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KHUPHUII (10KTOPJIHK JUcCepPTALUACH AHHOTAILUACH)

Juccepranus MaB3yCHHHUHI [10J13apOJuru Ba 3apyparu. byryHru kyHna
OyTyH >kaxoHJa 0ayaJioH MUOMAacu aciiap PernpoayKTUB TU3UMHU ab30JIAPUHUHT
KEeHI' TapKajiraH xaBdcu3 ycMmanapu KaTopura Kupajau Ba aiiHu naitna y 15-20%
aémmapna kyszatuwiaau. JKaxoH cornukHU cakiam  TamkuwioTHHUHT  (QKCCT)
MabJIyMOTJIApUTa Kypa, CYHITH YH WWUMKAa 0ayaJOH MUOMACHHUHT aHUKJIAHUII
XOJJITADUHUHT  KYTIan® Oopa€TraHimru, KymiaJaH pPENpoayKTUB Elijiaru
aéitapia Te3-Te3 coaup OYIUIIM Kail1 STUIIMOK/IA.

MycTakwiuk Wuiapyja COFJIMKHU Cakjiall TU3UMHUHU HUCIOX KWJIUII
KapaCHUJIa OHAIMK Ba OONAMMKHU Myxodasza KWIWINra JaBiaT cuécatu
Japaxacujga Karra JbTHOOp OepwiMokma. MamimakatuMmusiga —axXOJMHHHT
MpO(IIAKTUK Taaoupiap OujaH KEHT KaMpad OJMHUINM PENPOIYKTHB THU3UMHU
MaToOJOTUSICUHYU, >KymiadaH OayaJoH MHOMAacHMHM Y3 BakTHAA aHUKJIAII
UMKOHUATUHUA OEpPMOK/a.

Kaxonma  GauagoH  ATHOJOTHUSICHM  Ba  TNATOTEHE3WHW  YpraHUIIra
UYHAITUPWITAH KATOp WIMHUN-TAAKUKOT WIUIAPUHUHT OJHO  OOpuiIMIIHra
Kapamai, aiiHu maiTaa Kyrmiad caBojulap OYHMK KOJUO 3 €YMMHUHHU KYTMOKJA.
MUOMaHUHT PUBOXKIAHUIINIA TOPMOHIAPHUHT aXaMUATH Ba UIITUPOKU XyCyCcUIa
TypAaud  XWI, OKyMJIaJlaH  Kapama-kKapmu — GuUKpiIap — XaM  MaBXYy/I.
NMMYHOTUCTOKUMEBUI  TAAKUKOTJIIADHUHI  KYpCaTWILIAYa, HSCTPOTEHIM  Ba
MPOTECTEPOHIIM  PELENTOPJIAPHUHT TapKuOM MHOMaJa MHOMETPHUM  COFJIOM
TYKMMacura HucOataH OanaHj, JIEKUH COFJIOM 0adaJioH SHIOMETPHUSACHUTra
Kaparahja mnact Oynamu. AkcapusaT TaAKuKoTuwiap €m aémiapia MUOMaHUHT
PUBOXIIAHUILIMHYA UHPEKIMSUIADHUHT TabCUpU OuiiaH Oofnammokaa (0ayagoH uuu
KOHTpAIlCNTUBIIApU, a0opTiap, SJUITMFIAHUIILIAD, XUHCUM HYyn OuilaH YTaaurax
nHdexuusnap). CYyHrru Husuiapia MUOMaHUHT PUBOXKJIAHUIINA UMMYH THU3UMUTA
MyXUM VpuH OepuiIMOKAa, >KymyaJlaH, MHUOMAaHUHT Maijo Oynummma Ycurl
OMWUTAPUHUHT Ba T€HETUK MOWMIUIMKHUHI aXxaMUATH YPraHWIMOKIa. baudanoH
MHOMAcCH acopatriapujiaH KeiquOd 4YUKyBYHM, yuyJaH Oup xoiuiapaa €m aémiapaa
yupaiuran OemyIITIUKHIUHT PUBOXKIIAHUIIN TaAKUKOTIAPHUA JABOM JTTHUPHIIHU
TaK030 3TMOKAA. YOy OMUJUTAPHUHT TabCUP JlapakacH Ba POJUMHUHT eTapiinya
ypraHujMaraHjiuria, penpoaykTuB &migaru aémiapaa 0adajoH  MHOMacu
MIAKJUTAHUIIN, TYTYHJIAPHU FOKOPH TpoiudepaTuB (Haouura Ba pelyIuBIaIlyBH
SXTUMOJUIMTA Ma3Kyp MYaMMOHHMHI Jaoa3apOsuruHu  Oenrunaiau. FOxopu
aHUKJIAll MMKOHHUSTHIA dra YJIbTPATOBYII YCKYHAJapUHUHT Taigo Oyiauim
MHOMaHH WIK PUBOMJIAHUII TaBpHUIa aHUKJIAI, TYTYHJIap KOH OKUMUHU Oeruiao,
yiapHu npoaudepatuB GaoUIUIH JapakaCuHU 0axoail UMKOHUSTUHU OepId.

NnMuii TaaKUKOTIApHUHT A0Ji3ap0 HWyHanmumuiapura 0adajoH MHOMAaCHUHU
naBosaml Macananapu xam kupaau. Amanuérna ['HPIT (a-I'HPT') aronuctnapu Ba
MPOTECTEPOH  perenTopiapu  ceiaektuB  Moxayistopiaapu  ([IPCM)  kabu
npenapariapaan doigananran xoijaa 0a4yagoH MUOMAcH OYyTyHTH KyHJa KYTIMHYA
KOHCEpBAaTUB Wyn OwiaH maBojaHMOKna. [lacT camapaiopiwk, 1aBOJAITHHHT
TYFPU KEJIMACIUTUHUA KypcaTyBuUMd OCNTUIAPHUHT MAaBXYJIUTH KOHCEPBATHB
JABOJIAIIHAHT ~ KAMYWJIMTH  XUCOOJaHaAWM Ba KYyNUHYA TOPMOHOTEpamnus



VTKa3WITaHJaH CYHI MUOMAaHWHI KaWTAJIIAHWUIIW, aWHUKCA, PENPOIYKTUB ELIIaru
aémnapaa Kaiin stwnagu. by auddepenuumamianrad, MHAWBUAYaUIAIITUPUITAH
JABOJIAIIHM ~MIUIA0 YMKUII —3apypuATiaurura jgainonatr Oepaau. bavanon
MHUOMAaCHUHU OJpTa TallXUCJAll, 3aMOHABUN XHUPYPrUK YCYJUIApHU KYJUIAIl,
npoduiiakTHKa Ba peabuInTanus 4opa-TaJ0upiiapuHu sHaa TaKOMUJIIAIITHPUILIT
Ba PENPOAYKTUB (PAOJIMIATHHU CaKJ1a0 KOJMII MYyXUM WIMHUH-aMalIuil axaMusT KacO
ATau.

