPABHEHUS
BCE ellle HAaXOIMJICA B IIPeAeiax KOHTPOJIA, & B OCHOBHOM IPYIIIE MPEBBIIIAI €TI0
(P<0,05-0,01).

VY KEHIIMH OCHOBHOW I'pyNIbl B CBIBOPOTKE KPOBU ypoBeHb JT-1 mpeBsi-
maj KOHTposbHble 3HadeHus Ha 50% u 95,3% B I u Il Tpumectpax, a B rpynmne
cpaBHeHus Ha 6,8% u 4,7% cooTBeTcTBEeHHO (Tabm. 3). B Hammx ucciaenoBaHusIX y
OepeMeHHBIX OCHOBHOM Tpynn ypoBeHb @DPII cHukaeTcs COOTBETCTBEHHO Ha
23,0% u 32,4% 1o cpaBHEHHIO C KOHTPOJIbHBIMU JaHHbIMU B I 1 Il TpumecTpax.
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Tabumnuna 3
Conep:xkaHue MapKepoOB SHIAO0TEINAIBHON JUCPYHKIIUU M AHTHOTeHe3a
CHIBOPOTKH KpPOBH y OepemMeHHbIX (M£m)

1 TpumecTp 2 TPUMECTP

Tpymbl 5T-1 VEGF ®PII oT-1 VEGF ®PII

Kontpoms- 58402 | 125323 | 2384423 | 8,5+0,04° | 148,6+1,0° | 361,1+2,2°
Has rpynna

I'pynma 6,240,2 | 123,542,0 | 2254423 | 8,9+02° | 151,542,5* | 334,943.8°

CPaBHEHHUS
OcHoBHas 8,7+0,2 183,5+3,1 | 16,6+0,6a | 175,8+1,8a | 244,1+4.9a

107,6+1,4"
rpymnmna

IIpumeyanue: * — MOCTOBEPHOCTh JAHHBIX 10 OTHOIICHUIO K KOHTPOJBHOU rpymme (* —
P<0,05-0,001); a — moctoBepHOoCTh AaHHBIX Mexay | u I Tpumectpom OepemenHoctu (* —
P<0,05-0,01); ™ — p<0,05 110 CpaBHEHHIO C TPYIIIONH CPAaBHEHHUS.

B rpymme cpaBHeHMs MOKa3aTeln CHUKaIUCh Ha 5,4% u 7,3% cOOTBETCTBEH-
HO 10 TpuMecTpaMm. YposeHb coaepxkanus VEGF B cbIBOpOTKE KpOBH y OepeMeH-
HBIX 3aBHCHUT OT CPOKOB I'€CTalllH, TaK HAOJI01aeTCs €ro MOBBIIIEHUE BO BCEX UC-
CJIEAYEMBIX TPYyIIIAX.

OnHaKo B OCHOBHOU IPyNIE €ro COAEPKaHUE JOCTOBEPHO OTIMYAIOCH OT MO-
KazaTese KOHTPOJbHOM rpyribl u rpynnsl cpaBHeHus (P<0,01) kak B I, Tak u BO
IT Tpumectpax. YpoBeHs ero B I Tpumectpe cHuxancsa Ha 14,2% 0T KOHTPOJIBHBIX
3Ha4yeHuM, BO Il tpumecTpe on moseimancsa Ha 18,3%. Torma kak B rpynme cpas-
HEHHUSI ATU TOKa3aTelld HaXOJWIMCh B MpeJieslax KOHTPOJIbHBIX 3HaueHUM. [10BBI-
menue ypoBHs gakropa CODP Bo I TpumecTpe, no-BUIUMOMY, HE KOMIIEHCUPYET
00€CMeYEeHHOCTh TUIALIEHThl KUCIOPOJAOM M IUIACTHUYECKHMM MaTepHalioM, O YeM
CBUETENBCTBYIOT JIaHHBIEC, XapaKTEPU3YIOIIUE AUCMETA00INYECKIE MPOLIECCHl B
TOM cucteme. s MOATBEPKIEHUS HAPYIIEHWH B SHAOTEIMANIBHOUW (DYHKIIUU
HaMH ObUIA MpOaHAIU3UPOBaHbl nmokazarenu [[OK y 6epeMeHHBIX C pa3HBIMU CPO-
KaMU recraiuu. Tak HaMu yCTAHOBJIEHO, YTO Y KEHIIWH OCHOBHOW rpymisl B |
TPUMECTPE OTMEYAIOCh HE3HAYNTEIBHOE YBEIMYEHNE JaHHOTO Nokasarens Ha 0,3
en. (3,6+0,14 en. mporus 3,9+0,15 en. coorBercTBEHHO). B rpynme cpaBHeHUs y
#eHIrH nokazatenu [[OK Haxoawnncs Ha BepxHel rpanuie HOpMmbl, a B 20,3%
HE3HAUMUTEIBHO €€ MpeBblanu. Bo3pacranue B kpoBoTOKE KosmuecTBa [[OK sB-
JIeTCsl BBICOKO-crienuduiyeckum mapkepom auchyHkimu sHpotenus (13). Oco-
OEHHO XOYETCs] OTMETUTh, YTO B IPYIINE CpaBHEHUA 3TH nokaszarenu B 20,3% ciy-
yagx NPEBBIIAIOT HOpMATUBHBIE 3HaueHusA. CrenoBaTenbHo, y keHmuH ¢ Wb
nocse 20 Helenp TecTalu, Hapsay C yBeaudeHUueM ypoBHsA A/l, u3MeHsercs ak-
TUBHOCTh (DYHKIIMOHAJIBHBIX CHUCTEM, OTBETCTBEHHBIX KaK 3a IMpOIeCChl 0OMEHa
NO, Ttak u anruoreHesa. Pe3ynbpTarhl aHanu3a mokazayiv, 4yTo moBbiieHue J[AJ]
cBs3aHo ¢ m3MeHeHueM napamerpoB NO, eNOS, iNOS u ONO,, a takxke ¢ OT-1.
VY 6epemennsix ¢ 'Y Bo Il Tpumectpe B 1-if rpymnmne koppensiiimonHas cBsizb JAJ]
¢ nokazatenmsimu NO-cuctembl 1 OT-1 Obuia cmaboit (r<0,3), Bo 2-it rpymme —
cpeanet (r=0,6), a B 3-i1 rpynmne — cunbHol (1=0,8). BMecTe ¢ TeM He BBISBICHO
YETKOM KOPPENSMOHHOM 3aBUCHMOCTHM MEXAY I[IOKa3aTesIMU aHTHOTreHe3a
(CODP u ®PIN) u yporHem JIAJl. Cnabast 1 ymepeHHas CBsi3b mokazareneit NO-
cuctembl U OT-1 ¢ ypoBHem JIAJl, Obuta 00ycliOBIIEHa BHICOKUMH KOJIEOAaHUSIMU
ATHX MMOKa3aTelel B TPyIHax.

[IpoBeneHHbIE MCCIEIOBAaHUS IMOKa3aiHd, 4To HapymeHue NO-cuctemsl co-
IPOBOXKIAECTCS YCUIIEHUEM IIPOIIECCa aHTHOreHe3a B opranu3Me >xeHuuH ¢ ['Ub.
OTH mpolecchl B3aUMOCBSI3aHbl MEKIY co00il. OTCYTCTBHE pa3inyuuil B MOKa3aTe-
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1sx NO-cuctemsl M aHruoresesa 10 20 Henenp recrauu 1o CpaBHEHHIO C KOH-
TPOJIEM M NOSIBJIICHHE BBIPAKECHHBIX HApPYLIEHUW 3TUX cuctem BO II Tpumecrtpe
NPOUCXOJUT CHUHXPOHHO C yBenuueHueM ypoBHs AJl. [locToBepHas 3akOHOMeEp-
HOCTh CBSI3M YBEJIMYEHHMS 3TUX IOKa3aTenel ¢ nmoBblieHneM ypoBHs [IA /] yka3bl-
BaeT Ha WX MAaTOTEHETUYECKYIO 3aBUCUMOCTH B Iporieccax (HOPMHUPOBAHUS Y KEH-
e [ 1B, a Takke pa3BUTHE Y HUX ITPEHATAIBHBIX OCIIOKHEHUM.

B namux uccnenoBanusax Mel gokaszanu, uro ['Mb umeer HemocpeaCcTBEHHYIO
posb B nucbanance JITA, tak B 1-#, 2-i1 u B 3-ii rpynnax HaOIr0ajI0Ch JOCTOBEP-
HOE MOBBIIICHUE TOTO MOKA3aTeNsl O CPABHEHUIO C KOHTPOJIbHBIMHA 3HAYEHUSIMU
(17,1+0,647, 19,3+0,572, 21,640,798 mnpotuB 12,9+0,503 COOTBETCTBEHHO;
P<0,05-0,001). OcobGeHHO pe3Koe MOBBIIICHHWE PErMCTPUPOBAIOCH B 3-i rpyIme
(21,6£0,798 npotus 12,940,503 coorBercTBeHHO0; P<<0,001). B rpynme cpaBHeHUs
ATOT TMOKa3zaTedb WMeN TeHAeHIUI0 K noBbimeHuto (14,310,480 mnpoTtus
12,9+0,503), x0Ts1 ¥ HE JOCTOBEPHYIO. Y OEpPEMEHHBIX C MPEAPACIIOIOKEHHOCTHIO
k 'Ub BbIsiBNIEHA MIpsiMas CUIIbHASI CBA3b aAT€3UBHOM CITIOCOOHOCTH JTUM(POIUTOB K
KPOBSIHBIM TUTACTHHKAM U cojepkanrem 1[OK B mupkymupyromeit kposu (1=0,9).

Takum oOpa3oM, MOJIyYeHHBIE PE3YJIbTaThl MOKA3bIBAIOT, YTO OJIHUM M3 BO3-
MOJKHBIX ME€XaHU3MOB pa3Butus [ b nmexar ayronMMyHHBIE POLIECCHI B 3HA0TE-
JUU cocynioB maTtepu. Y OepeMeHHbIX ¢ puckoMm paszsutusi ['Ib Bo3pactaet cro-
COOHOCTh JTUMQOIMTOB aJAre3upoBaTh TPOMOOIUTHI. BhisiBiIeHA mpsiMas 3aBUCH-
MOCTbH BBICOKOTO YpoBHA A/l oT crenenn yBenuueHus JITA, 4To yka3bIBaeT Ha
UX BaXXHOCTH B narorenese ['Mb.

VY GepeMeHHBIX KEHUIMH oTMedaercsl noseiieHne ypoHeil IL-IB u TNFa B
JWHAMHKE recTaluu. boiee BbIpaKEHHOE MX IMOBBIIIEHUE PETUCTPUPYETCS B OC-
HOBHOM I'PYIIIE XEHIIUH Y KOTOPBIX B nocieayrwuem passuiacsk [ Ub. Y xxeHmmn
IPYIIbl CPABHEHUS JTaHHBIC TTOKA3aTeN JOCTOBEPHO MOBBIIIAIKNCH MO CPABHEHUIO
C TOKa3zaTelIsIMHU KOHTPOJbHOM rpymnmsl (6,61+0,26 mpotus 7,8+0,21; P<0,05 u
3,8+0,16 npotus 4,9+0,18; P<0,05) u ObuIM JOCTOBEPHO CHMKEHBI IO OTHOIIICHHUIO
K JaHHBbIM OCHOBHOM rpynmbl (7,8+0,21 nmpotus 14,2+0,36; P<0,01 u 4,9+0,18
npotus 12,4+0,36; P<0,01) Bo BTopoM TpumecTpe recrauuu. B pesynbrare aHamu-
32 HUTOKMHOBOTO CTaTyca HaMH YCTAHOBJIEHO, YTO Y OepeMenHbix ¢ ['Ub otmeua-
Jach 10cToBepHas TeHaeHuus K nosbieHuto IL-I68 u TNFa o cpaBHeHUIO ¢ KOH-
TPOJBLHOM TPYMION, TaKk MX cojiepkaHue y OepeMmenHbix | rpymmel B 1,4 pa3
(P<0,01) BbIIE YeM B KOHTpOJIBHOM rpymie, Bo 2-if — B 1,8 pa3 (P<0,001), B 3-ii —
B 1,9 pa3 (P<0,001). [Tuk BbIcOKMX TOKazareyiei HaOmomancs y OepeMeHHBIX 3
rpynmsl conepkanue IL-IB u TNFa 6sut0 B 2,5 1 4,1 pa3 cOOTBETCTBEHHO BHIIIIE
3Ha4YeHUN KOHTpOJbHOU rpymnmsl (16,8+0,48 u 15,6+0,68 nir/ma npoTtus 6,6+0,25 u
3,8+0,16 nr/mn coorBeTcTBeHHO; P<0,05). Bo 2 rpynme 3tu nanubie 0butn B 2,2 1
3.4 pa3a BbllIe 3HaUYeHUN KOHTposbHOU rpymisl (11,2+0,46 u 9,1+0,38 nr/mia npo-
tuB 6,6+0,25 u 3,8+0,16 nr/mn cootBercTBeHHO; P<0,05). B 1 rpynne 3ameTHO
0oJiee HU3KOE COOTHOIIICHUE PA3HHIIBI MEXKIY MOKa3aTeIsiMU KOHTPOJLHOW TPYTI-
nel, Tak IL-168 (11,2+0,46 npotus 6,6+0,25 nr/mi; P<0,05) Obu1 nosbiiieH B 1,7
pa3, a TNFa (9,1+0,38 npotus 3,8+0,16 nir/mit; P<0,05) B 2,4 pasa.

Ha nanpHeiimem sTane paboThl HAMHU OBLT TIPOBENCH KOPPEISIIMOHHBINA aHa-
U3 MEXKIy nokazarensMu AJl U ypoBHEM IUTOKMHOB B KPOBH y OEPEMEHHBIX C
I'Mb. B pe3ynbraTe yCTaHOBJIEHA CHIIbHAS MPsIMasi KOPPEJSILUOHHAS B3aUMOCBS3b
Al u WI-18 (r=0,856), ®HOa (r=0,741) B 3 rpynmne 6epeMmeHHbIX. CpeaHss Kop-
pensiiuonHas B3auMocBsi3b AJl BwisiBieHa Bo 2 rpymre OepemeHHbix ¢ MJI-18
(r=0,527) u ®HOu« (=0,489). B 1 rpymme 6epeMEeHHBIX KOPPEISIIMOHHBINA aHAIIN3
nokazain ciabyro 3aBucumocth AJl ¢ mokazaremsmu WJI-18 (=0,357) u ®HO«
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(r=0,321). Tlpu ananuze pa3BUTHUS OCIONKHEHWH HaMHU OBLIO OTMEYEHO, YTO B 1
rpynne TUNEPTEH3UBHBIE OCIOKHEHHs pa3Bwinch y 154% (6 xeHIuH), BO 2
rpynne —y 17,0% Oepemennsbix, a B 3 rpynne — y 39,4% 6epemennbix. To ecTh y
xeHuwH ¢ ['b pa3BuTHe runepTeH3MBHBIX OCIIOKHEHUN 3aBUCENO OT YpOBHS AJ|
U cozepKaHMusa YpPOBHsI IIUTOKMHOB. Pe3koe yBenuuenue ypoBHs IL-IB8 u TNFa y
o6epemennbix ¢ ['MIb MoOryT Ciy>KUTh OJTHUM W3 NMPOTHOCTUYECKUX KPUTEPUEB pa3-
BUTHS OCIIOKHECHUMU.