V36ekncTon PecnyOnukacu Ilpesunentununr 2009 iwn 13 anpennmaru
I1K-1096-con «OHna Ba 0oJyia caJoMaTIMTUHU MyXo(das3a KUAJIHUII, COFJIOM aBJIOIHU
MaKJUTAHTHPUIITA TOUP KYIIMMYa Yopa-Tagoupiap Tyrpucuaa» xamaa 2014 wiun 1
aprycraard 11K-2221-corn «2014-2018 iimmapna Y30eKHCTOHAA aXOJMHHHT
PENpPOAYKTUB CAJIOMATIIMTUHU SHajga MycTaxKamiaill, oOHajap, Oojamap Ba
yemupnap corauFMHEM  Myxodaza Kwimm Oopacugaru  JlaBmat  gactypu
Tyrpucuganru Kapopiapu, xamaa Ma3kyp (aoiusTra Teruiui 0olka MebEpHii-
XYKYKUH XyxoKariapja OenruiiaHraH BasudaiapHU amajira OLIUpHINra Yoy
qUccepTanus TAAKUKOTH MyailsiH Japaxaaa Xu3Mar Kuiaau.

TagKuKOTHUHT pecny0jnKa (paH Ba TEXHOJOTMSJIAPU PHUBOKIAHWIIN-
HUHI YCTYBOP HYHATHILJIAPUIra OOFJIUKIMIU. MasKyp TaaKUKOT peCIyOinKa
dan Ba TexHoJOTUsIIAD PUBOMUIAHUIIMHUHT VI «TuOOMET Ba dapmakomsorus»
yctyBop — HyHamumura — myBopuk — JUTHA-10  «MHCcoH — kacammkiapu
npopuIakTUKACH, TallIXMCHU, JaBojall Ba  peaOWIUTALMSCUHUHT  SIHTH
TEXHOJIOTHSJIAPUHU UIIIA0 YMKHUIID JIOWUXacura MyBopUK Oakapuiras.

Jucceprauus MaB3ycd OyiMYa XOPHKMHA WIMHH-TAAKUKOTJIAP LIAPXH.
PenponyktuB €mparu aémiapaa 0ayajoH MHOMACHHHMHI JAaBOJAll TaKTHKACUHU
TaHJIAIITa MWYHAITAPWITAaH WIMHM TaIKUKOTIAp JKAaXOHHUHI €TaK4h WJIMHUN
MapKaszJjiapu Ba OJIMi TabJIUM Myaccacanapuia, skymmnanan: Universitit Heidelberg,
Universititmedizin Berlin Charite (Tepmanusi)'; Cliniques Universitaires Saint-Luc
Catholic University of Louvain (bensrus); Clinica Ginecologica EL Centro de
Estudios de Obstetricia y Ginecologia Asociado, Lugo (Mcmanus)®; Hopital St.
Antoin, Assistance Publique-Hopitaux de Paris and University Paris (®panius);
Medical University (ABctpus), Clinica Ostetrica e Ginecologica (Mramus)’; MDSL
International Ba OsterMed, Birmingham (bupnamran Kupomnuk); Prywatna
Klinika Polozniczo-Ginecologiczna, Bialystok (ITosbina); akanemuk B.M.Kynakos
HOMHUJIard AKYIIEpJIUK, THHEKOJIOTHSI Ba TIEPUHATOJOTHS WIMHUNH MapKasu,
J1.O.0TT0 HOMHJArd AKYyWIEPIUMK Ba THUHEKOJOTUS WIMHN-TAIKUKOT MapKasu
(Poccnst) Ba TomkeHT meanaTpus THOOHET MHCTHTYTH (Y36EKHUCTOH) TOMOHM/IAH
o0 GoprIIMOKAa.

! Ulipristal Acetate for Symptomatic Uterine Fibroidsand Myoma-Related Hypermenorrhea / Rabe T., Ahrendt H.J.,
Albring C., Bitzer J. et al.// Joint Statement by the German Society for Gynecological Endocrinology and
Reproductive Medicine (DGGEF) and the German Professional Association of Gynecologists (BVF). J Reprod Med
Endocrinol 2013; 10: Sonderheft 1: 82-101;

2 Ulipristal acetate versus placebo for fibroid treatment before surgery (PEARL 1) / Donnez J., Tatarchuk T.F.,
Bouchard P. et al. // N Engl J Med 2012; 366: 5:409-420;

® Ulipristal acetate versus leuprolide acetate for uterine fibroids. (PEARL I1) / Donnez J., Tomaszewski J., Vazquez
F.etal. // N Engl J Med 2012; 366: 5:421-432;

6



PermponyktuB  €mmarm  aémmapma 0adajioH  MHOMACHHHMHT — JTaBOJIAII
TAaKTUKACMHU TaHJAIIra 3aMOHABMH EHJAllyBra O] >KaxoHJa oJaub Oopuiran
TaIKUKOTIAp HaTWXKAcUlla KaTop, >KymjaJaH, KyWHJard WIMHN HaTHXaliap
OJIMHTaH: MUMMYH TU3UMH AUCHYHKUUACH XYCYCHSITH Ba YHUHT MpoiudepaTus
KapaSHIap PUBOXIIAHHIINIATH YpHU anukitanran. (Department of Public Health
Sciences, = Henry  Ford  Hospital, CIIIA);  nuToKMHIap,  amnomnro3
KYpPCATKUWIAPUHUHT MHOMAa  TATOT€HE3WJard  HUINTUPOKM  aHUKJIAHTaH
(Department of Medicine, Memorial Sloan-Kettering Cancer Center, AKIII);
Shanghai Institute of  Planned Parenthod Research, Xwuroit > ; MuOMa
PHBO/IAHMIIMAA YCHUII OMWIITAPHHHHT axaMusté aHnkmanras® (Department of
Obstetrics and Gynecology, Tottori University School of Medicine, SInonus); oup
Typllard XyXKadpajap ydyH IOKOpPM MHTOT€H YCHII OMHWJIM OOIIKAa Typaarw
XyXalipamapra WHTHOWTOp cudarnma TabcUp KWIMIIA XaMJa MHOMAaHHHT
nponudepaTtuB (HAOUIMTUHU TaBCU(IOBYM OMUWIUIap aéulapHU JaBoJialll Ba
PENPOAYKTUB  (PDYHKIMSICHHU THUKJIAIl HMMKOHUHU O€pUIlM  KypcaTHIraH
(Dipartimento di Science Ostetrico-Ginecologiche, Urologiche e Medicina della
Riproducione, Universita degli Studi di Napoli Federico II, Uranus; Mocksa
J[aBIaT THOOUET-CTOMATOIOrHs YHIBepcuTeTH'; akagemuk W.ILITaBioB HOMHmAry
JlaBnat TnOOuEr yuuBepcutetn, CII0, Poccus; Society for Research into
Infertility, Brussels, Bexsrus’; ObsEva S.A.Geneva, [lIBeiinapus).

Jlyréna OayajoH MHOMACHHH TAIIXUCIANl YCYJIAPUHU TaKOMUJUTAIITHPHIIT
Oyiinua Katop, )KymiaJaH, KydWuJard ycTyBOp WYHaIUIUIAPAA TaJKHUKOTIIAp OJu0
OOpMIIMOKIA: UMMYH TH3UMH KYpCATKHUWIAPWHUHT XOJaTH, MUOMAHUHT KeJInO
YUKAIIHA TeHIIap MOIMMOP(PU3MUHUHAT aXxaMuATH; aéiapaa 6adaoH MHOMAaCHHA
dpTa TAIIXHCIAll Ba JaBOJIAIl Macajajaph; MHOMATo3 TYTYHJAp TypJapuHU
AQHUKJIAIT; TAIIXWUCIAITHWAT 3aMOHABHH MabIyMOTIIH JACTYpJIapH; JaBOJIAITHUHT
KOHCEpPBAaTUB YCYJUIapH; KaM WHBAa3WB ab30HU CaKJIOBYM TE3KOp JIaBOJAII
yCYJUTApUHU SPATHIIL.

MyaMMOHMHI YPraHWITaHJIMK Japaxacu. XO03Upry NManTaa acocuil WIMUN
TaJKUKOTIAp 0adyaJ0oH MUOMACHHUHT Tai0 OVIUIIM Ba YHU caMapaju JaBOJIalll
YCYJUIAPHU YpraHuilra kKaparwirad. MacanaH, poccusiuk oiumiiap YyxJI0BUH
A.b., Ba Oomka xammyanudiap ©O0adagoH MHUOMACHHUHT PHUBOKJIAHUIIHIA

! Wegienka G. Are uterine leiomyoma a consequence of a chronically inflammatory immune system? // Med
Hypotheses. 2012 Aug;79(2):226-31;

% Nair S, Al-Hendy A. Adipocytes enhance the proliferation of human leiomyoma cells via TNF-a proinflammatory
cytokine // Reprod Sci. 2011 Dec;18(12):1186-1192;

* Involvement of Bcl-2, Src, and ERa in gossypol-mediated growth inhibition and apoptosis in human uterine
leiomyoma and myometrial cells / Zhu Y., Xie S.W., Zhang J.F., Zhang T.T. et al. // Acta Pharmacol. Sin. - 2010. -
Vol. 31, Ne12. - P.1593-1603;

* Interleukin-10 attenuates TNF-alpha-induced interleukin-6 production in endometriotic stromal cells. Tagashira Y,
Taniguchi F, Harada T, lkeda A, Watanabe A, Terakawa N. Fertil Steril. 2009 May; 91(5 Suppl);

> Preoperative treatment of uterine leiomyomas: clinical findings and expression of transforming growth factor-
beta3 and connective tissue growth factor. / De Falco M, Staibano S, D'Armiento FP, Mascolo M. Et al. //Am. J Soc
Gynecol Investig. 2006 May;13(4):297-303;

® Amamsn JLB., Conoa M.M., Mamyrus H.M. OnsIT npuMEHEHUs! CENEKTUBHBIX MOAYJISITOPOB PELENTOPOB
IIPOrecTepOHa B JICYEHHMH MHOMBI MaTKHU. (0030p auteparypsl) // IIpodnemsr penpoxykunu. 2014. - Ned. — C.34-38,;

" Donnez J, Donnez O, Dolmans MM. With the advent of selective progesterone receptor modulators, whats is the
place of myoma surgery in current practice? Fertility and Sterility. 102:3 2014 Sep P.640-8.


http://www.ncbi.nlm.nih.gov/pubmed/?term=ZHANG%20TT%5BAuthor%5D&cauthor=true&cauthor_uid=21102482

MMMYHOJIOTHK Ba T€HETUK OMWJIIAp YpHUHH Ypranumrad. Anamss JI.B. Ba Gomika
xammyanuduap (Poccus) mMuoMaHuHr maiigo Oynaummaa YCUI OMUJUIAPH,
AHTHOTEHEe3 XYCYCUATH VPUHIAPUHU aHUKJIAIITUPUO, MHUOMaHU JaBOJAIlIa
IPOreCTEPOH PEUENTOPIAPHUHT CEJIEKTUB MOMAYJSATOpIAp camMapaJopiIuruHu
kypcatud Oepuninu. Chang C.C. Ba 6omika xammyanudiap (TaitBans), Park D.W.,
Yang K.M. (Kanyouit Kopes) u Nair S. (AKIL) Ba Gomka xammyanudiaap
HeoBackysipuzanus (VEGF) xapaé¢aunu OenrmnoBun Ba B2 (TGF-B2) yeum
OMIJIMHA TpaHCHOPMANMSUIOBYM, IIYHUHTACK mposmdepannus Ba amomnTos
Kapa€HIapUHU AaKC ATTUPYBYM TOMHPJIAP SHAOTECIMHUCHUHUHT YCUII OMUIIH
0auaZoH MHOMAcH PHUBOXJIAHUINN Ba MpoiudepatuB (GAoTUTH MapKepiapH
skannuruHu ucobotnamau. Donnez J.(bensrus), Kazem Nouri (ABctpus), Barlow
D.H. (Ilotnanaus) 6a4agoH MHOMAacCHHHU JaBOJaIlga Ba MUOMAKTOMHMSIAAH OJIIUH
omepanuara Tau€piam  y4yH TMPOTECTEPOH  PEIENTOPJIApHUHT  CEJICKTHB
MOyJSTOpIap caMapajopiuruuu kypcarud o6epunau. Kapumos A.X., AxMenoBa
["A. TomoHuman OauajoH MHOMAacH Xojarujaa O0a4dajoH Ba TYXyMJIOH
apTepusiiapuiard KOH OKUMH Ypra"wiran Oyiaumb, Oy TaAKUKOTIap MHOMa
acopaTJapUHUHT PUBOKJIAHUII XaBPUHU aHMKJIAIIra UMKOHUAT O6epraH. Kapumos
3.J0. Ba Oomka xammyanudiaap TOMOHHAAH aéiiapjaa (EepTHUIMKHU THKJIAIIa
MHUOMAKTOMUSHUHT caMapaJopJIMTUHU UCOOTIAIIIIH.