Takum oOpa3oM, MOJIy4eHHbIE PE3yJIbTaThl MOKA3bIBAIOT, YTO OJIHUM M3 BO3-
MOXKHBIX MeXaHWU3MOB B pa3suTuu ['Ib nexar ayrouMMyHHBIE TPOIECCHI B SHIO-
TEJUH COCYJIOB MaTepu. Y GepeMeHHbIX ¢ puckoM pa3zsutus [ 1B, ocobenno mocie
20-22 u Gosibllie HEJEIb TeCTallUK, BO3PACTAET CIIOCOOHOCTH JIMM(OIIUTOB aATe31-
pOBaTh TPOMOOLIUTHI, YBEIUUMBAETCA KOHUEHTpAIUs MPOBOBOCHAIUTENBHBIX LIH-
TOKUHOB U cojepxkanue NO. Ha ocHOBaHMU MOTYYEHHBIX JTaHHBIX OblLIa pa3zpado-
TaHa cXxema MmaroreHeTu4eckoro mexanusma paszputus ['Ub (puc. 2).

B naroii rnaBe quccepranuu «IIporno3upoBanue pasBuTHS I'MIIePTEH3NH,
HHIYIUPOBAHHOI 0epeMEeHHOCTBHIO Yy KEeHIIIUH I'PyNINbl pUCKAa U pa3padoTka
Croco0a MPOrHO3UPOBAHMSI» TIPUBEACHBI PE3yJIbTaThl MPOTHO3UPOBAHUS PA3BH-
TUSl TUNEPTEH3UH, UHIYIIUPOBAHHON OEPEMEHHOCTHIO U UX OCJIOKHEHUU y KEH-
nH rpynnsl pucka. 1lo coxepxanuto nokaszareneit NO-CUCTEMBI B aHTHOTEHE3A
O6epemenHble B | TpumecTpe ObUIM pa3feneHbl Ha TPU MOATpyNHmbl: 1 moarpymnmna
(n=19, 7,1%) — GepeMeHHbIC ¢ HU3KUM 3HAYCHHEM B CBIBOpOTKe KpoBu NO<I10 (ot
7,5 no 10) mxmomns/1, eNOS<12 (ot 8 mo 12) mxmons/mMun/i1, VEGF<100 (ot 80 no
100) or/mn u PIGF<175 (ot 125 no 175) nr/mi; 2 noarpynma (n=142, 53,2%) —
OepeMeHHbIE C YMEPEHHbIM 3HaUeHUuEM B ChIBOpoTKe KpoBu NO>10 (ot 10 mo 15)
MkMoJib/1, eNOS>12 (¢ 12 no 15) mxmons/mun/n, VEGF>100 (ot 100 mo 120)
nr/ma u PIGF>175 (ot 175 no 210) nr/mi; 3 moarpynma (n=106, 39,7%) — 6epe-
MEHHBIE C BBICOKMM B ChIBOpOTKE KpoBH NO>20 (ot 15 go 20) Mkmoib/m,
eNOS>15 (¢ 15 mo 20) mxmons/mun/n, VEGF>120 (ot 120 mo 140) nr/miu u
PIGF>210 (ot 210 no 250) nr/mu.
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B nunamuke HaOmoeHuss y O€peMEHHBIX MEPBOM I'PYIIbI BO BCEX CIydasx
nocie 20 Henenu recrauuu passuwiack I'Ub, Bo 2 rpynne y 73 GepeMeHHBIX, 4TO
coctaBwio 51,4%. Cambliii Hu3kMil npoueHt passutus ['Mb peructpupoaics B 3
rpynne, Tak u3 106 6epeMeHHbIX OHA HaOMoAaIach y 27, 4to coctaBuiio 25,5%.

VY 62 OepeMeHHbIX xeHIIMH ¢ b pa3BuiauCh T€ WM MHBIE OCIOXHEHHS
JAHHOW MAaToJOruH, 4To cocTtaBuio 52,1%. Camas BbICOKas 4acToTa pa3BUTHUSA
OCIIO’)KHEHUH BbIsiBIIeHa B | Tpymme OepeMeHHbIX, camble HU3KUE B 3 rpymme. Y
OEpEeMEHHBIX C BBHICOKMMH IMOKA3aTEISIMU HUTPOOKCHUA3HOM CUCTEMBI U aHTHOTE-
HE3a 4acToTa Pa3BUTHUS OCJIOKHEHUH B 5,4 pa3a HMKE MO CPABHEHUIO C HU3KUMU
3HAQYEHUSMU U B 2,8 pa3 — M0 CPABHEHUIO C YMEPEHHBIMU 3HAYEHUAMHU. XO0YETCS
OTMETHTb, 4TO B Tpynme 6epemeHHbIx ¢ ' b u HU3KUMM 3HaYEHUSAMHU HUTPOOKCH-
JTA3HOM CHCTEMBI M aHTHOTEHE3a BO BCEX CiydyasX Pa3BUBAIOTCS T€ WU WHbBIC
OCJIO’)KHEHHUS JAHHOW MaTOJIOTHH.

[Ipu nanpHe#IeM TUHAMUYECKOM HAOJIOJICHUM HAMHU YCTAaHOBJIEHO, UYTO W3
119 naumentok ¢ I'Ub y 23,5% (n=28) pa3Bunace [19 nerkoii u u3 Hux y 6,7%
(n=8) Tspkenoit crenenn. OJHOBPEMEHHO YCTAHOBJIEHO, YTO Y OEPEMEHHBIX MOCIIe
20 venenpb rectauuu ¢ ['Ub ¢ HU3KUM ypoBHEM aKTUBHOCTHIO NO-CUCTEMBI U aH-
ruorenesa (1 rpymnma, n=19) ypoBeHb AMACTOJIMYECKOTO apTEPUATBHOTO JABICHUS
(IA M) xonmebancs ot 90 mo 109 mm pt.cT. u JAJ <110 MM pt.cT. y 6 m 13 Gepe-
MEHHBIX. COOTBETCTBEHHO C YMEPEHHBIM YPOBHEM AaKTUBHOCTH NO-CUCTEMBI H
anruorenesa (2 rpymma, N=73) — 1Al <90 u AAJ] =90-109 MM pT.cT. y 14 11 59; ¢
BBICOKUM ypOBHEM akTuUBHOCTH NO-cucTeMbl U aHTHOreHe3a (3 rpyrmma, n=27) —
JAI <90 u JAJL =90-109 y 23 u 4 maumeHTOK COOTBETCTBEHHO. Cle0BATEIBHO,
oT ypoBHs B ceiBopoTKe KpoBU NO, eNOS, VEGF, PIGF no 20 nenenp recranuu
3aBucHT nporHo3 pazputusa ['Ub, crenens noseimienns JIAJl u yactora TsSKEIbIX
OCJIO)KHEHUM, Takux Kak [10.

Jlns o6ocHOBaHMS B3aUMOCBSI3M Toka3arened NO-CHCcTeMbl 1 aHTHOTeHE3a U
UX MMaTOr€HETUYECKOW 3HaUYMMOCTH B matorenese I Vb, Mbl mpoBenun aHanus mpo-
rHoctudeckux nokazarenei: U, CII, T, 11113, OII3, OLI, OP no 20 Henens re-
craund. OcHOBHbIe mporHoctuyeckrue Mapkepsl NO-cuctembl — NO u eNOS
koHIly 14 Henmenmu rectaumu cocraBwid no Y, CII u AT coorBercTtBenno 71,4-
75,6%, 77,7-90,6%, 74,9-83,3%, ITII13 — 72,0-89,0%, OII3 — 77,0-82,0%, OIII —
0,75-1,39 u OP — 0,86-1,23 enunwui. [lpu aHanmm3e MpPOrHOCTUYECKUX MapKEPOB
anruorene3a — VEGF u PIGF x xonny I Tpumectpa recraumm ycrtanoBieHo, 4yto U
cocTtaBuIO cOOTBeTCTBEHHO 84,9% u 27,7%; CII — 73,0% u 37,2%; AT — 78,3% u
47.2%; I3 — 71,6% u 37,5%; OII3 — 85,7% u 52,0%; OI — 0,42 u 0,55eaunuir;
OP - 0,70 u 0,67 egunui; coorBercTBeHHO. Hanbonee nHbopMaTUBHBIM MOKa3aTe-
neM nporHo3a siBisiercst mapkep IP-eNOS. Yceranosneno, uro OLI u OP 3toro
nmokasaressi okasaiauck Boie mapkepa NO Ha 20,8% (p<0,05) u VEGF na 20,8%
(p<0,05), OI cooTtBercTBeHHO Ha 85,3% 1 33,9% (p<0001), OP coOTBETCTBEHHO
Ha 43,0% u 75,7% (p<0,001). BeisiBlIeHHBIE CYIIECTBEHHBIE PA3IUYUS MEKIY U3Y-
yaeMbIMU Mapkepamu D® u aHruoreHesa B JMHaAMHUKE T€CTAIlUU HApSIy C IPYTH-
MU TPOTHOCTHYECKUMHU JTUATHOCTHYECKUMHU TECTaMH TMO3BOJIIOT ¢ OOJBIION 10-
JIel BEpOSATHOCTH ITporHo3upoBath ['Mb, 4To BakHO 11 pOBEAEHUS KOPPEKUUHU U
npodunaktuku /3, obecrieyeHus: 61aronoiydyHoro T€YeHUs U ucxoja OepeMeH-
HOCTH.

Takum oOpazoM, HAMH PEKOMEHAYETCS BKIIOUNUTh B MOHUTOPUHT 00CIe10Ba-
Hus 6epemenHbIX | Tpumectpa (12-14nen) rectanuu mapkepo 1D (NO u eNOS),
aaruoreHe3a (VEGF) B kauectBe ckpuHuHT-TecTa nporuo3a pazsutus [' b y Ge-
peMeHHbIX nocse 20 Henenb rectaiuu. bepemennsix ¢ Hu3kuM NO<10 (ot 7,5 no
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10) mxmounb/in, eNOS<12 (ot 8 no 12) mxmouns/Mun/1, VEGF<100 (ot 80 mo 100)
nr/ma 1 ymepeHHsiM NO>10 (ot 10 mo 15) mxmomns/n, eNOS>12 (¢ 12 mo 15)
mkmodis/Mun/11, VEGF>100 (ot 100 no 120) nr/min u PIGF>175 (ot 175 no 210)
IT/MJT; COZIEp KaHUEM B CHIBOPOTKE KPOBHU TMoKa3areneit cucreMbl NO 1 aHTHOTeHe-
3a 10 14 Henmenb recranuu, CaeayeT OTHECTH B TPYIITY MOBBIIMIEHHOTO pucka (hop-
mupoBanus [ Mb.
Ha ocHoBaHMM H37I0KEHHOTO BbIIIE OBLIM pa3paboTaHbl JIUArHOCTUYECKHE
Kputepuu pazButus ocinoxuenut ' Ub (tabm. 4).
Taduanuna 4
Kpurepuu nporuosa u iuppepeHunaibHON TUATHOCTUKHA
Pa3sBUTHSA reCTAMOHHON I'MIIEPTEH3MHU U ee 0CT0KHEHUM

Kpurepuu passurus I'Mb Kpurepuu passurus ocnoxuenuii ' 1b

Buicoxuii puck pazeumus I'UB Bo Bropom TpumecTpe

NO<10 (ot 7,5 no 10) mxmoub/11, eNOS<12 (ot 8 no | Comepkanue NO B mpenemax 31,6 mo
12) mxmons/mun/n, VEGF<100 (ot 80 mo 100) | 55,3 mxmonw/a, aktuBHOCTH eNOS —
nr/ma PIGF<200 (ot 125 no 200) nir/mu; 10,8 mo 5,5 mxmonb/Mue/n1 B INOS —

Cpeonuii puck pazsumusi [ UB 0,37-1,1 MKMOJIb/MHH/JI, KOHIICHTPAIHS
NO>10 (ot 10 mo 15) mrmouns/i1, eNOS>12 (¢ 12 mo | ONO»=0,3-0,71 mxmons/n, DT-1-28,8-
15) mxmons/mun/a, VEGF>100 (ot 100 mo 120) | 29,7 nr/mn, VEGF-228,7-271,3 nr/mi,
nr/ma u PIGF>175 (ot 175 no 210) nr/mi; OPI1-228,3-186,3 nr/a cieayer cuuTarhb

Huskuu puck pazeumus I'Ub KPUTUYECKUM B OTHOIICHUU BEPOSITHO-
NO>20 (ot 15 no 20) mxmons/n, eNOS>15 (¢ 15 go | CTH pa3BUTUS OCIOKHEHMH M Hebiaro-
20) mxmons/Mun/n1, VEGF>120 (or 120 no 140) | npusraoro ucxoxa I'Mb.

rr/mi u PIGF>210 (ot 210 mo 250) nr/mu.

Ha ocHOBaHMM TMOJY4YEHHBIX pE3yJbTAaTOB MPEIJIOKEH pacyeT HHAECKCa
YCTOMUYMBOCTHU 3HJOTENNS COCYAOB U AMOpHUOHaIbHOro anruoreHeza (MYI2CDA) ¢
NOMOIIbIO JTMCKPUMHUHAHTHBIX (QyHKUuH. Pacuer mnpoBogutcs mo Qopmye:
NYDCOA (P)=2Z:(ZX-ZW).

B mecroii rimaBe pmccepranuu «JHAOTEJIHONPOTEKTUBHBIM 3QdeKrT I-
APrUHUHA Yy KeHIIMH C TUIepTeH3ueill, NHAYHHMPOBAHHON OepeMeHHOCTBIO»
IPEICTaBICHbl PE3ylbTaThl M3YyYEHUS M OLEHKU SHAOTEIHONPOTEKTUBHOTO 3(-
(exra L-apruHvHa y KEHIIWH TPYNIbl PUCKA Pa3BUTHUS TUIIEPTEH3UU, UHAYLIUPO-
BaHHOW OepeMeHHOCThI0. B 3aBucuMoctu mpumeHeHuss L-aprunuHa  Kaxaas
rpynmna B CBOI oyepeab Oblla pa3fesieHa Ha JBE MOArPYNIbl: A — >KEHILUHBI C
Ha3HaueHueM L-aprununa, b — xeHmuHb 0€3 Ha3HauYeHus L-apruHuxa.