bauanon Muomacu nmaToreHe3u, yHU TallXHclall Ba 1aBoJiall MyaMMOCHHUHT
KaXOH MUKECHIA TaAKUK dTUIAETraHura Kapamaid, OyryHTH KyHJIa sSHajaa 9yKyp
YpraHuIHy TaKo30 ATaJuraH Kyriad Xan KWIMHMaral Macaiaiap Ba MyaMMoJap
MaBxyz. badamon MruoMacu MaBxy1 OeMOpiIapHA TEKITUPHII OWIIaH OMp KaTop/a
MHOMATO3 TYTyHJIap TYPUHU aHUKJIAII CTAaHAAPTIapy UITUTA0 YMKAIMaraH.

AB30HH CaKJIOBUYM KOHCEPBATHB JaBOJIAI, IITYHUHTACK peaOHIMTAIOH
JaBONAIl XaMJa VY3WHWHT PENpPOAyKTUB (YHKIHMSICMHH a0 3Ta OJIMaraH
penpoayKTUB  €miiard  a€lapHUHT  (QEPTWUIMTMHM — TUKJIANI  yCyJulapu
cTaHAaprTiamrTupuaMarad. byHuHr Oapuacu 6adajoH MHOMACHHU JIaBOJAIlla
sSHru4a E€HJAITyBHA MIIIA0 YMKUII y4yH WHGOpPMATUB ycysuiapiaaH (oiganaHnran
XOJiZla SIHTU TaIKUKOTIap oJu0 OopwHIll 3apypiMrujaH najgoiat Oepamu, Oy aca
WIrapu CypWiIraH MyaMMOHUHT JOJ3apOJIMTH Ba YCTYBOPJHMTHUHU Oeiruiiad
oepaam.

Juccepranus MaB3yCMHMHI JUCCePTANUS 0a:KAPUIAETIaH OJIMHA TABLJIUM
MyacCacaCHHMHI WIMHMH-TAAKMKOT HILJIAPU OMJIaH OOFJIMKIMIY. [(uccepranus
TaAKUKOTH TOIKEHT mneauaTpus THOOWET WHCTUTYTUHUHT WIMHAKW-TAIKUKOT
unuiapu  pexxacuHuHr 01980006703 «bomanapga TyFMa Ba  OpTTUPHWITAH
KacaJUTMKJIAPHW JMAarHOCTUKACH, JaBojall Ba NPO(MIAKTHKA YCyJIapHHH
TaKOMHWJUTAIITUPHUII) MaB3yCH Joupacuaa OakapwiraH Ba OJIMHTAH HaTHXayap
«PenpoaykTuB €migaru aémiapaa 0ayaJoH MUOMACHHM TallIXMCJIAll Ba ab30HU
cakjiad KOJyBYM JABOJIAIIHUHT 3aMOHAaBUW ycysuiapuHu wunniad gukuimy AJICC-
15.26.11 (2015-2017 iii.) noiimxacu qacTypura acoc KuinO OJIHHIH.

TaaKMKOTHHUHI MaKCcaaM MHUOMATO3 TYTyHJAp Xap XWJI TYpJApUHUHT
PUBOXIIAHMINIMIAA  OOIIKApyBYaH WMMYH MEXaHU3MIIAD  KYpCaTKUWIApWHU
yJIapHUHT TpoiudepaTuB (aouurura OOFJIWK XO0JJla aHUKJIAIl Ba PEHPOTyKTHB
émparn amiapga 0avaJloH MHOMACHMHH ab30HHM CakjoBuYd auddepeHiman
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JaBOJIANl XaMJa acopariap Mpo(rIaKTUKAcH TaKTUKACHHHM TaKOMWJUTAIITHPHIII-
JaH nbopar.

TaagkuKoTHUHT Basudaapu:

penpoayKkTuB €mgard aéijiapia MHOMa Typliapd Ba Ycull TaBCcU(UHM,
OIEpaTUB apajallyBJiap YaCTOTACHU Ba TYpPJIAPUHH PETPOCHEKTHB Ba MPOCHEKTUB
TaxJ I OPKAJIA YPTaHUIII,

JaBO TAKTUKACUHM TaHJAll Ba peaOuiIuTalus >KapaéHUHU MOHUTOPHUHT
KWINII YIyH TWHAMHAKAA JOMIUICPOMETPHUS Myu OnIaH MHOMAaTO3 TyT'yH aTpodu
Ba WYUArd KOH OKUMH TaBCU(UHU aHUKJIAIIT,

TOMHUP aPXUTEKTOHUKACH aHATOMUK XYCYCUSATIIAPUHU XamJia O0JIM0 TalllJIaHTaH
0adaoH Ba MHOMATO3 TYTyHJIap MatoMop(oJorusicuan EPyFiINK Ba CKAaHEPIOBYH
AJEKTPOH MUKPOCKOMUS EpAaMuia YpraHuiil;

0a4yaJloH MHUOMAacH PUBOXKJIAHUIIUAA MUMMYH TU3UMHHUHT POJIM Ba YHUHT
y3rapumniapu TaBCU(DUHM aHUKJIAII, OeMopiapja JaBoJalljaH OJITUH Ba KEWWH
npoaudepanus XxaBOUHA aHUKJIAI YUyH MapKepiap Takiaud STUl;,

in vitro Muoma Xyxaipanapura TGF-B2HUHT ITUTOTOKCHK caMapacUHU
TaJIKUK JTHIIL;

O0adamoH MUOMAId OeMOpJIapHU TEKIIUPHI JACTYpPUHU HILIA0 YHUKHUII Ba
KOpUM OTUII XamjJa YHUHT CaMapaJoOpJIuTHMHU aHUKJAIl, Takiaud STUITaH
MapKepJIApHUHT TMPOTHO3JANIAArl axaMUATH, CE3TUPJUTH Ba Y3Ura XOCIUTHUHU
aHUKJall, KIUMHUK-T1a00paTopusi KYPCATKUWIAPUHUHT Y3apo  OOFIMKIUTUHU
yJIapHUHT caMapaJopiIuruHy 0axoJiall yayH KOPPEISIIUOH Tax Ml KUJITUIII;

OauazioH MuoOManu aéiapjia TYTYHHUHI Typura Kapad XOMMJIAJIOPJIHK,
TYFPYK Ba TYFPYKJaH KEHUHTY JABPHUHT KEUMIIl XyCYCHUSTIAPUHU aHUKJIAIIL,

0ayaJloH MHUOMAacHAa PENpPOAYKTUB (DYHKUUSHU THUKJIAIITa OUJl TaKJIUd
STUTAaH ab30HU  CakjIoBUM  AuddepeHIIMaUIaHraH  KOMIUIEKC — JIaBOJIalll
caMapaJIOpJINTUHYA AaHUKJIAILL;

MHOMa PEIUANBY MPOoQUIaKTHKACK A OTIepalliiaH KeHHHTU peabInTaluoH
JABOJIAI CaMapaJOpJIUTMHNA aHUKJIAII.

TaakukoT 00bekTH cudaruga 6a4aj0H MHOMACH aHUKJIAHTaH, TEKITUPYB Ba
muddepennman naponangan yrran 350 Hadap penpoaykTuB Enimaru  aémiap
OJIMH]IH.

TaagkuKoT nmpeaMeT — UMMYH TU3WMHU ACOCHUM KYpCATKUYJIApUHU AHUKJIAII
Yy4yH BE€Ha KOHM Ba KOH 3apaoOu, yJIbTPaTOBYI, JOMNIUIEPOMETPUSI,
coHodyiactorpadus TAAKUKOTIApW MAabIyMOTJIapu, OJUO TalulaHraH OadagoH
MakKpoIpenapaTuiad OJIMHTaH MUOMETPHUI Ba yeutn OMUJIMHU
TpaHchopManusiioBun — quarnoctukym (TGF-f2).

Taakukor ycyuaapu. TaakukKoTna yMyMUW KIMHHUK, (QYHKIHOHAT
yJIbTPATOBYIIl, HWMMYHOJIOTHK, OWOKUMEBUH, PEHTIE€H-KOHTPACT, KJIMHUK-
MOP(QOJIOTUK Ba CTATUCTUK yCyJUTapuiaH (o JamaHuIIu.

TaaKMKOTHUHT WIMMI SSHIWINTH Kyiuaaruaapaad noopar:

MUOMaHUHT TipoiudepaTtuB (QaoUrura Kypa sUUTMFJIQHUINTa XOC Ba
SUUTUFJIAHUINTA  Kapiid [UTOKWHJIAP IUCOANaHCH, SHAOTENWal YCHUIIl OMIIA
(VEGF) xycycusitnapu aHUKJIaHTaH;

MHOMAaTO3 kapaéH nponudepanuscu xaBdu, oneparusgaH KEHUHTH IaBpJa
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aca TYTYHJIADHUHT PEUUIVMBH XaB(PH mapaxacuHU Oaxoyaml y9yH WUMMYHOJIOTHK
MapKepJiap aHUKJIaHTaH;

MUOMa puBOXIaHuIMaa TpaHncGopmanusaoBun TGF-B2 Yeum oMuamHUHT
[IUTOTOKCHK Ba MPOANONTOTUK TAhCUPH Jj03ara OOFIMKJIUTY UCOOTIaHTaH;

JOMIUIEPOMETPHUSIa MHUOMATO3 TYTyHJap KOH OWiaH TabMUHIAHUIIN
Japakacd TYT'YH TYpUHHM aHMKJAll Ba JaBOJIAlll CaMapaJOpMIMHA MOHUTOPUHT
KWJIKII YY9yH MapKep XUcoOJaHUIIN UCOOTIaHTaH;

WIK MapTa MHOMATO3 TYyTyHJap Typura, a€lHUHI EMIMra, penpoayKTHB
(GYHKIMSICH XONaThra, MHOMaHUHT KIUHHUK Oenrunapu Oop-Mykiurura OOFIHK
XoJ1a 6ayajoH MUOMAacuHH AuddepeHlnaianrad HHANBUAYal AaBOJall yCylIn
Taknu( KWIMHTaH, MHOMa CHUMITOMCH3 Kewya€Tran €m aéuiapia aHbaHaBHUM
Ky3aTHII TaKTUKacura KaparaHga (aoja JaBojall TaKTHUKAacCH caMapaupok
SKaHJIUTU UCOOTIIaHTaH;

0adaoH MUOMaIIU OeMopiiap/a YIapHUHT PENPOIYKTUB (PAOTUATUHN THUKIIAIIT
yuyH aronuctiap (a-I'mPI') xampa mporectepoH perenTopiIapUHUHT CEJIEKTHB
MOIYJISATOPJIAPUHMA KYJUIaraH XOJj1a ab30HU CAKJIOBYM KOMILJIEKC J1aBOJAIl YCYIIH
UI11a0 YNKUJITaH.