[Tocne koppekuun L-aprunnHom (moarpyrma A) Bce yKa3aHHbIE U3MEHEHHbBIC
napaMeTpbl JOCTUIIIM HOPMAJIbHBIX 3HAUYEHUH C HE3HAYUTENIbHBIMU OTIUYUSIMH. Y
KEHIIMH MoArpynmnbl B HaOmoaanu o0paTHyo CUTyaluio, TapaMeTpbl HE TOJIBKO HE
JOCTUTJIA HOPMBI, HO U HECKOJIBKO YXYAIIMJIMCH JTaXe MO OTHOLIEHUIO K UCXOAHBIM
JaHHBIM. AHANU3 pe3yJIbTaTOB YKa3bIBaeT, 4To L-aprunun neicTBUTeNbHO 00J1a1a-
€T JOCTOBEPHBIM SHAOTEIUONPOTEKTUBHBIM 3(PPEKTOM 1O OTHOIICHUIO K MALUEHT-
kam 1 rpymmsl (Tabm. 5).

OTH Ke UCCIeI0BaHUsl TPOBEJEHBI M0 OTHOLIEHUIO K OEPEMEHHBIM 2 TPYMIIbI
uccinenoBanus (Tabdn. 6). Bo mepBhIX MOMyYeHHBIE PE3yNIbTaThl MOKA3bIBAIOT y Oe-
PEMEHHBIX KEHIIMH 2 TPYIIbl UCXOJHbIE MOKAa3aTel aKTUBHOCTH SHAOTEIUANb-
Hoit pyukimu (NO, eNOS, iINOS, ONO,) Obl1u IoABEpIKEHBI 00JIee TITyOOKUM OT-
pULATENIbHBIM U3MEHEHHUSAM, 4eM B | rpymme; BO BTOPBIX, XOTS MOCIE KOPPEKLUH
BCE TOKa3aTeJd aKTUBHOCTH JHJOTENHANBbHON (YHKUUU MNPUOIU3WINCH K HOP-
MaJIbHbIM 3HAYEHUSIM, HO OCTABAIMCHh Ha HWKHUX FPAHMIIAX HOPMBI; B TPETHUX, B
KOHIIE Meproia HaOMoAeHus y OepeMEHHBIX, KOTOPbIM HE Ha3HA4all H3y4yaeMbIi
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npemnapart (noarpynna b) aHanu3upoBaHHBIE TapaMeTpsl MOABEPIIINCH €llie Oosee
INIyOOKMM HM3MEHEHHMSIM — OTJIMYasich OT HOpMbl 1,5-1,7 pa3a; B 4eTBepTHIX,
Haubosee TIIyO0OKUM OTPHULIATEIbHBIM U3MEHEHUSAM noaBeprinuch nokazarenu NO;
B IIATBHIX, SHAOTEIHONPOTEKTUBHBIN 3¢ ¢eKkT npemapara L-apruHuH Bo 2 rpymme
ObLIO HE TAKUM 3aMETHBIM, 4eM B | rpymme.

Tabnuua S

IHoka3zaTe/y aKTUBHOCTH JHAOTEJIUAILHON GyHKIMH Yy OepeMeHHBbIX
1 rpynnsi ¢ I'B 10 u nocje koppekunu, M+m

['pymma NO, eNQOS, INOS, ONOy,
MKMOJIB/JT MKMOJIE/MHH 1 | MKMOJIb/MUHJI MKMOJIB/JT
Konrposnbnas rpynna, n=20 19,8+0,28 20,5+0,28 0,11+0,004 0,09+0,006
Hcxonnsiii ypoBeHb n=39 13,6+0,2 12,21+0,14 0,12+0,003 0,11+0,004
[Tocne koppekumu
[Monrpymma A, n=22 18,12+0,29" 19,54+0,37 0,110,002 0,09+0,004
[onrpymnmna b, n=17 17,2+0,30*° 18,2+0,17*° 0,12+0,005*° | 0,10+0,005*°

IMpumeuanne: * — P<0,05 no cpaBHEHHIO ¢ KOHTposeM; ~ — P<0,05 1o cpaBHEHMIO C HcC-
XOAHBIM ypoBHeM; ° — P<0,05 1o cpaBHEHHIO C MOArPYNION A.

Tadanua 6
Ioka3aTes i aAKTUBHOCTH HAOTEJIMAJIBbHOU PYHKIUM Y OepeMeHHbIX
2 rpynnsi ¢ 'Mb 10 u nocjie koppexkuun, M+m

['pymnma NO, eNOS, iNOS, ONO>,
MKMOJIB/JI MKMOJIB/MHHJI | MKMOJIb/MUAH" MKMOJIB/J1
b
KonTtpomnpHas rpymia, 19,8+0,28 20,5+0,28 0,11+0,004 0,09+0,006
n=20

Wcxonnslii ypoBenb, n=47 | 33,7+0,18* 11,3+0,21* 0,26+0,005* 0,23+0,006*
Ilociie koppexkuuu
[Tonrpynmna A, n=26 21,7+0,85" 18,07+0,57° 0,13+0,006 0,11+0,006 "
[lonrpynna b, n=21 24,06+1,3*° 15,5+0,6*° 0,1940,006*° | 0,15+£0,011*"
Ipumeuanne: * — P<0,05 no cpaBHeHuro ¢ KoHTponem; - — P<0,05 1o cpaBHEHHIO ¢ HUC-
XOIHBIM ypoBHeM; ° — P<0,05 1o cpaBHEHMIO C OArPYNIION A.

DTO0 yKa3bIBA€T Ha TO, YTO KOPPEKILHMIO YKAa3aHHBIM MPENapaToOM HYKHO MPOBE-
CTH MHAUBUIAYAIIBHO, ¢ yueToM crenenn [ Ub.

TakuMm o0pa3zoM, y OepeMeHHBIX 3 TpymIbl 0OHApYKEHbI Hanbosiee rTyOOKHue
OTpHULIATEIILHBIE U3MEHEHUSI MOKa3aTeie aKTUBHOCTH SHIOTEIUATLHON (YyHKIIUU.
Jlaxke 1mocne MpoBENEHHOW KOPPEKIMHM MapaMeTpbl HE BO3BPAILAIMCH 10 HOPMBIL.
Kpowme Toro, y skenmun noarpynmsl b B mepuo Habo1eHUsT ONMChIBaeMasi aKTHB-
HOCTh MPOJOJKaJIa CHUXKAThCA. JTO YKa3bIBaeT, UTO Ha3HaueHue L-apruHuHa o0si-
3aresieH s 6epeMenHbix ¢ ['Mb 3 rpymibl, XOTsS ¥ B 3TOW TPYIINE YHIOTEINOTPO-
TEKTUBHBIN 3(PPEKT JOCTOBEpHO HIKE, 4eM y OepeMenHHbix ¢ b 1 u 2 rpymm
(tabm. 7).

[Toy4yeHHBIE pe3ynbTaThl MOKA3BIBAIOT, YTO y 00CIEIOBAHHBIX OEPEMEHHBIX C
I'b 1 rpynnsl o6HapyxeHa skcnpeccust aktuBHocTH DT-1 u LIDK. Tlocne xop-
PEKIIMHU Yy ATOM KaTErOprHU >KEHIIUH MOJIy4eHbI HECKOJIBKO OTJIMYAIOIIUEeCs MoKa3a-
Tenu B pa3HbIX noarpynnax (A u b), ecnu nocie koppekuuu (moarpynna A) mna-
pametrpsl OT-1 mpakTU4ecKH BOCCTAHOBWIKMCH 10 YPOBHSI KOHTPOJIbHOM TPYMIIbI
(8,6+£0,21 mr/mn mpotuB 8,5+0,24 nir/mi), To B moArpynmne b, rae xoppekmus He
OblIa MpoBEAcHA TMOKa3aTeNW HE JOCTUTANM Tokasarened xoHTpons (3,09+0,14
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npotuB 4,07+0,26; p<0,05). AHajmoruyHbie JaHHBIE MOJIYYEHBI U O MOKa3aTeIsIM
[OK.
Tabauua 7
IHoka3zaTe/y aKTUBHOCTH IHAOTEJIUAILHON GyHKIMH Yy OepeMeHHBbIX
3 rpynnsi ¢ I'Mb 10 u nocjie koppekuuu, M+m

['pymnmna NO, eNOS, iNOS, ONO>,
MKMOJIB/TI MKMOJIB/MHUH® | MKMOJIb/MUH" MKMOJIB/J
I hi
KonrtponwHas rpymma, 19,84+0,28 20,5+0,28 0,11+0,004 0,09+0,006
n=20
Wcxoaubiii ypoBeHb, n=33 38,1+0,21* 9,69+0,16* 0,53+0,005* 0,45+0,005%*

[Tocne koppekimmn

[Moarpynma A, n=18 26,8+0,39*" 15,254+0,27*" 0,21+0,006* 0,19+0,003*"

[oarpynna b, n=15 32,654+0,35*%% | 12,7240,23*% | 0,40+0,012*" | 0,36+0,008*"°

Ipumeuanne: * — P<0,05 no cpaBHeHUIO ¢ KOHTposeM; - — P<0,05 mo cpaBHEHMIO ¢ HcC-
XOJIHBIM ypoBHeM; ° — P<0,05 mo cpaBHEHUIO ¢ NOArpynmnou A.

VY OepeMeHHBIX JKEHILMH, KOTOPHIM MPOBE/ICHa KOPPEKIUS yKa3aHHBIM Tpe-
napaToM IOKa3aTelld CHU3WIKNCH 0 HOPMAJbHBIX 3HAYEHUH, CTATUCTUYECKH HE
OTJINYAsICh OT JIaHHBIX KOHTpoJIs (pa3Huua 5,4%, p>0,05).

VY narueHToK nmoArpynmsl b 3TOT mokazaTenb B KOHIIE TIEpHO/ia HAOIIOICHUS
OBLJIO TOCTOBEPHO OOJIbIIIE HE TOIBKO MapaMeTpoB HOpMHI B 1,3 pa3 (p<0,001), Ho
U CTAaTUCTUYECKH 3HAUYUMO OTIMYAJICA OT UCXojHOro mokazarens (p<0,05). TeH-
JEHUUsT U3MEHEHUI konnuecTBeHHOro coaepxkanust OT-1 u LIOK B cbiBOpoTKe
KpoBU OepeMeHHbIX keHIIUH ¢ ['Mb 2 rpynnsl Obuta aHAJIOTMYHOM, C TOW JIMIIb
pa3HUlIEH, YTO UHTEHCUBHOCTh U3MEHEHUN Obuta BhImIe. Y OepemeHHbix ¢ ' 2
rpynmsl ObUIM aHanoru4Hble n3MeHeHust akTuBHOCTH DT-1 u 1IOK, kak u 1 rpyn-
e, ¢ TOW pa3HMIIeH, YyTo MmokazaTenau noArpynmnsl b (0e3 Koppekiun npeaioKeH-
HBIM MpenapaToM) ObUIN elie 00Jiee BHICOKUMH, HE TOJBKO MO OTHOIICHUIO K KOH-
TPOJIIO, UCXOJHBIM JAaHHBIM M TIOKA3aTesIM MOATPYNIbl A, HO U MO OTHOIICHUIO
MOJIYYEHHBIX pPE3yJIbTaTOB | rpymnmsbl.

Y cTaHOBJIEHO, YTO MOTYYEHHBIE PE3YAbTAThI 3 TPYIIEI OB UHBIMH, YeM B 1
u 2 rpynnax. McxonHbple MOKa3aTedu B ATOW Tpymie ObUTM CaMbIMU BBICOKHMHU
Cpeau BCeX TPyIIl, COOTBETCTBEHHO OTIAMYasich OT KoHTpous B 4,4 (p<0,05) u 2,8
(p<0,001) paza. [Tocne koppekuuu B MOATrpynmne A noxkazaTeau CHU3WINCh HE3HA-
YUTEJIbHO, HE JJOXO/ISI 10 HOpMaIbHbIX 3HAYEHUM, OTIIMUMS cocTaBuiau 7,5 u 1,6 e.
COOTBETCTBEHHO. B moarpynne b nmokazaTenu pe3ko MOAHSIUCH B KOHIIE IEpUOJa
HAOII0/ICHUsI, OTJIMYAsICh OT JIAHHBIX KOHTPOJIT Ha 16 u 2,8 ed. COOTBETCTBEHHO
(p<0,001). CpaBHeHHe MapaMeTpPOB Pa3HBIX T'PYII MOKA3bIBAET, YTO SHICIHOIPO-
TEeKTUBHBIN 3P ekt L-apruHrHa 3aMeTHO OTJIMYAeTCs M0 OTHOLIEHUIO APYT K ApY-
ry. Ecnu B 1 u 2 rpynne koppekius Aaet HopMaiusytoui 3¢ dexTt, To B 3 rpymre
takoro 3¢ dekxra Ml He Habmomamu. Kpome TOro, Hy’KHO OTMETHUTh, YTO MOKa3aTe-
mu aktuBHOCTH JT-1 1 IIDK yxyamarorcs mo Mepe yBeIMYeHUs] TOPSIAKOBOTO HO-
Mepa rpyIIbl U cpoka 6epeMenHoctr y 6epemennbix ¢ ['Ub.

Yro kacaercs ypoBus AJl, To B 1 rpynmne y 15,4% 6epemenusix (n=6) ¢ 'Ub
JA/Jl ob1o B mpenenax 90 MM pT.CcT. U B MOCHEAYIONIEM Y HUX pa3Buiach [10.
Cpenu nmanmentok 1 rpynmsl ¢ [19 6p11a 1 6epeMennas u3 noarpynmst A (4,5%) u
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5 w3 moarpymnnsl b (29,4%). Takoil ke aHanU3 NpPOBOAWIMA IO APYTUM IpyINIaM U
MOJIYYMJIA CJIEAYIolIre pe3ysbTarhl. Bo 2 rpymme u3 noAarpynmnsl A ObU10 4 KEeH-
mvH (3,8%) ¢ 119, u3 noarpynnsl b 8§ mauuentok (33,3%); B 3 rpynme u3 noju-
rpynnbl A 6bu10 7 sxeHiuH (11,1%), u3 noarpynmnst b 12 xenmmn (73,3%). Bo 2
rpynne u3 2 KeHIIMH, Yy KoTopbix Al uMeno TeHASCHUHIO K CHIDKEHUIO <90 MM
pr.cT. y 1 I'b ocnoxuunace [13. CrnenoBarenbHo, Ha3HaueHWe L-apruHuHa na-
[UEHTKaM | Tpymnmbl MO3BOJIWIO NPEIOTBPATUTH YCYryOJieHHE THUIEPTEH3UH, Xa-
pakrepubie 11t ['Mb: B noarpynne A Ha 95,5% (p<0,001), Bo 2 u 3 rpynnax B
ATUX K€ MOATpyNmnax — COOTBETCTBEHHO Ha 96,2% u 88,9% (p<0,001). OnHoBpe-
MEHHO HaOJI0J]aJIOCh YMEHbBIIIEHUE YacTOThl PA3BUTHS TUIIEPTEH3UBHBIX OCIIOXKHE-
Hull (rpesknamicusi) y oepemennsix ¢ ['b B moarpynmax A 1, 2 u 3 rpynn no
CpaBHEHMIO ¢ noArpymnmnoi b coorsercTBenHo Ha 24,9% (p<0,01), 29,5% (p<0,01)
u 62,2% (p<0,001). B pe3ynbrare 00001IEHNS NOTYYEHHBIX JaHHBIX HAaMU OBLIO
YCTaHOBJIEHO, YTO NMpUMEHEHHE L-apruHuHa y G€peMEHHBIX COKpAIlaeT MPOLEHT
ocnoxuennit ' b B 3,0 pas.

Taxum 00pazom, OJJHOM M3 BO3MOXKHBIX MPUYHMH MPEJOTBPAIICHUS Pa3BUTHUS
TUIIEPTEH3UBHBIX OCIOXHEHU y OepemenHbix ¢ ['Ub sBnsercs naznauenue L-
aprUHUH, KOTOPbII 3P PEKTUBHO BO3ACUCTBYET HA MEXAHU3MBI, peanusyomue J13.
DHJOTENNONPOTEKTUBHBIN 3(Q¢eKT mpemnapaTa MNPOSBISIETCS HOpPMalU3aluen
HapylieHHoro 6ananca B NO-cucreme, yMEHbIIEHUEM YacTOThl Pa3BUTUS TUIEP-
TEH3UBHBIX OCJIOXHEHUH. Ha OCHOBaHMM MOJYYEHHBIX JAaHHBIX pa3padOTaH aro-
PUTM IIPOTHO3UPOBAHUS, U BeACHUSI OEpEMEHHBIX B rpynne pucka pa3sutusa ['1b
(puc. 3).

IxoHoMuveckas 3PppeKTUBHOCTh. AHaMN3 d)PEKTUBHOCTU 3aTpaT HA Jie-
YyeHue OEpEMEHHBIX JKEHILIWH MOKa3all, YTO CTOMMOCTh JAHHOIO JICYEHUS C Kella-
TEJBbHBIM KIMHUYECKUM UCX0A0M cocTaBuT 91820,99 cym, Torna xak npu Tpajau-
rmoHHo Tepanuu — 39200,0 cym. IIpenoskenHbii MeTon MpopUIaKTUYECKUX Me-
POTIPUSATHI 1O Pa3BUTHIO OCIIOXKHEHUHN cpein OEpEeMEHHbIX JKEHIUH C MeCTalllOH-
HOW TUIIEPTEH3UEH SBIISIETCS O0Jee JOPOTOCTOAIIMM, HO MO0 KIIMHUYECKOW Xapak-
TEPUCTUKE OIPABIBIBACT JOIOJHHUTEIBHBIE 3aTPaThl, T.K. JIEYEHUE OCJIOKHEHUN
[PENOTBPAIIAET MATEPUHCKYIO U IIEPUHATAIBHY0 CMEPTHOCTb.

SAK/IIOYEHUE

Ha ocHOBe mnpoBeAeHHBIX HCCIEIOBAaHUN MO JOKTOPCKOW AMCCEepTallid Ha
temy «IIporHo3 u mpoduiiakTHKa MPEeHaTaTIbHBIX OCIOXHEHHH y OEpPEeMEHHBIX C
recTallMOHHON TUINEPTEeH3UEN» MPECTaBICHBI CIEAYIOIINE BHIBOIBI:

1. B pesynprare NMpUMEHEHHS AHKETHPOBAHMS, PAHHETO ITOKIMHHYECKOTO
BBISIBJICHUS MTPU3HAKOB T€CTAIMOHHON TMNIEPTEH3UH y OEPEMEHHBIX yCTaHOBJIEHO,
yto y 17,7% OGepeMeHHBIX KEHIIUH UMeeTcsl BeposiTHOCTh pa3Butus ['Mb (rpynmna
pucka), u3 Hux y 44,6% pazsunace [ 1Ib.

2. B cpiBOpoTKE KpoBU OepeMEHHBIX OOHApYKEHO JOCTOBEPHOE CHIKEHHE
ypoBHsi AAT mpotuB ac/IHK na 30,5%, Trm-0,01 — na 9,5% u Trm-0,15 — na
6,9% Bo Il TpumecTpe OepemeHHOCTH TI0 OTHOMIEHUIO K | Tpumectpy. [lokazarenu
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conepxkanust AAT x Kim-0,5-300, Kis-0,7-120 ¥ HMMP He3HauuTEIBHO MOBBI-
IAI0TCSI ¥ JIOCTOBEPHO HE OTIMYAIOTCS MEXIY TPUMECTpaMu O€peMEHHOCTH. ITO
YKa3bIBAaCT, UYTO ayTOMMMYHHBIE ITPOIIECCHI KAaCalOTCS BCEX U3YUCHHBIX aHTHICHOB,
HO MHTCHCHUBHOCTh M3MEHEHUI y aHTUTCHOB OTJIMYAIOTCS MEKIY COOOM.

bepemennsie 10 14 Hemenb recTamum.
AHkKeTupoBaHue
3-5 Gamn Hu3Kas BBISIBIICHUE TPYIIIBI PUCKA 9 u 6ojee OAIOB BEI-
BEPOATHOCTH COKasi BEpPOSITHOCTh
passutusa I'b v passutus I'b

6-8 Oam cpeHsis BEpPOATHOCTD
pazsutus ' 1b

A 4 \ 4

[IpoKOHCYABTUPOBATH O MOBBIIEHHOM pHUCKe pa3BuTusl I' b TpeBoXHBIX CUMIOTO-
Max ['Ub npexgocTaBuTh KOHTAKTHYIO HHPOPMALIUIO U OOPAIeHUs! B SKCTPEHHBIX
CUTyalsX, BBIIATh MAMATKY, BKJIEHTB JIUCT C TPEBOKHBIMU CUMIITOMAaMH B KapTy.

Hanpasuts 6epeMeHHY0 coaTh KpOBb Ha
SHIIOTENHANBHYIO (QYHKLHUIO

Kontpons AJl Ha KaXXJIOM aHTEHATAJIbLHOM l
Busute. [lpum mOOOM OTKJIOHEHHH OT
HOPMBI: 3a(UKCHPOBAHHOM TOBBIIICHUH

Pexomenoayuu kapouonoeos no gedenuro bepemenHbix ¢

eunepmen3suell
A/l mpoBecTH JONOIHUTENBEHOE 00CIIe10Ba-
e  MckimounTs BpeaHbIE IPUBBIYKI
HHE B YCIIOBUSIX CTallMOHapa 1-ro aHs.
e HopmansHoe cbanaHcupoBaHHas Jera 6e3

OTpaHUYEHUsI TOTPEOISHUS TOBAPEHHON COM U XKUAKOCTH
e VwMepeHHas  a’pobHas  (¢u3MUecKas  Harpyska,
JocTaTo4HbIN §-10 yacoBoil HOUHOW COH

e Camwxenne MT B mnepuog OepeMEHHOCTH HE
PEKOMEHJIOBAaHO B CBSA3M C PHCKOM pOXXICHHSA JIeTel C
HHU3KHUM BECOM.

L-aprunun 2-4r B
CYTKH

Passutue I'N1b

Puc. 3. AIropuT™M NPpOrHO3MpPOBAHUA U BeJleHUs OepeMeHHBbIX
B rpynne pucka passutusa I'Hb

3. BrigBieHa npsmas 3aBUCUMOCTb BbICOKOTO YpoBHs JJA /] oT cTenenu yBe-
muuenus JITA, LIDK, nmutokunos IL-1B8 n”TNFa, uTo yka3zpiBaeT Ha MX BaXKHOCTH, B
narorenese ['Mb.

4. Tlpennoxen cnocod nporrosupoBanus ['Mb, BkiIrowaronmii nokasarenan
AUCPYHKIMH SHAOTENNS, SMOPUOHAIBHOTO AHTMOTEHE3a U ayTOUMMYHHOT'O OTBe-
Ta, 3aT€M MPOBEJACH pacyeT UHAEKCa YCTOMYMBOCTH SHIOTEIMS COCYAO0B U dIMOpU-
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oHanpHOTO aHruoreHeza (MYDCDA) ¢ moMoIpo AUCKPUMHUHAHTHBIX (YHKITUH.
Pacuet npoBoautcs no ¢popmyne: UVYICIA (P)=2Z:(ZX-ZW);

5. Copepxanne NO B npenenax 31,6 no 55,3 Mxmoib/i1, akTuBHOCT eNOS
10,8 mo 5,5 mxmoss/mun/n 1 iNOS 0,37-1,1 Mxmons/Mun/1, koHIeHTpaus ONO7,
= 0,3-0,71 mxmoins/n, OT-1 28,8-29,7 ur/mn, VEGF 228,7-271,3 nr/mia u OPII
228,3-186,3 nr/n crneayeT cuuTaTh KPUTUUECKUM B OTHOIICHUH BEPOSITHOCTH pa3-
BUTHS OCJIO)KHEHUH U HeOnaronpusatHoro ucxoaa ['Mb.

6. MaxkcuMalIbHBIM SHIOTEIMONPOTEKTUBHBIN A(dekT L-apruHuHa u CHU-
xenue ypoBHs JIAJl y 6epeMennbix ¢ I'YIb BbIsIBIEHO B TpyIIiax ¢ HU3KUM U yMe-
perHo Hu3kuM ypoBHeM NO u aktuBHOCTBIO eNOS, skcmpeccueit iNOS, ONO;,
OT-1 u IIOK, B oTiinune OT Ipymbl )KEHIIUH ¢ BBICOKOU 3Kcnpeccreit NO B kpo-
BU. Ha3nauenne OepemenHbiM ¢ 'Mb L-apruHuHa BeAET COKpPAILEHUIO YaCTOTHI
pasButus 1D nerkoit u Tsxenou crenenu B 2,1 u 6,2 pa3, COPII B 3,7 pa3, ®IIH n
npeXAEeBPEMEHHBIX POJIOB B 3,0 1 7,5 pa3 COOTBETCTBEHHO.

/. Pa3paboTaHHBIA aIrOpUTM MPOTHO3UPOBAHUS M BEICHUS OEpPEMEHHBIX
IPYIIBI PUCKA IO PA3BUTHUIO T€CTAIMOHHON TUIIEPTEH3UU MTO3BOJIUT Bpady OOIIETo
npo(uiis BBIIBUTH U CBOCBPEMEHHO OIICHUTH Pa3BUTHUE COCYIUCTBHIX M3MEHEHHM
WHIYIIUPOBAHHBIX OEPEMEHHOCTHIO.
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INTRODUCTION (annotation of doctoral dissertation)

The urgency and relevance of the theme of dissertation. According to the
report of the World Health Organization (WHQO), hypertensive disorders in preg-
nant women should be considered the main among the most common major dis-
eases, which occur in 4-8% of pregnant women. “The importance of this major in-
ternational health problem is defined by severely impaired health and even death of
the mother (in some countries up to 40%), high level of infant and perinatal mor-
bidity and mortality, as well as a number of obstetric complications observed in
pregnant women with gestational hypertension. Along with this, the complications
observed during pregnancy, which takes the 2nd-3rd place in the maternal mortali-
ty, stress the importance of this issue. Perinatal morbidity in children born to
mothers who have had complications of gestational hypertension (pre-eclampsia)
ranges from 463.0 to 780.0 %, and deaths from 10.0 to 30.0 %.”"

In our country, during the years of independence, close attention was paid to
strengthening the healthcare system, especially, protection of maternity and child-
hood, and tremendous results were achieved. At the same time, the results achieved
in the prevention of prenatal complications in pregnant women with gestational
hypertension should be particularly emphasized.

In the world, close attention is also being paid to the development of effective
treatment methods and improvement of the prevention of prenatal complications in
pregnant women with gestational hypertension. Besides, there is a need to improve
the choice of optimal tactics of controlling the pregnancy and childbirth, preven-
tion of perinatal and obstetric risks, reduction of complications of the maternity
process and isolation of the group of women with disorders of vital functions of
fetus, moreover, pathogenic, clinical, prognostic methodical approaches defining
the quantitative determination of autoimmune antibodies, vascular endothelial
growth factor and placental growth factor (PGF) in women with gestational hyper-
tension. It is necessary to emphasize that “the study of the features of influence of
the corrector of endothelial dysfunction and angiogenesis - L-arginine in the course
of preventive therapy on the indicators characterizing the status of dysfunction of
endothelial angiogenesis, autoimmune processes, the incidence of complications in
pregnant women at risk of gestational hypertension and the development of the al-
gorithm of prediction and prevention activities for pregnant women at risk of de-
velopment of gestational hypertension requires modern solutions to this problem’.
The above underlines the relevance of the topic of the dissertation.

This dissertation research to a certain extent will serve to fulfil the tasks set
out in the Decree No. PD-1096 of the President of the Republic of Uzbekistan “On

! Dorogova I.V., Panina E.S. Comparison of the BPlab sphygmomanometer for ambulatory blood pressure monitoring wihr mercury sphygmo-
manometry in pregnant women: validation study according to the British Hypertension Society protocol// Vascular Health and Management-
2015.-p.245-249; Illax6azoBa H.A. Hcxoapl GepeMEHHOCTH NMPU THIEPTEH3HBHBIX PACCTPOMCTBAX, BBHI3BAHHBIX I'€CTAL[MOHHBIM MpOLECCOM//
AKymepcTBO U ruHeKonorus. - Mocksa, 2015. - Ne2. - C.20-26.
“3amanbena P.C., Manbuesa JI.H., Yepenanosa H.A. u 1p. KinHuueckoe 3HaUCHHE ONPEJIEICHIE YPOBHS PETyIATOPHBIX ayTOAHTHTEN JUTS OLCH-
K1 pucka pasButhe rectosa // Ilpakt.men.-2009.- Ne2.- C.68-71.; Cyxux I'.T., Banpko JI.B., IMMyHHBIC (hakTOpbI B 3THOJIOTHH U MAaTOTCHE3E
OCJIOXKHEHHH OepeMeHHOCTH// AKYymIepcTBO H THHEKonorus. - Mocksa, 2012. - Nel. - C.128-136.; 1llax6a3oBa H.A. Vcxons! 6epeMEHHOCTH IIpH
THIEPTEH3UBHBIX PACCTPOHCTBAX, BEI3BAHHBIX €CTAIIMOHHBIM IIporieccoM// AKYyIIepcTBO U THHEKONIOrus. - Mocksa, 2015. - Ne2. - C.20-26.
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additional measures for the protection of the health of mother and child, formation
of healthy generation” of April 13, 2009, the State program “Strengthening the re-
productive health of the population of Uzbekistan, protection of the health of
mothers, children and adolescents in 2014-2018” approved by the Decree No. PD-
2221 of the President of the Republic of Uzbekistan of August 1, 2014 and other
regulatory and legal documents relating to this activity.