TaaKuKOTHHHT aMaJIMii HATHXKAJIApH Kyluaaruiapaad noopar:

0adaqoH MHUOMAcH aHUKJAHTaH aélapHu JaBOJIAIAaH OJIIUH MHOMATO3
TYTyH TYpJapUHH MPOTHO3JANI MaKCaIua TEKIIUPHUII JaCTypHu HUILIA0 YMKUITaH
Ba TAJ0MK STWITaH, PEOPOAYKTUB €UlAaru aémiapia MUOMATo3 TYT'YHJap TYpPUHU
aHUKJIam  xamja  0a4aJoH  MHOMAacHHM  KOMIUIEKC  JlaBOJjall  y4yH
g depeHuramIaHran €HIaIyBHU Oenrunani Makcaauaa arornTo3,
npoJimdepanys Ba aHTHOT€HE3 MapKepIapu Takaug STUIITaH;

O0adagoH Muomacu Oop OeMOpJiapHU TEKIIMPHUII Ba AAaBOJIALIl JACTYPUHUHT
caMapaJIopJITM aHUKJIaHTaH, ymoOy pgactyp OadagoH MuUOManu Oemopliapaa
acopatrjiap PUBOKMHUHI YaCTOTACMHU KaMaWTUpPraH, PEnpoayKTUB (GYHKIIHUSHH
TUKJIAITA MMKOH OepraH, pEmnpoAYKTHB ab30HUHT MHYKOTWIWII YacTOTACUHU
Kamaiumura o0 KelraH Ba aKCMHYA, ab30HHM CAKJIOBYM KOHCEPBATHB JIaBOJIAII
camMapaJIopJIMTUHU OIIIUPTaH;

TYTYHJIAp XOJIATUHM MOHHUTOPUHT KWJIWII OwiaH Oupra peaOuiIuTairoH
JnaBoyaml Wnutad YUKWITaH; MUOMAHUHT PEUMJIMBH IXTUMOJIWHU TPOTHO3JIAII
yUyH MapKepJiap Takiaud dTUIraH.

TaaKuKOT HATHKAJAPUHUHT MINOHYWIMJIMIH TAJAKUKOT HATHOKAJTAPUHUHT
WIIOHWIWJINTA  3aMOHABUW  y3apo OHUp-OMPUHM TYJNIUPYBUM YMYMKIMHUK,
UMMYHOJIOTHK, YJIbTPATOBYII, PEHTIC€HOJOTUK, MOP(OJOTHK ycyulapu Ouiad
TaCAUKJIAHAAM Ba CTAaTUCTUK TAJIKUKOTJIAp Xamjaa eTapiad Japaxaaaru
OeMOpJIAapHUHT COHU OMJIaH UCOOTIIAHAIN.

TaagkukoT HATHKAJAPUHUHT WIMHH Ba aMaiauii axamMusith. TagkKukoT
HATWKAJTAPUHUHT WIMHA aXaMHUSTH IIyHJAaH HOOPATKH, YHIA PENpPOITYKTHB
mmarn aémiapaa 0a4ajoH MHOMAcHd PUBOXIIAHUIIMHUHT MYXUM IaTOTCHETHK
MexaHu3miiapu Eputud Oepuiirad. bayajgon MuomMacu Ba YHUHT Xap XWJI TypJapH
PUBOXIIAHMINNAA WMMYH TH3UM (AOJIMATH Ba YHUHT V3rapuiuiapyd poJid
MyXMMJIUTH, OJKyMJIaJlaH, MHOMa TIaTOTEHEe3W/a SUUIMFJIAHMINTa XOC Ba
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SUUTMFJIAHUINTAa  Kapiid [UATOKWHIAP aucOaiaHCH Xamaa VCUIl OMIJIIapu
UIITUPOKU KYpCaTUJITaH.

TaaKUKOT HaTWXKAJTApUHUHT aMajuil axaMmusaTH OeMOpJapHU JaBoJjallljaH
OJITUH MHUOMATO3 TYTYHJap TYpPUHU aHUKJAIl Ba ab30HM acpald KOJYyBYM Kam
MHBA3MB AaBosamHu onud 6opuin yuyH YTT Ba monminepoMeTpusi TEKIIUPYB OJIUO
Ooopumn Takiaug >TwiIraH, Oy paauKall omepanusiap 4acTOTACMHU KaMalTHpHUII
UMKOHUHU OepraH. Muoma TyryHiaapu TypH, a€IHUHT €M, YHUHT PENpOIyKTUB
GYHKIUSICH, KIIMHUK OCNTHIIApHUHT O0p-HyKurura kypa auddepeHiiman JaBoiar
taknu¢ stunrad. [Ipomudepanusnu muomanapaa VEGF rokopu Mukmopu Ba
MHUOMAaTO3 TYyryHJapJa KOH OKUMH CHGATHHUHT KyYalWIId  OpPacHIa,
SJUTMFJIAHUIITA XOC Ba SUUTUFJIAHUINTA KApIIM ITUTOKUHIAP opacuaa OOFIUKINK
AHUKJIAHTaH. SUMFIaHuIIra XOC UUTOKMHJIAp, YCUII OMWJUIAPU MUKJIOPH
KYTIAWWIIN XaMJla MUOMa TYTYHUJAa KOH OKUMHHHHT Ky9aluImm mpoiudeparusim
MHOMa D3XTUMOJHJIAH janonar Oepaau. OmnepanusanaH KEMHMHTHY MHUOMAHUHT
pPELUINBY Ba PENPOAYKTHB ab30JaH MaxpyM OYJIMII YACTOTACHMHHM MacalTHUPHIII
UMKOHUHU SPATyBUYH PEaOMIUTAIMIIOBYHN JaBOJIAII TaKIU( STUIITaH.

TagKuKOT HATHKAJAPUHUHT KOPUI KHJIMHMIIN. PenpoaykTuB €mimaru
aémapaa 6ayaJioH MHOMACHMHHUHT JaBOJIalll TaKTUKACHMHU TAaHJAIITra 3aMOHaBHM
€HJalTyB 03aCUJaH OJIMHTaH WIMHUM HATHXKAJIAp COFJIMKHU CaKJall aMajuéTura,
xymnanaH: @daproHa BWIOATH TNE€pUHATal MapkKa3d Ba AHIWKOH BHIOSATH
NepuHaTal MapKa3d THUHEKOJOTUK Oyiaumiapu (aonusTUra MKOpuid HTUITaH
(Cornukau cakjam BasupiauruauHar 2015 #iwr 4  nekaOpparm  8H-3/25-coH
MabJIlyMOTHOMACH). TEKIIUPUII aJrOPUTMUHUHT aMaluérra >KOpUH STUIUIIN
panukan onepauusiap 4vactoracuHu 30% ra xamaitupum, 80% xosataa
pPENpOAYKTUB ab30HW cakjam Ba 36,4% xonarna GEepTUUIMKHA —THUKIIAII
MMKOHUSTIIAPUHU SAPATIIH.