Relevance of the research to the priority areas of science and technology
development of the republic. This study was performed in accordance with the
priority directions of science and technology development of the Republic of Uz-
bekistan VI. “Medicine and Pharmacology” and within the framework of the pro-
ject SSTP-10 “Development of new technologies for prevention, diagnosis, treat-
ment and rehabilitation of human diseases.”

Review of international researches on the topic of the dissertation .

Scientific researches dedicated to the study of aetiology, pathogenesis, basis
of immunology, clinical-diagnostic features and optimization of preventive
measures of HIP are being carried out in the leading scientific centres and higher
education institutions of the world, including University of Mississippi Medical
Center (USA), Harvard Medical School (USA), Ankara University (Turkey), Uni-
versity of British Columbia (Canada), Instituto Nacional de Perinatologia Isidro
Espinosa de los Reyes (Mexico), Weill Cornell Medical College (England), Kazan
Medical Institute (Russia) Tashkent medical academy (Uzbekistan).

The researches conducted in the world to study the prediction and prevention
of prenatal complications in pregnant women with gestational hypertension identi-
fied a number of results including the following: gestational hypertension is a pre-
dictor of the development of prenatal complications such as premature detachment
of the placenta, preeclampsia, coagulopathic bleeding (University of Mississippi
Medical Center (USA), Harvard Medical School (USA), Ankara University (Tur-
key), University of British Columbia (Canada)); immune disorders are preclinical
signs of development of severe complications in pregnant women, an inevitable
consequence of which is the continuous increase of the number of prenatal and an-
tenatal complications in pregnant women (Monash University (Australia), the Ka-
zan Medical Institute (Russia)); the decrease of indicators of angiogenesis in early
pregnancy is a critical factor in the pathogenesis of gestational hypertension
(Xinxiang Medical University (China), Weill Cornell Medical College (England));
it was found that taking L-arginine during pregnancy allows the reduction of de-
velopment of hypertensive disorders and their complications (Ankara University
(Turkey), University of British Columbia (Canada) Instituto Nacional de Perinato-
logia Isidro Espinosa de los Reyes (Mexico)).

In the world, researches are being carried out on the issue of gestational hy-
pertension in a number of priority areas, including: early preclinical signs of gesta-
tional hypertension in pregnant women; definition of the level of autoimmune-
antibodies to DNA, endothelial dysfunction, angiogenesis, lymphocyte-platelet ad-

t www. Pubmed; www. Hindawi; www. BMJ Open; www. LibDex - Library Index; www.The British Library
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hesion (LPA), cytokines in the pathogenesis of hypertension development induced
by pregnancy; identification of prognostic significance of factors of the risk of
complications during hypertensive disorders; establishment of the significance of
indicators and interrelation of the markers of dysfunction of lymphocyte-platelet
adhesion and autoimmune-antibodies to DNA as a marker for prognosis and dif-
ferential diagnosis in the risk group of gestational hypertension development; de-
velopment of algorithms for controlling the pregnant women with this disease and
preventing the development of prenatal complications.

The degree of study of the problem. Despite the steady decline in maternal
and perinatal mortality in Uzbekistan, the health of pregnant women continues to
be characterized by considerable somatic aggravations, increase of the frequency
of gestational complications and a high level of neonatal morbidity. Numerous re-
search works of foreign authors are devoted to the aspects of this disease. ldentifi-
cation of the importance of the level of autoimmune-antibodies to DNA, endotheli-
al function, PGF in their functional relationship as a marker for diagnosis and pre-
dicting in women with hypertension induced by pregnancy remains virtually unex-
plored, which determines the urgency of the problem and conducting targeted re-
searches in this direction.

Currently, prediction and pre-clinical diagnosis of HIP gain special signifi-
cance. In connection with this, the events aimed at preservation and physiological
course of pregnancy should be carried out before the onset of HIP®. It is necessary
to look for available tests that would allow conducting presymptomatic diagnostics
with the purpose of identifying and monitoring the pregnant women with a high
risk of HIP development and thus prevent possible complications of pregnancy and
childbirth®. As a result of years of research, several potential test markers were
identified, which can be used independently or in combination with each other as
predictors of hypertensive states. One of these methods can be the test systems of
endothelial dysfunction that did not find their place in the predicting HIP®.

Today, much attention is given to studying the role of autoimmune-
antibodies to DNA, endothelial dysfunction, angiogenesis, lymphocyte-platelet ad-
hesion, cytokines in the pathogenesis of hypertension development induced by
pregnancy. The researches being conducted on this direction are quite few and
highly controversial at gestational hypertension.

There are few works related to the study of endothelial dysfunction in preg-
nant women, so Najimitdinova D.K. and a group of authors (2009) studied the en-
dothelial dysfunction in rheumatoid valvular disease of the heart in pregnant wom-
en, Rakhmatullaev Kh.F. (2008) — in pregnancy proceeding in the backdrop of
lower genital tract infection. Urinbayeva N.A. (2006) and Rustamova U.Kh., Sul-
tanov S.N. (2009) studied endothelial cells and acid-base status of the blood in
healthy pregnant women. We did not encounter the works related to the study of

1CHZ[0pOBa WN.C., Hukuruna H.A. Tecto3 mm npesknamricust / Poc.sectH. akynr.-rus.- 2013. - Ned. — C.67-73; Mutter W.P., Karumanchi S.A. Mo-
lecular mechanisms of preclamsia // Microvasc Res. —2008. — N1. - Vol.75 — P.1-8.

*Mapkos X.M. MonekynspHble MEXaHH3MbI UC(YHKHH cocyaucToro suaoTenus / Kapamonorus. — 2005, - Nel2. — C.72.

*Bypnes B.A., 3aiinuera 3.C., Unbsacopa H.A. Perynsiuus aHrHoreHesa rectaiioHHoro nepuosa // IIpo6i. permpoa. — 2008. - Ne3. - C.18-22;
Boaxosa E.B., JIsictok E.1O., Jxoxamze JI.C., MakapoB O.B. OcobeHHOCTH M3MEHEHHII MPO-H aHTHAHTUOTCHHBIX (HaKTOPOB y OEpeMEHHBIX C
XPOHUYECKOH apTepHanbHOl runeprensueii // Poc.Bectr.akym. u run. — 2013. - Ne3. — C.9-13.
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the level of autoimmune-antibodies to DNA and lymphocyte-platelet adhesion in
pregnant women with gestational hypertension.

Connection of the theme of dissertation with the scientific-research
works of the higher educational institution, where the dissertation was con-
ducted. The dissertation work was performed in compliance with the plan of sci-
entific researches of Tashkent Medical Academy and within the framework of the
project ADSS-28.3 “Health care of pregnant women and fetus — search for effec-
tive methods of early diagnostics and prediction of pre- and post-natal complica-
tions”.

The aim of the research is determining the prognostic significance of the
levels of autoimmune antibodies and angiogenesis in prenatal complications in
pregnant women with gestational hypertension and improving their preventive
measures.

The tasks of the research:

developing a questionnaire of early preclinical signs of gestational hyperten-
sion in pregnant women for their subsequent inclusion in the risk group and con-
ducting preventive measures;

identifying the frequency of HIP development on the basis of the survey of
pregnant women and evaluating the outcomes of pregnancy in women with this pa-
thology;

determining the level of autoimmune antibodies to DNA, endothelial dys-
function, angiogenesis, lymphocyte-platelet adhesion, cytokines in the pathogene-
sis of hypertension development induced by pregnancy;

determining the prognostic significance of risk factors of complications in
hypertensive disorders, whereby developing prognostic criteria for the assessment
of adverse outcomes of pregnancy in women;

proving the importance of indicators and relationship of the markers of dys-
function of lymphocyte-platelet adhesion and autoimmune antibodies to DNA as
markers for prognosis and differential diagnosis in the risk group of gestational
hypertension development;

disclosing the features of the effect of the corrector of endothelial dysfunc-
tion and angiogenesis - L-arginine on the indices characterizing the state of endo-
thelial dysfunction, angiogenesis, autoimmune processes, the incidence of compli-
cations in pregnant women in the risk group of gestational hypertension develop-
ment;

developing the algorithm of controlling and predicting the development of
gestational hypertension in pregnant women in the risk group.

The object of the research were 1508 pregnant women who were observed
from the early terms of pregnancy till its end in family polyclinics.

The subject of the research was blood and blood serum of pregnant women
taken in the first (10-12 weeks) and in the second (22-24 weeks) trimesters.

The methods of research. To achieve the objectives, we used clinical, clini-
cal and instrumental, biochemical, immunological and statistical research methods.
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Scientific novelty of the research was concluded in the following:

On the basis of the indicators of angiogenesis and endothelial function a
method for predicting the gestational hypertension was developed in the early term
of pregnancy.

It was proven that low content of angiogenesis indicators and imbalance of
autoimmune processes in the 1st trimester of pregnancy are the risks of HIP devel-
opment after 20 weeks of gestation.

For the first time the formation of endothelial dysfunction at the preclinical
stage of gestational hypertension was shown and prognostic criteria were devel-
oped.

For the first time the influence of the periodic LPA on the emerging preclini-
cal stage of gestational hypertension, endothelial dysfunction was proven.

Practical results of the research consist of the following:

The signs of endothelial dysfunction were identified 14-18 weeks before the
onset of clinical symptoms of hypertension induced by pregnancy.

A method of preclinical diagnosis of hypertension induced by pregnancy was
developed, which allows to distinguish the high risk group of hypertension induced
by pregnancy and conduct preventive measures in a timely manner.

A method was proposed and its clinical efficiency was proven with the pur-
pose of correcting the endothelial dysfunction in pregnant women with hyperten-
sion induced by pregnancy.

The criteria were developed for the effectiveness of the therapy of complica-
tions of hypertension induced by pregnancy on the basis of the properties of the
vascular endothelium and endothelium dependent vasodilation.

An algorithm was developed for the identification and management of the
risk group of pregnant women with gestational hypertension.

A rationalization proposal titled “A method for correcting the endothelial
dysfunction in pregnant women with hypertensive disorders” (No.685) was an-
nounced.

The reliability of the research results is confirmed by modern, comple-
mentary clinical, instrumental, immunological and statistical methods applied in
the research. Using different methods made it possible to establish the most charac-
teristic regularities of the nature of progress of physiological pregnancy and preg-
nancy with gestational hypertension. In addition, all the obtained results and con-
clusions were based on the principles of evidence-based medicine.

Theoretical and practical significance of the research results. The scien-
tific importance of the research results is in that the scientific results obtained by
defining the pathogenic, clinical, prognostic significance of autoimmune antibodies
to DNA, vascular endothelial growth factor and growth factor of placenta during
prenatal complications in pregnant women with gestational hypertension are char-
acterized by the improvement of the methodological foundations of scientific re-
searches on the theme.

The practical significance of the work lies in the fact that the recommended
methods for diagnosis, treatment and prognosis can reduce the complications of

pregnancies with gestational hypertension, return them to normal life, including
59



reproductive health. In addition, the research results can be used as a new source to
perform independent works by the students of medical universities, to deliver lec-
tures and to conduct practical classes on the subject of obstetrics and gynaecology.

Implementation of the research results. On the basis of the obtained scien-
tific results on the study of prognosis and prevention of complications of hyperten-
sion induced by pregnancy:

we received a patent for “A method of predicting the hypertension induced
by pregnancy” (No.IAP 05235). This method allows to increase the quality of
prognosis and preventive measures of complications of hypertension induced by
pregnancy;

we developed methodological recommendations “A method of increasing the
efficiency of prevention of complications in women with gestational hypertension”
(conclusion of the Ministry of Health of the Republic of Uzbekistan No. 8n-d/55 of
10.06.2015). Complex dynamic monitoring and additional inclusion of the drug L-
Arginine in the pathogenic therapy effectively restored the indicators of endothelial
function. Due to the normalization of endothelial function in the majority (87.2%)
women, we observed a favourable outcome of pregnancy and five times decrease
of perinatal mortality.

Based on the obtained scientific results, we introduced the treatment and
prophylaxis of complications in women with gestational hypertension into medical
practice of obstetric complex No.9 in Uchtepa district, obstetric complex in Jondor
district of Bukhara region and obstetric complex No.4 in Mirabad district of Tash-
kent city (reference of the Ministry of Health of the Republic of Uzbekistan No.
8d-3/57 of 27.04.2016).

Testing of the research results. The main provisions of the dissertation
were submitted at 6 conferences and seminars, including 2 International Confer-
ences: The 18th World Congress on COGI (Austria, 2013); The Sixth European
Conference on Biology and Medical Sciences (Austria, 2015); Republican confer-
ences: The 8th Congress of Obstetricians and Gynaecologists of Uzbekistan (Tash-
kent, 2013); “Actual Problems in Healthcare of Motherhood and Childhood”; at
interdepartmental seminars with the participation of the Chairs of Obstetrics and
Gynaecology for the preparation of GP TMA, faculty and hospital therapy, occupa-
tional diseases of therapeutic departments and internal diseases of medical-
prophylactic faculty of TMA, as well as bioorganic and biological chemistry of
TMA (Tashkent, 20 October 2015); at a scientific seminar at the Scientific Council
of Tashkent Paediatric Medical Institute (Tashkent, 25 December 2015).

Publication of the research results. On the theme of the dissertation a total
of 27 scientific works were published, of these, 1 — a methodological recommenda-
tion, 17 — scientific articles; 14 of them were published in national and 3 in interna-
tional journals, of which 13 articles in the journals recommended by the Supreme
Attestation Commission of the Republic of Uzbekistan for publishing the basic
scientific results of doctoral dissertations.

Structure and volume of the dissertation. The dissertation is presented on
175 pages, consisting of an introduction, six chapters, conclusions and a list of ref-

erences and appendices.
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THE MAIN CONTENT OF THE DISSERTATION

In the introduction the topicality and relevance of the conducted research
were justified, the aims, tasks as well as the object and subject of the research were
formulated, its conformity to the priority directions of science and technology de-
velopment of the republic was shown, an overview of international researches on
the topic of the dissertation was provided, the degree of study of the problem was
highlighted, the relevance of the research to the plan of scientific researches was
shown, the scientific novelty, the reliability of the obtained results, their theoretical
and practical significance were disclosed, a summary of the implementation and
announcement of the research results and the structure of the dissertation were giv-
en.

The first chapter of the dissertation titled “Modern pathogenic aspects of
hypertension induced by pregnancy” provides an overview of the literature. In
the review, modern data about hypertensive impairments caused by gestation pro-
cess are analysed, and a detailed description of the development of hypertension
induced by pregnancy is presented. A separate sub-chapter reflects the problems of
differential approach to hypertension induced by pregnancy.

In the second chapter of the dissertation titled “General characteristics of
clinical material and methods of investigation” materials and methods of inves-
tigation are described.

Stage |- initial stage of the work, on the basis of the questionnaire worked
out by us for identifying the risk group of pregnant women with the development
of HIP, we queried 1508 pregnant women. According to the data of the question-
naire, the pregnant women who collected minimal 0-5 scores composed the group
with low possibility of HIP development; 6-9 scores composed the group with av-
erage possibility of HIP development, and 9 scores and more —the group with high
possibility of HIP development.

Stage Il- as a result of the performed complex and special checking, we se-
lected 287 pregnant women out of the original group in the age from 17 to 27 years
old. Comparative analysis of the obtained data was performed among three groups.
The first group — main — involved 119 women from the risk group, who had HIP
development after 20 weeks of gestation. The comparison group involved 148
pregnant women from the risk group, who did not have HIP development after 20
weeks of gestation. The control group consisted of 20 completely healthy pregnant
women.

Stage Ill — depending on the AP level, the patients of the main group were
divided to 3 groups according to IDC-10. Depending on the application of L-
arginine, each group was divided into two sub-groups: A — women with prescrip-
tion of L-arginine, B — women without prescription of L-arginine. The 1st group
included 39 pregnant women with HIP (subgroup A — 22, subgroup B — 17 pa-
tients): systolic arterial pressure — SAP>140 mm.m.c. (average value 133.44+2.3
mm.m.c), diastolic arterial pressure — DAP>90 mm.m.c. (average value 85.3+1.6
mm.m.c.); the 2nd group involved 47 patients (subgroup A — 26, subgroup B — 21

pregnant women) with moderate HIP: SAP 140-159 mm.m.c. (average value
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152.4£3.6) and DAP from 90 to 109 mm.m.c. (96.8+2.1 mm.m.c.); the 3rd group
included 33 patients (subgroup A — 18, subgroup B — 15 pregnant women) with se-
vere HIP: SAP <160 mm.m.c. (average value 162.2+3.1 mm.m.c.), DAP <110
mm.m.c. (average value 113.4+1.6 mm.m.C.).

Endothelial function was evaluated according to the markers: NO (which
were determined according to the sum of stable metabolites NO“,and NO; using
Grays reagent), activity of endothelial NO-synthase (eNOS), activity of inducible
NOS (iNOS), and concentration of peroxynitrite (ONO7,) by method of spectro-
photometry in spectrophotometer UV-VIS 2100 (LTD, China). The processes of
angiogenesis were evaluated according to the concentration of endothelin-1 in
blood plasma, VEGF and PGF, which were determined with the help of immune
enzyme analyser AT-858 (LTD, China) using the reagents “Biomedica” (DHR,
PRGTEHNOGIS) and “Vector Best” (Novosibirsk).

Concentration of cytokines — IL-16 and tumor necrosis factor (TNFa) was
determined by means of the method of immune enzyme analysis using IEA-AT-
858 (LTD China).

With the help of test-sets (ELI-tests produced by MRC “Immunkulus”, Mos-
cow) we determined the amount of autoimmune antibodies class IgG to dsDNA,
two antigens of platelet membranes (Trm-0.01, Trm-0.15), two antigens of kidneys
(Kim-05-300; Kis-07-120) and antigens of liver mitochondria (HMMP) using im-
mune enzyme analyser IEA-AT-858 (LTD, China) in the range 450 nm, referent
diameter 620-655 nm.

To correct the identified ED and angiogenesis dysfunction, in a complex of
conducted measures 66 pregnant women were prescribed L - arginine, at a dosage
of 4 g / day (20 ml solution diluted in 100 ml of 0.9% NaCl or 5% glucose solu-
tion) for 10 days.

Statistical analysis of the obtained results was performed with the help of
variation statistic methods. Reliability of the differences of average means was
evaluated on the basis of Student’s criterion in 95% confidence interval (p<0.05).

The third chapter of the dissertation “Definition of risk groups for the de-
velopment of hypertension induced by pregnancy” analyses the results of the
questionnaire of 1508 pregnant women in the age from 17 to 28 years old, with the
average age 24.3+4.22 years old. It was found that the largest number of women
were in the age of 21-25 years (879 women - 58.3%). Nulliparous women account-
ed for 52.1% (786 cases, women), 30.9% (466 women) had a history of secondary
parity, in other cases, the women had 3 or more births (13.7% (206) and 3.3% (50),
respectively). The period of gestation to take account, in most cases was 14 weeks
(38.0% 573 women). Prior to 13 weeks 24.0% (362 women) were registered, prior
to 12 weeks — 22.1% (334 women), prior to 11 weeks and 7-10 weeks — 8.1% (122
women) and 7.8% (117 women) respectively. The analysis of the obtained results
according to the scale of HIP development possibility is presented in Table 1. Av-
erage indicators according to the scale were 6.74+0.14 points.

The main item of the questionnaire was the study of haemoglobin concentra-
tion in blood. Majority of the women had haemoglobin in the range of 110-120 g/I,

which was normal for pregnant women (42.8%) and the average was 116.5+1.1 g/l.
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16.8% of the women had decrease of haemoglobin averaging to 107.5+1.8 g/l.
22.6% women had average haemoglobin equalling to 123.6+1.9, and in 17.7% of
women haemoglobin increased and averaged to 138.4+2.1 g/I.

Table 1
The results obtained according to the scale of HIP development possibility
Questions 0 point 1 point 2 points
abs. % abs. % abs. %
Concentration of haemoglobin 634 [42.0 | 607 |40.3 |267 |17.7
Absence of physiologic decline of diastolic arterial | 956 | 63.4 | 288 |19.1 |264 |17.5
pressure DAP
Weight gain 642 | 426 | 483 |32.0 | 383 |254
Presence of headache 1016 |67.4 | 245 |16.2 |247 |16.4
Insomnia 691 |458 |580 |385 |237 |15.7
Subjectively:
Quality of sleeping 769 |51.0 489 |[324 [250 | 16.6
Increase of the time of waiting for sleeping 533 | 35.3 | 680 |[45.1 [295 |19.6
Daytime sleepiness 143 |95 |1009 |66.9 | 356 |23.6
Irritability 866 |57.4 | 410 |27.2 |232 |154

In 38.3% of the pregnant women the average indicators of diastolic AP were
62.3£1.1 mm.m.c.; in 42.6% — 77.8+1.3 mm.m.c; and in 19.0% — 91.5+1.5
mm.m.c. The absence of physiologic decrease of diastolic arterial pressure in com-
parison with the indicators before pregnancy in the first trimester indicates the in-
creased possibility of HIP development.

In our studies excessive gaining of body weight was registered in 292 wom-
en; there average gaining of body weight was 3.8+0.8 kg. In 879 women average
gaining of body weight equalled to 2.5+0.6 kg. In the rest cases — 337 women —
1.6+0.3 kg. Sleep disorder was noted in 719 women, and that was equal to 47.7%.
In the analysis of subjective data of sleeping we determined disorder in 947 preg-
nant women, which in percent ratio was 62.8%. Daytime sleepiness was noted in
1096 women — 72.7%. Average point of sleep disorder was 0.68+0.02 points. Irri-
tability was noted in 642 (42.6%) pregnant women, among them rare ones — 355
(23.5%) women, frequent — 287 (19.0%) women.

As a result of the conducted questionnaire, we found the following results:
so, low possibility of HIP development was 4.44+0.02 points, average possibility
of HIP development — 6.8+0.03 points, high possibility of HIP development —
10.2+0.1 points. Average points of low possibility were 82.3%, average — 8.6%
and high — 9.1%. Thus, the risk group included 267 women who gained more than
6 points according to the scale of HIP development possibility, which in percent
ratio was 17.7%.

We found high indicators of attributive risk (0.91), and coefficient of relative
risk (11.58) were observed if there was weight gaining about 3 kg in the 1st tri-
mester. Besides, very high risk of HIP development was haemoglobin concentra-
tion above 120-130 g/l (0.90 and 9.32 respectively). High indicators of attributive
and relative risk were also detected if there was no physiologic decrease of diastol-
ic arterial pressure (0.89 and 8.65 respectively). High indicators were noted also
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with sleep disorders both subjectively and objectively. Thus, on the basis of the ob-
tained results we proved the rationality of using the scale, assessment of HIP de-
velopment possibility in pregnant women in the 1st trimester.

In the process of dynamic observations among 267 women from the risk
group 119 were diagnosed to have HIP, and that was equal to 7.9% from the total
selection of pregnant women, and 44.6% of the women from the risk group.

Pregnant women with HIP had notably high frequency of various obstetric,
perinatal and post-natal complications: in 26.1% — syndrome of fetal growth limi-
tation (31), in 11.8% — preterm birth (14), in 2.5% — preterm exfoliation of placen-
ta (3), fetal and new-born hypoxia — 13.4% (16), fetal hypotrophy — 18.5% (22),
FPF — 28.6% (34). In the control group and comparison group no complications
were observed.

In the further dynamic monitoring in the 3rd trimester 16.8% of the pregnant
women from the main group had relapse of HIP. In the comparison group these
complications were not registered.

In cases of hypertension disorders caused by gestation process, pregnancy
finished with in-time labour in 84.9% of the examined women, and preterm la-
bours in 15.1% (18). Hypertensive disorders are characterized by high percent
(38.7%) surgical deliveries. In the control group there were no surgical deliveries.

Thus, the presence of HIP in the main group quite often leads to unfavoura-
ble outcomes (45.4%) both for mother and fetus. In the comparison group of the
women who got high score on the scale of HIP detection, unfavourable outcomes
were also registered, but in lower percent rate (26.4%).

In the fourth chapter of the dissertation titled “Indicators of autoimmune
antibodies, angiogenesis, LPA and cytokines in gestational hypertension in
pregnant women” we analysed pathogenic values of biochemical and immuno-
logical indicators in the development of hypertension induced by pregnancy.

Determination of the content of the diagnostic value of autoantibodies and
their relation with the degree of severity of HIP development in the dynamics of
gestation showed that in pregnant women of the comparison group in the dynamics
of gestation, the indicators AAB - to ds DNA, Trm-0.01, TrM -0.15, KiM-05-300,
KiS-07-120 and HMMP did not differ from the control (Figure 1).

In the pregnant women of the main group in the 1st trimester of pregnancy
the amount of AAB to ds DNA increased by 20.1% (p<0.05), Trm-0.01 decreased
to 18.1%, in the 2nd trimester the studied indicators decreased to 16.4 (p>0.05) and
21.0% (p<0.05) in comparison with the control.

Thus, according to the indicators of AAB in the blood serum of the pregnant
women, we revealed reliable decrease versus antigens of DNA (dsDNA), platelet
membranes (Trm-0.01 and Trm-0.15) in the 2nd trimester of pregnancy in compar-
ison with the 1st trimester (respectively p<0.001, p<0.05 and p<0.05), while the
indicators of AAB to kidney antigens (Kim-0.5-300 and Kis-0.7-120) and liver mi-
tochondria (HMMP) insignificantly increase and reliably do not differ between the
trimesters of pregnancy (p>0.05).
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Figure 1. Comparative indicators of the amount of autoantibodies in blood se-
rum of pregnant women in the 1st and 2nd trimesters

At the further stage we performed a comparative analysis of AA indicators
among the women from the risk group (n=267) in the 2nd trimester of gestation
depending on the level of AAB to ds DNA. The criteria of the low level were the
indicators < 69.5 nm/ml, the average level were 69.5 — 88.4 nm/ml, while the high
level > 88.4 nm/l. The average indicators of the control group were considered to
be normative values. The group with the low level of AAB to ds DNA included 64
women (23.9%), with the average level — 181 pregnant women (67.8%), and in 22
women (8.2%) — the high level of AAB to dsDNA. Among these women (n=181)
with the average level of AAB to dsDNA, HIP developed in 61 (33.7%) of the ex-
amined women, while in the rest cases pregnancy later finished favourably without
complications. 22 (8.2%) of the pregnant women had high level of AAB to anti-
gen dsDNA, out of which only in 5 (22.7%) developed HIP. Among 64 pregnant
women with the low level of AAB to dsDNA, HIP developed in 82.8% (53 wom-
en). The analysis of the indicators of endothelial dysfunction and angiogenesis in
pregnant women with hypertension induced by pregnancy showed that in the compa-
rison group the level of the examined indicators in blood serum both in the 1st and
2nd trimesters had insignificant change compared with the control data (Table 2).

In that group there was noted relatively low level (P>0.05) iNOS and rela-
tively low amount of NO, activity of eNOS of the corresponding term in compari-
son with the control group. In the main group, the level of the examined indicators
turned out to be reliably different (P>0.05) than in the comparison group and con-
trol group in the 1st and 2nd trimesters. At the same time, the pregnant women of
the main group had higher level of NO-activity in the 2nd trimester. So, the indica-
tors of NO increased by 1.4 times in comparison with the control group and by 1.3
times compared with the comparison group, while the level of iNOS — by 1.5 and
2.6 times respectively, and ONO,, — by 2.7 and 2 times respectively. These indica-
tors increased with the background of low activity of eNOS, its level was 1.8 times
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lower in comparison with the control group and 1.7 times lower in relation to the
comparison group.
Table 2
Amount of the markers of endothelial dysfunction in the blood serum of
pregnant women (Mz+m)

Group NO, mkmol /I | eNOS, mkmol iNOS, ONO’,, mkmol /1
/min/I mkmol/min/I
Control, n=20
1st trimester 18.97+0.55 15.6+0.24 0.08+0.004 0.07+0.005
2nd trimester 19.8+0.46 20.5+0.29" 0.11+£0.004 0.09+0.006
Comparison group, n=148
1st trimester 17.8+0.25 15.2+0.14 0.08+0.001 0.07+0.001
2nd trimester 20.8+0.28" 19.8+0.14" 0.10£0.001 0.12+0.002"a
Main group, n=119
1st trimester 13.5+0.27*a 12.7+0.17*a 0.12+0.003* 0.10=0.003*
2nd trimester 28.3+0.97*a 11.2+0.14*"a | 0.29+£0.015** M | 0.25+0.013*"a

Note: * — reliability of the data in relation to the control group (* — P<0.05-0.001); ~ — reli-
ability of the data between the 1st and 2nd trimesters of pregnancy (* — P<0.05-0.01); a — p<0.05
in comparison with the comparison group.