TagKuKOT HATHXKAJAPUHMHI anpodamusicu. Jlucceprauusi MIIMHUAHT
HATWXKaJIapu TypJIK XaJIKapo Ba pecnyOiuKa wiMHuii-amanuii amkymaniapuaa: The
World Congress on Building Consensus on Controversies in Gynecology,
Infertility and Perinatology (Cram6yx, 2013); 10™ Congress on the European
Society of Gynecology (Bpyccens,2013); 23" European Congress of
Obstetrics&Gynecology (I'mazro, 2014); 16" World congress of human
reproduction  (Bepmum, 2015); 17" World congress of Gynecological
Endocrinology (®upensa, 2016), MJIX aaBiaTiapuHUHT 2 XalKapo aHXKyMaHHUIa
«Ona Ba 6ona» XV Ymympoccusa unmuii popymu (Mocksa, 2014); «Onepatus
ruHeKosorust — auru trexuonorusuiap» VII Xankapo mnmuii konrpecce (CII6, 2014)
Ba 4 Ta pecrnyOnMKa WIMHI aHXyMaHJIapuaa: Y30EKMCTOH akymep Ba
TUHEKOJIOTJIADUHUHT  XaJKapo MyTaxaccuciap umrupoknara VI cwe3nm
(Tomkent, 2013), Akyumepiauk Ba THHEKOJIOTMSHUHI J0J13ap0 MyaMMoOJapH
(Kapumn 2012; Camapkang 2013; Tomkent 2015) Mabpy3a KuiauHTraH Xamja
TomkeHnT nemuatpuss THOOMET WHCTUTYTH WIMHH KEHTAIIM KOIIUIArd WIMHUN
cemuHapaa anpobdanusiaad yrrad (27 urons 2015 finn).

TagKuKoT HATHKAJAPUHUHI 3bJOH KWIMHUIIM. Jluceprauus maB3ycu
6yitnua xkamu 33 Ta WMIMMH WIOM YOI OSTHITAH, UIyJNapiaH Y36eKHCTOH
PecniyOmukacu Onuit aTTecTanus KOMUCCHSCHHUHT JTOKTOPJIMK JUCCEPTAIMSIIAPU
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acOCHIl WIIMHMI HaTHKaJapUHU YOI THIL TaBCHs 3TWIraH WIMHM Hampiapaa 13 ta
Makona, )kyminanan 10 tacu pecrnyOinka Ba 3 TaCH XOPXKUN KypHauIapJa Haiip
ATUJITaH.

JluccepTanMsIHUHT TY3WIMIIM Ba XaskmHu. J(uccepranus TapkuOu KUpUIL,
eTTuTa 000, XyJoca, horananuiaran anaduériap pyixaru, 28 ta kaasai Ba 50 Ta
pacMaaH ubopat. JuccepranusHuar xaxmu 190 6eTHH TalIKuil 3TraH.

JTNCCEPTAIIMSTHUHT ACOCHUN MA3ZMYHHU

Kupum xucMuga TagKUKOTHUHT JI0JI3apONIMTH Ba 3apypaTH acOCJaHTaH,
TaIKUKOT Makcan Ba Basudamapu Tabpudanrad, OOBEKTH Ba TNPEIMETH
aHUKJaHTaH, TaJKUKOTHUHT  pecnyOiaumka (aH  Ba  TEXHOJOTHSUIApHU
PUBOKJIAHTUPUIIHUHT MYXUM MWYHAJIUMIUIAPUTa MOCIMIUA KypCaTWITaH, WIMHUU
SHTWJIWTY Ba HATWXKAJapHUHT Ha3apuil Ba aMaivii axaMusTH OaéH KWJIMHTaH,
OJIMHTaH HATW)KAJIAPHUHT MILIOHWIWIUIH ACOCIAHTaH, TAJKUKOT HATH)KaJapHUHU
aMaiauérra OKOpUW OTWIMIIK, OIBJIOH KWIMHTAHIUTH Ba JIUCCEPTAIUSHUHT
TY3WIHUIIHA 00pacHiard MabIyMOTJIap KEITUPUIITaH.

HucceprauussHuar «badyagoH MHOMacH 3THOJIOTHSICH, MATOTeHe3Uura
3aMOHABMH Kapauuiap, penpoayktuB (aoausar taBcudu, ¢eprua émaaru
aéJulap MHOMACHHHU TANIXUCIAI Ba JaBoJiaml ycyJuiapw» 1e0 HOMJIAHTaH
OupuHun O00OMAa MaB3y OVyitmuya om0 OOpwiIraH TaJAKUKOTIAp HaTHXKaJlapH,
XOpMKUN Ba Maxaudid anabuétnap taxjauiau Oaradeun €purtwnran. Llynnai
KWIKNO, TaAKUKOT MaKcaauJaH Kenud 4YMKKaH XoJjjda, Inapxjaa 0OadajaoH
MUOMACHHUHI Maijo0 OYIuIIM Ba PUBOKJIAHWIIM cabaliapu, yHU TallIXyciall,
MMMYH THU3MMH XOJaTH, MUOMATO3 TYT'YH TYPUHHM aHUKJANIa TypJiyd TalIXHCIIaml
YCYJUIApUHUHT  VPHHM, 3aMOHABUH KOHCEpBAaTHMB Ba ONEpaTHUB  JaBOJIAII
TaMONMIIIApU XaKUAAryd SHT CYHITH MabIyMOTIap TaXJIMJI ATUIITaH.

[uccepranussHuHr «PenpoaykTuB €mpgaru 0a4aioH MHOMAJIM AEJUIapHU
TEeKIMPHUII Ba JaBoJIall YCYJJIAPH TAXJWJIW» Je0 HOMJIAaHTaH UKKUHYK 600ua
TAQIKUKOT ychayOnmapu Ba TEKIIUPWITaH OeMopiiapra Ouja  MabIyMOTJIap
KenTupuirad. ToIKeHT maxap 6-COH TYFPYKXOHAa Ma)XMYaCHHUHI TMHEKOJIOTHS
oymumura 2002-2011 #wmap npaBomuaa OadagoH MHOMACHHHM — ONEPATHB
naBosamra keiaran 581 Hadap a€nHUHT KacayUIMK TapuUXU PETPOCHEKTHB Tap3fa
yprauwnau. [IpocniekTuB TekmupyB 0adyaqoH MHOMACH aHUKJIAHTAaH PEMPOTYKTHB
¢mmarn 350 Hadap OemopHuM Kampab oaub, ynapAa KacCaUTMKHUHT KIMHUK
KYPUHUILIN, KSUUIIIH, PENPOAYKTUB (DYHKIUS Xouatu ypranwiau. Onub 6opuiran
TEKIIUPYBIAPJAH CYHI, TYTyHJapJard KOH OKHUMH JONIUIEPOMETPUSICUHUHT
MabJIyMOTJIapura acociaHub, Oemopnap 3 Ta Typyxra axpatuigu: 1-rypyx —
nponudepanusaan 6ayagon muomacu 6op 150 nadap Gemop, 2-rypyx — oanui
Oauajon mumomacu Oop 126 Hadap Oemop, 3-rypyx — OadajoHHJa MHOMA
TYTYHJIapU aHUKJIaHTaH 74 Hadap XxoMuaaaop aéi.