Thus, the decrease of NO concentration in the blood serum of the pregnant
women of the main group in the 1st trimester, evidently, was linked with the de-
crease of eNOS (p<0.05) enzyme activity. The increase of NO amount in the blood
serum of the patients of the main group in the 2nd trimester was conditioned by
significant suppression of eNOS (p<0.001) and compensatory rise of the activity of
pathologic isoform of NOS-iNOS (P<0.005). In the comparison group, these indi-
cators insignificantly differed from the indicators of the control group. The results
of the study showed that the patients of the comparison group had high activity of
iINOS, but it stayed in the confidence bounds of the control (p>0.05), and the
women of the main group statistically significantly exceeded the control values
both in the 1st and 2nd trimesters of pregnancy (p<0.05-0.01). The level of ONO,
in the pregnant women of the comparison group was still in the limits of the con-
trol, and in the main group exceeded it (P<0.05-0.01).

In the women of the main group ET-1 level in the blood serum exceeded the
control values by 50% and 95.3% in the 1st and 2nd trimesters, while in the com-
parison group 6.8% and 4.7% respectively (Table 3).

In our studies, in the pregnant women of the main group the level of PGF de-
creased respectively to 23.0% and 32.4% in comparison with the control data in the
1st and 2nd trimesters. In the comparison group, the indicators decreased to 5.4%
and 7.3% respectively in trimesters. The level of VEGF amount in the blood serum
of pregnant women depends on the terms of gestation, so its increase in all the ex-
amined groups is observed. Though in the main group its amount reliably differed
from the indicators of the control group and comparison group (P<0.01) both in the
1st and 2nd trimesters. Its level decreased to 14.2% from the control values in the
1st trimester, and in the 2nd trimester it increased by 18.3%.
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Table 3
Amount of markers of endothelial dysfunction and angiogenesis in the blood
serum of pregnant women (M£m)

Grouns 1st trimester 2nd trimester
P ET-1 VEGF PGE ET-1 VEGE PGF
%?ggsl 58402 | 1253423 | 2384423 | 8.5+0.04* | 148.6+1.0° | 361.142.2°
Cor;r%irgson 62402 | 123.542.0 | 225.4423° | 8.9402° | 151.542.5° | 334.943.8°
Main group | 8.7+0.27 | 107.6+1.4" | 183.5+3.1" | 16.6+0.6a | 175.8+1.8 %" | 244.1+4.9*"

Note: * — reliability of the data in relation to the control group (* — P<0.05-0.001); a — reli-
ability of the data between the 1st and 2nd trimesters of the pregnancy (* — P<0.05-0.01); * —
p<0.05 in comparison with the comparison group.

While in the comparison group these indicators were in the range of the con-
trol values. The increase of the level of VEGF factor in the 2nd trimester, evident-
ly, does not compensate the supply of placenta with oxygen and plastic material,
and it is testified by the data characterizing dysmetabolic processes in that system.
For the confirmation of disorders in endothelial function, we analysed the indica-
tors of CEC in pregnant women with various terms of gestation. So we found out
that the women of the main group had insignificant increase of that value to 0.3
units (3.6+0.14 versus 3.9+0.15 respectively) in the 1st trimester. In the compari-
son group the women showed the indicators of CEC at the upper normal level, and
20.3% insignificantly exceeded it. The growth of CEC amount in the blood flow is
a highly specific marker of endothelial dysfunction (ED). Especially, we would
like to note that in the comparison group these indicators in 20.3% cases exceed
the normative values. Consequently, the women with HIP after 20 weeks of gesta-
tion together with the increase of AP level had a change of activity of functional
systems responsible both for NO exchange processes and angiogenesis. The results
of the analysis showed that the increase of DAP is linked with the alterations of
NO, eNOS, INOS and ONO", parameters, as well as with ET-1. The pregnant
women with HIP in the 2nd trimester, so in the 1st group the correlation link of
DAP with the indicators of NO-system and ET-1 was weak (r<0.3), in the 2nd
group — mild (r=0.6), and in the 3rd — strong (r=0.8). At the same time, we did not
reveal clear correlation dependence between the indicators of angiogenesis (VEGF
and PGF) and DAP level. Weak and moderate link of the indicators of NO-system
and ET-1 with DAP level, evidently, was conditioned by high fluctuations of these
indicators in the groups.

Thus, the conducted researches showed that the disorders of NO-system are
accompanied with the intensification of angiogenesis process in the organism of
women with HIP. These processes are interrelated with each other. The absence of
differences in the indicators of NO system and angiogenesis up to 20 weeks of ges-
tation in comparison with the control and appearance of the expressed disorders of
these systems in the 2nd trimester occur synchronically with the rise of AP level.
Reliable regularity of the link of the increase of these indicators with the increase
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of DAP level indicates their pathogenetical dependence in the processes of HIP
formation in women, and development of perinatal complications in them.

In our studies, we proved that HIP has immediate role in misbalance of LPA,
so in the 1st, 2nd and 3rd groups there was reliable increase in this indicator in
comparison with the control values (17.1£0.647, 19.3+0.572, 21.6+0.798 versus
12.94+0.503 respectively; P<0.05-0.001). Especially, sudden increase was regis-
tered in the 3rd group (21.6+£0.798 versus 12.9+0.503 respectively; P<0.001). In
the group of comparison this value had a tendency to increase (14.3+0.480 versus
12.9+0.503), though non-reliable one. The pregnant women with predisposition to
HIP revealed a strong link of adhesive ability of lymphocytes to blood plates and
amount of CEC in circulating blood (r=0.9).

Thus, the obtained results show that one of possible mechanisms of HIP de-
velopment is based on autoimmune processes in the endothelium of maternal ves-
sels. In the pregnant women with the risk of HIP development the ability of lym-
phocytes to adhere platelets grows. We revealed a direct dependence of high level
of DAP on the degree of LPA increase, indicating its importance in the pathogene-
sis of HIP.

The pregnant women had notable increase of the levels of IL-1 and TNFa in
dynamic gestation. More expressed increase was registered in the main group, i.e.
in the women who later had HIP. In the women of the comparison group these in-
dicators reliably increased in comparison with the indicators of the control group
(6.61£0.26 versus 7.8+0.21; P<0.05 and 3.8+0.16 versus 4.9+0.18; P<0.05) and
were reliably decreased in relation to the data of the main group (7.8+0.21 versus
14.2+0.36; P<0.01 and 4.9+0.18 versus 12.4+0.36; P<0.01) in the 2nd trimester of
gestation. As a result of cytokine status analysis, we found that the pregnant wom-
en with HIP had reliable tendency for the increase of IL-I8 and TNFo compared
with the control group, so their amount in the pregnant women of the 1st group
was 1.4 times (P<0.01) higher than in the control group, in the 2nd group — 1.8
times (P<0.001), in the 3rd group — 1.9 times (P<0.001). The peak of high indica-
tors was observed in the pregnant women of the 3rd group, where the amount of
IL-I8 and TNFa was 2.5 and 4.1 times respectively higher than the values of the
control group (16.8+0.48 and 15.6+0.68 pg/ml versus 6.6+0.25 and 3.8+0.16 pg/ml
respectively; P<0.05). In the 2nd group, these values were 2.2 and 3.4 times higher
than the values of the control group (11.2+0.46 and 9.1+0.38 pg/ml versus
6.6+0.25 and 3.8+0.16 pg/ml respectively; P<0.05). In the 1st group, there was no-
tably lower ratio of the difference between the values of the control group; so IL-18
(11.2+0.46 versus 6.6+0.25 pg/ml; P<0.05) was increased 1.7 times, while TNFa
(9.1£0.38 versus 3.8+0.16 pg/ml; P<0.05) 2.4 times.

In the further stage of the work, we performed a correlation analysis between
the indicators of AP and level of cytokines in the blood of the pregnant women
with HIP. As a result, we found strong direct correlation link of AP and IL-10
(r=0.856), TNFa (r=0.741) in the 3rd group of pregnant women. The average cor-
relation link of AP was revealed in the 2nd group of pregnant women with IL-18
(r=0.527) and TNFa (r=0.489). In the 1st group of pregnant women, the correlation

analysis showed weak dependence of AP with the indicators of IL-18 (r=0.357)
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and TNFa (r=0.321). In the analysis of complications development, we noticed
that in the 1st group hypertension complications developed in 15.4% (6 women), in
the 2nd group — in 17.0% of pregnant women, and in the 3rd group — in 39.4% of
women. It means that in the women with HIP, the development of hypertension
complications depended on the level of AP and amount of cytokines. Sudden in-
crease of IL-IB and TNFa level in the pregnant women with HIP can serve as one
of the prognostic criteria of the development of complications.

Thus, the obtained results showed that one of the possible mechanisms of
HIP development was based on autoimmune processes in the endothelium of ma-
ternal vessels. In the pregnant women with the risk of HIP development, especial-
ly, after 20-22 and more weeks of gestation, the ability of lymphocytes to adhere
platelets grew, and the concentration of anti-inflammatory cytokines and amount of
NO increased. On the basis of the obtained data, the scheme of the pathogenetical
mechanism of HIP development was worked out (Figure 2).

Pregnancy

~ | Endothelial dysfunction

Figure 2. The scheme of the pathogenetical mechanism of HIP

The fifth chapter of the dissertation titled “Prognosis of the development of
hypertension induced by pregnancy in the women of the risk group and de-
velopment of the method of prognosis” presents the results of the prognosis of
development of hypertension induced by pregnancy and their complications in the
women of the risk group. According to the amount of the indicators of NO-system
and angiogenesis, the pregnant women in the 1st trimester were divided into three
subgroups: Subgroup 1 (n=19, 7.1%) — the pregnant women with low value in
blood serum NO<10 (from 7.5 to 10) mkmol/l, eNOS<12 (from 8 to 12) mkmol/I,
VEGF<100 (from 80 to 100) pg/ml and PIGF<175 (from 125 to 175) pg/ml; Sub-
group 2 (n=142, 53.2%) — the pregnant women with moderate values in blood se-
rum NO>10 (from 10 to 15) mkmol/l, eNOS>12 (from 12 to 15) mkmol/l,
VEGF>100 (from 100 to 120) pg/ml and PIGF>175 (from 175 to 210) pg/ml; Sub-
group 3 (n=106, 39.7%) — the pregnant women with high value in blood serum
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NO>20 (from 15 to 20) mkmol/l, eNOS>15 (from 15 to 20) mkmol/l, VEGF>120
(ot 120 go 140) pg/ml and PIGF>210 (from 210 to 250) pg/ml.

In the dynamics of monitoring, we observed the development of HIP in the
pregnant women of the 1st group in all cases after the 20th week of gestation, and
in the 2nd group — 73 pregnant women, which was 51.4%. The lowest percent of
HIP development was registered in the 3rd group, so among 106 pregnant women
it was observed in 27, which was 25.5%

In 62 pregnant women with HIP, some complications of that pathology de-
veloped, which made 52.1%. The highest frequency of development of complica-
tions was revealed in the 1st group of women, and the lowest one in the 3rd group.
The pregnant women with high indicators of nitrooxidase system and angiogenesis
had 5.4 times lower frequency of complications compared with the low values and
2.8 times compared with the moderate values. We would like to underline that in
the group of the pregnant women with HIP and low values of nitrooxidase system
and angiogenesis in all cases there was development of some complication of that
pathology.

In the further dynamic observation, we found that out of 119 patients with
HIP 23.5% (n=28) had development of PE of mild and 6.7% (n=8) of severe de-
gree. At the same time, it was determined that the pregnant women after 20 weeks
of gestation with HIP with low level of NO-system activity and angiogenesis (1
group, n=19) had fluctuations of diastolic arterial pressure (DAP) from 90 to 109
mm.m.c and DAP<110 mm.m.c in 6 and 13 pregnant women. Correspondingly
with the moderate level of NO-system activity and angiogenesis (2 group, n=73) —
DAP<90 and DAP =90-109 mm.m.c in 14 and 59; with high level of NO-system
activity and angiogenesis (3 group, n=27) — DAP<90 and DAP =90-109 in 23 and
4 patients respectively. Consequently, the prognosis of HIP development, degree
of DAP rise and frequency of severe complications such as PE depend on NO,
eNOS, VEGF, PIGF level in blood serum before 20 weeks of gestation.

For the substantiation of interrelation of NO-system and angiogenesis values
and their pathogenetic importance in the pathogenesis of HIP, we performed the
analysis of prognostic indicators: S, SP, DA, PPI, NPI, CR, RR before 20 weeks of
gestation. Basic prognostic markers of NO-system — NO and eNOS at the end of
the 14th week of gestation, according to S, SP and DA, were equal respectively to
71.4-75.6%, 77.7-90.6%, 74.9-83.3%, PPl — 72.0-89.0%, NPI — 77.0-82.0%, CR —
0.75-1.39 and RR — 0.86-1.23 units. In the analysis of the prognostic markers of
angiogenesis — VEGF and PIGF at the end of the 1st trimester of gestation it was
determined that S was respectively 84.9% and 27.7%; SP — 73.0% and 37.2%; DA
— 78.3% and 47.2%; PPl — 71.6% and 37.5%; NPI — 85.7% and 52.0%; CR — 0.42
and 0.55 units; RR — 0.70 and 0.67 units respectively.

The most informative indicator of the prognosis is marker EF-eNOS. It was
determined that CR and RR of that indicator were higher that NO marker by 20.8%
(p<0.05) and VEGF by 20.8% (p<0.05), CR respectively by 85.3% and 33.9%
(p<0.001), RR respectively by 43.0% and 75.7% (p<0.001). The revealed signifi-
cant differences between the studied markers of EF and angiogenesis in the dy-

namics of gestation together with other prognostic diagnostic tests allow the prog-
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nosis of HIP with a greater possibility degree, which is important for performance
of correction and prophylaxis of ED, provision of favourable progress and outcome
of pregnancy.

Thus, we recommended to include in the monitoring of the examination of
the pregnant women of the 1st trimester (12-14 weeks) of gestation the markers of
ED (NO u eNOS), angiogenesis (VEGF) for screening-test prognosis of HIP de-
velopment in the pregnant women after 20 weeks of gestation. The women with
low NO<10 (from 7.5 to 10) mkmol/l, eNOS<12 (from 8 to 12) mkmol/l,
VEGF<100 (from 80 to 100) pg/ml and moderate NO>10 (from 10 to 15) mkmol/I,
eNOS>12 (from 12 to 15) mkmol/l, VEGF>100 (from 100 to 120) pg/ml and
PIGF>175 (from 175 to 210) pg/ml; amount of the indicators of NO-system and
angiogenesis in blood serum before 14 weeks of gestation should be included in
the group of high risk of HIP formation.

On the basis of the aforesaid, the diagnostic criteria of development of HIP
complications were worked out (Table 4).

Table 4

Criteria of prognosis and differential diagnostics of the development of

gestational hypertension and its complications

Criteria of HIP development Criteria of development of HIP
complications
High risk of HIP development In the 2nd trimester

NO<10 (from 7.5 to 10) mkmol/l, eNOS<I12 (from 8 to | The amount of NO in the range from
12) mkmol/min/l, VEGF<100 (from 80 to 100) pg/ml | 31.6 to 55.3 mkmol/l, the activity of
PIGF<200 (from 125 to 200) pg/ml; eNOS — 10.8 to 5.5 mkmol/min/l

Average risk of HIP development and iNOS - 0.37-1.1 mkmol/min/I,
NO>10 (from 10 to 15) mkmol/l, eNOS>12 (from 12 to | the concentration of ONO,=0.3-
15) mkmol/min/l, VEGF>100 (from 100 to 120) pg/ml | 0.71  mkmol/l, = ET-1-28.8-29.7
and PIGF>175 (from 175 to 210) pg/ml; pg/ml, VEGF-228.7-271.3 pg/ml,

Low risk of HIP development PGF-228.3-186.3 pg/l should be
NO>20 (from 15 to 20) mkmol/l, eNOS>15 (from 15 to | considered to be critical in relation
20) mkmol/min/l, VEGF>120 (from 120 to 140) pg/ml | to the possibility of development of
and PIGF>210 (from 210 to 250) pg/ml. complications and unfavourable out-
come of HIP.

On the basis of the obtained results we proposed the calculation of the index
of resistance of vascular endothelium and embryonic angiogenesis (IRVEEA) with
the help of discriminant functions. The calculation was done according to the for-
mula: IRVEEA (P)=3Z:(ZX-ZW).

In the sixth chapter of the dissertation “Endothelial protective effect of L-
arginine in women with hypertension induced by pregnancy”, the results of the
study and assessment of endothelial protective effect of L-arginine in the women
of the risk group with hypertension development induced by pregnancy. Depend-
ing on the application of L-arginine, each group in turn was divided into two sub-
groups: A — the women with the prescription L-arginine, B — the women without
L-arginine.

After the correction with L-arginine (Subgroup A), all the mentioned changed
parameters reached normal values with insignificant differences. In the women of

71



Subgroup B, we observed the reverse situation, the parameters not only did not
reach the norm, but also deteriorated a little bit even in relation to original data. The
analysis of the results indicates that L-arginine really possess reliable endothelial
protective effect in relation to the patients of the 1st group (Table 5).
Table 5
The indicators of the activity of endothelial function in the pregnant women of
the 1st group with HIP before and after correction, M+m

Group NO, eNOS, iNOS, ONO;,
mkmol/I mkmol/min/I mkmol/min-1 mkmol/l
Control group, n=20 19.8+0.28 20.5+0.28 0.11+0.004 0.09+0.006
Original level, n=39 13.6+0.2 12.21£0.14" 0.12+0.003 0.11+0.004
After correction
Subgroup A, n=22 18.12+0.29* 19.54+0.37% 0.11+0.002 0.09+0.004
Subgroup B, n=17 17.2+0.30*° 18.2+0.17*° 0.12+0.005*° 0.10+0.005*°

Note: * — P<0.05 in comparison with the control; * — P<0.05 in comparison with the orig-
inal level; °— P<0.05 in comparison with Subgroup A.

The same studies were conducted in relation to the pregnant women of the 2nd
study group (Table 6).
Table 6
The indicators of the activity of endothelial function in the pregnant women of
the 2nd group with HIP before and after correction, M+m

Group NO, eNOS, iNOS, ONO;,
mkmol/l mkmol/min-1 mkmol/min-1 mkmol/I
Control group, n=20 19.840.28 20.5+0.28 0.11+0.004 0.09+0.006

Original level, n=47 33.7+0.18* 11.3+£0.21* 0.26+0.005* 0.23+0.006*
After correction
Subgroup A, n=26 21.7+0.85" | 18.07+0.57" 0.13+0.006 0.11+0.006
Subgroup B, n=21 24.06£1.3*° 15.54+0.6*° 0.19+0.006*° 0.15+0.011%*%
Note: * — P<0.05 in comparison with the control; * — P<0.05 in comparison with original
level; ©— P<0.05 in comparison with Subgroup A.

At first, the obtained results show that in the pregnant women of the 2nd
group, original indicators of endothelial function activity (NO, eNOS, iNOS,
ONO,’) were confirmed by deeper negative changes than in the 1st group; second-
ly, though all the indicators of endothelial function activity approached to normal
values after correction, they were still at the lower limits of the norm; thirdly, at the
end of the observation period in the pregnant women who were not prescribed the
studied agent (Subgroup B) the analyzed parameters had even more deeper chang-
es — differing from the norm 1.5 — 1.7 times; fourthly, the deepest negative chang-
es occurred in NO indicators; fifthly, endothelial protective effect of L-arginine
agent in the 2nd group was less noticeable than in the 1st group. This indicates that
the correction by the mentioned agent needs to be conducted individually, taking
into account the the level of HIP.
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Thus, in the pregnant women of the 3rd group we revealed the deepest nega-
tive changes in the indicators of endothelial function activity. Even after the per-
formed correction, the parameters did not return to the normal. Besides that, the
described activity continued decreasing in the women of Subgroup B within the
observation period. This indicates that the prescription of L-arginine is compulsory
for the pregnant women with HIP of the 3rd group, though in this group the endo-
thelial protective effect was also reliably lower than in the pregnant women with
HIP of the 1st and 2nd groups (Table 7).

The obtained results show that the expression of ET-1 and CEC activity was
revealed in the examined pregnant women with HIP of the 1st group. After the cor-
rection, we obtained in this category of women several different indicators in vari-
ous subgroups (A and B). If, after the correction (Subgroup A), the parameters ET-
1 almost restored to the level of the control group (8.6+0.21 pg/ml versus 8.5+0.24
pg/ml), then in Subgroup B, where the correction was not performed, the indicators
did not reach the control values (3.09+0.14 versus 4.07+0.26; p<0.05). Similar data
were also obtained for CEC indicators. In the pregnant women, who had correction
with the mentioned agent, the indicators decreased up to the normal level statisti-
cally not differing from the control data (difference 5.4%, p>0.05).

Table 7
The indicators of the activity of endothelial function in the pregnant women of
the 3rd group with HIP before and after correction, M+m

Group NO, eNOS, iINOS, ONOy,
mkmol/I mkmol/min-1 mkmol/min-1 mkmol/I
Control group, n=20 19.8+0.28 20.5+0.28 0.11+0.004 0.09+0.006
Original level, n=33 38.1£0.21* 9.69+0.16* 0.53+0.005* 0.45+0.005*
After correction
Subgroup A, n=18 26.8+0.39*" 15.25+0.27*% 0.21£0.006* | 0.19+0.003*"
Subgroup B, n=15 32.65£0.35%% | 12.72+0.23*% | 0.40+0.012*%% | 0.36+0.008*"

Note: * — P<0.05 in comparison with the control; * — P<0.05 in comparison with the orig-
inal level; °— P<0.05 in comparison with Subgroup A.

At the end of the observation period this indicator in the patients of Sub-
group B was reliably 1.3 times (p<0,001) higher than not only normal parameters,
but also statistically differed significantly from the original level (p<0.05). The
tendency of changes in the quantitative amount of ET-1 and CEC in the blood se-
rum of the pregnant women with HIP of the 2nd group was similar; the only dif-
ference was that the intensity of changes was higher. Like in the 1st group, there
were the same changes in ET-1 and CEC activity in the pregnant women with HIP
of the 2nd group; the only difference was that the indicators of Subgroup B (with-
out the correction with the proposed agent) were even higher not only in relation to
the control, original data and indicators of Subgroup A, but also in relation to the
results obtained in the 1st group.

It was established that the obtained results in the 3rd group were different
from the 1st and 2nd groups. Original indicators in this group were the highest
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among all the groups respectively differing from the control 4.4 (p<0.05) and 2.8
(p<0.001) times. After the correction in Subgroup A, the indicators decreased in-
significantly; without reaching the normal values, the differences were 7.5 and 1.6
units respectively. In Subgroup B, the indicators sharply increased at the end of the
observation period differing from the control data to 16 and 2.8 units respectively
(p<0.001). The comparison of the parameters of various groups shows that the endo-
thelial protective effect of L-arginine noticeably differed in relation to each other. If
in the 1st and 2nd groups the correction provides normalizing effect, then in the 3rd
group we did not observe such effect. In addition, it should be noted that the indica-
tors of the activity of ET-1 and CEC worsen with the increase of the ordinal number
of the group and the duration of pregnancy in the pregnant women with HIP.

With regard to the level of blood pressure, in 15.4% of the pregnant women (n
= 6) with HIP in the 1st group, DAP was within 90 mm.m.c., and subsequently, PE
developed in them. Among the patients of the 1st group with PE there was 1 preg-
nant woman from Subgroup A (4.5%) and 5 from Subgroup B (29.4%). The same
analysis was performed in other groups, and we obtained the following results. In
the 2nd group, there were 4 women (3.8%) with PE from Subgroup A, and 8 pa-
tients (33.3%) from Subgroup B; in the 3rd group there were 7 women (11.1%)
from Subgroup A, and 12 women (73.3%) from Subgroup B. In the 2nd group, out
of 2 women whose DAP had tendency to decrease <90 mm.m.c. one had PE. Con-
sequently, the prescription of L-arginine to the patients of the 1st group made it
possible to prevent from the deterioration of hypertension characteristic for HIP: in
Subgroup A to 95.5% (p<0.001), in the 2nd and 3rd groups of the same subgroups
respectively to 96.2% and 88.9% (p<0.001). At the same time, we observed the de-
crease of the frequency of development of hypertensive complications (preeclamp-
sia) in the pregnant women with HIP in Subgroups A of the 1st, 2nd and 3rd
groups compared with Subgroup B respectively to 24.9% (p<0.01), 29.5%
(p<0.01) and 62.2% (p<0.001). As a result of the generalization of the obtained da-
ta, we found that the application of L-arginine in the pregnant women diminished
the percent of HIP complications to 3.0 times.

Thus, one of the possible reasons of prevention of hypertensive complica-
tions in the pregnant women with HIP was the prescription of L-arginine, which
had effective impact on the mechanisms realizing ED. The endothelial protective
effect of the drug was the normalization of the disturbed balance in NO-system, the
decrease in the frequency of development of hypertensive complications. On the
basis of the obtained data we worked out the algorithm of prognostics, and man-
agement of pregnant women in the risk group of HIP development (Figure 3).

Economic efficiency. The analysis of the cost efficiency of the treatment of
pregnant women showed that the cost of this treatment with the desired clinical
outcome totals 91820.99 soums, whereas the conventional therapy - 39200.0
soums. The proposed method of preventive measures on the development of com-
plications among the pregnant women with gestational hypertension is more ex-
pensive, but according to clinical characteristics, it justifies the additional costs, as
the treatment of complications prevent maternal and perinatal mortality.
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development
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anxious symptoms to the card

Consulting increased risk of HIP development with anxiety symptoms of HIP. Provid-
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Sending a pregnant woman to give blood for

endothelial function

— EF

Control of AP at each antenatal visit. In
case of any deviation from normal: at
fixed rise AP performing additional
check up in the conditions of clinic of the
1% day

L-arginine 2- 4 g per
day

I

Recommendation of cardiologist on the management of
pregnant women with hypertension
e Excluding harmful habits
e Normal balanced diet without limitation of salt
and liquid consumption
e Moderate aerobic physical load, sufficient 8-10
hours of night sleep.
e Decrease of BW in the period of pregnancy is
not recommended because, it is of the risk of
birth of babies with low weight

Development HIP

Figure 3. Algorithm of prognostics and management of pregnant women
in the risk group of HIP development

CONCLUSION

On basis of the research conducted on the theme of the doctoral dissertation
“Prognosis and prophylaxis of prenatal complications in pregnant women with ges-
tational hypertension” we provided the following conclusions:

1. As a result of the survey, early preclinical revelation of the signs of gesta-
tional hypertension in pregnant women, we found that in 17.7% of the pregnant
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women there was the possibility of HIP development (risk group), of them in
44.6% HIP developed.

2. In the blood serum of the pregnant women, we detected a reliable de-
crease in AAB level versus dsDNA to 30.5%, Trm-0.01 — to 9.5% and Trm-0.15 —
t0 6.9% in the 2nd trimester of pregnancy in relation to the 1st trimester. The indi-
cators of AAB amount to Kim-0.5-300, Kis-0.7-120 and HMMP insignificantly
increased and reliably did not differ between the trimesters of pregnancy. This in-
dicates that autoimmune processes involve all the studied antigens, but the intensi-
ty of changes in antigens differs from each other.

3. We revealed the direct dependence of high level of DAP on the degree of
the increase of LPA, CEC, cytokines IL-I8 and TNFa, which indicates their im-
portance in HIP pathogenesis.

4. We proposed the method of HIP prognosis including the indicators of en-
dothelial dysfunction, embryonic angiogenesis and autoimmune response, and then
made a calculation of the index of resistance of vascular endothelium and embry-
onic angiogenesis (IRVEEA) with the help of discriminant functions. The calcula-
tion was performed according to the formula: IRVEEA (P)=XZ:(ZX-XW);

5. The amount of NO in the range from 31.6 to 55.3 mkmol/I, the activity of
eNOS — from 10.8 to 5.5 mkmol/min/l and iNOS — from 0.37 to 1.1 mkmol/min/I,
the concentration of ONO’,=0.3-0.71 mkmol/l, ET-1 — 28.8-29.7 pg/ml, VEGF —
228.7-271.3 pg/ml and PGF — 228.3-186.3 pg/l should be considered to be critical
in relation to the possibility of development of complications and unfavourable
outcomes of HIP.

6. Maximal endothelial protective effect of L-arginine and the decrease of
DAP level in the pregnant women with HIP were revealed in the groups with low
and moderately low level of NO and activity of eNOS, expression of iNOS, ONO;,
ET-1 and CEC, unlike the group of the women with high expression of NO in
blood. The prescription of L-arginine to the pregnant women with HIP led to the
reduction of the frequency of PE development of mild and severe degrees to 2.1
and 6.2 times, FGRS to 3.7 times, FPF and preterm deliveries to 3.0 and 7.5 times
respectively.

7. The worked out algorithm of prognosis and management of pregnant
women of the risk group of gestational hypertension development allows a general
practitioner to reveal and assess timely the development of vascular changes in-
duced by pregnancy.
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