Omu6 Oopwimaérran naBonamra kypa, 1- Ba 2-rypyxaaru Oemopmap 3 Ta
KUK Typyxra axxpatuiaau: a) 3 oi maBomuaa a-I'HPI” kymran xonga KOMIUIEKC
KOHCEpPBATUB JaBOJIAHTaH Oemopiap; 0) Xyaau My Tap3na 6 oil JaBoMuja
JABOJIAHTAHJIap; B) MIPOreCTepOH PEUEHTOPIAPHUHT CEJIEKTUB MOJIYJSTOPU —
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ACMHS Tpenapatd OWJaH [JaBOJaHraHiap. 3-TypyxJard XOMWIagopiap Xam
TEKIIUPUITaHJaH KeMNH, NKKUTa KMUMK TypyXra axparuiian: 3a — 6ayagoHaa Ky
COHJIM TYTYHJIap KaljJ 3TUITaH XoMmuiagopiap, 306 — OauajgoHma OWTTa MHOMa
TYyryHu Oynran xomuiaangopiap. Hazopar rypyxunu 16 nHadap cornom aén xamjia
24 nadap 6up xui rectanus MyAIaTUIArd COFJIOM XOMUJIAopap TallKWI KWIIIH.

Texmmpuiran aémnapaunar €mm 18 man 45 rada 6ynu6, yprada 35,6+0,66
EIIHY TAIIKWI T/IH.

XaB() OMWITApUHM aHUKJAII YYyH TEKIIMpWIraH Oemopnap OomigaH
YTKa3raH Ba XaMpoX OYNTaH KacaJTUKIApH, MEHCTpyald (PYHKITUSACH, aKyIICPIHK
Ba TMHEKOJIOTUK aHAMHE3U XAKUAard MabIyMOTap YpraHuiau.

bayagoH MHUOMAacCHMHMHI MaBXYyIJUTM KAYUK TOoC ab3ojapuHuHr LOGIQ-
400CL (5-7 mI'n matumkiap), xamaa Hitachi HIVISION Preirus (wacrotacu 8—4
MI'n V53WRI10 natumk) yckyHacuaa MHOMa TYT'YHJIapu aTpodu Ba MUHIATH KOH
OKUMHU cHudaTH JONIUIEPOMETpUSICH OwWIaH YTKa3WiraH yJIbTPaTOBYIUIH
TEKIIUPYBUAA TACAUKIAHIA. by MuOMETpHil NaTOJOTUACUHM TAaIlIXUCIAII,
MHUOMATO3 TYIYHJIApPHUHI COHHU, yJI4Yamiapl, JKOWIAIIraH YpHHU, YCHII
XapakTEepUHU XamJia TYpuHH (TponudepanusuioBud €KU OAIUN) aHUKJIAII
UMKOHHUHHU Oepau.

Te3z ycyBunm muomanu guddepeHnramian yayH YIbTPAaTOBYILINM JaTYUK
(Hitachi HIVISION Preirus) yckyHacu OuiaH CeKHH 00CHO TYKUMaapJiaH TaCBUP
OJIMINITA AaCOCIaHraH coHodjactorpadusgan Qoitnananungu. InacTorpadux
XapuTajania TyKuMmanap OMIIOK, OCOH CHKWJIaJH, 3KpaHIa KU3WI, CapuK Ba
SIIWJI paHTAa XapuTallaHau. 3u4 Ba KaTTUK TYKuUManap ¢akaT TYK KYK paHraa
TacBHUpJaHaau, Oy xaB(uu ycMa Xocui OYIraHHM aHTJIaTa/Iu.

NMMyHOJIOTHK TEKIIMpYBIIap OemMopiap KOHU 3apo0u/ia SULIAFIAHUINTa X0C
(IL-1B, IL-2, IL-6, TNF-0) xamaa suummeiaanwmra kapmwm (IL-10, VEGF)
[IUTOKWHJIAPHUHT MUKJIOPUHH aHUKJIAIIIaH nbopat 6ynuo, OyHUHT yuyH «BekTop-
bect» Tecr-tm3umiapu Ba pearentinap Ttymiaamugan (P®, HoBocubupck)
doitmananran  xoiga WMMYHGEPMEHT TaxJIWId YTKa3Wwian. VIMMyHOJIOTHK
Tekumpysiap ~ Y3P DA UMMyHONOIMS ~ MHCTHTYTHHHUHT — LIUTOKHHIAp
nabopatopuscuna (aupextop, Apunona T.VY.) onub Gopuiau.

TGF-B2 tpanchopmanusnoBuu YCUIT OMHJIMHUHT IIUTOTOKCUK aXaMUSTHHH
aHuKJam y4yH KynbTypan TtekmmpyBiap TTA MUTJII tubGOuii-reHeTMK Ba
MMMYHO(QEpPMEHT TeKIMpyBIap Oynumuaa (aupexrop, npodeccop Hpuckynos
B.Y.) in vitro yrkasuwiau. IIponudepanusim 6adagoH MHOMAcH TalIXMCIAHTaH
OemopiiapiaH OJMHraH OawaaoH TYyKuMmacuaan Qorgananmian. «Life Tech-
nologies» (AKII) wmaxcymotu smodwmianran  [TGF-B2  mporeunman
doitnananunau. bayagon Muomacu XykapajdapUHUHI BaKTUHYAIMK KYJIbTypacH
OJIMHIU, TYyKUMa IoBwiuO, 0,25% Tpuncun sputmMacu OWIAH TPUIICHHIIAH]IY.
Xyxaitpanap 12 dowusnu amOpuonan 0y30k 3apaodu (Ob3) 6unan RPMI-1640
MyXHTIa 3 KyH JaBOMHUJA YCTHPWIAW. 4-4M KyHH YHMO YMKKaH XyKaipa
MaTepuainra TPUICUH OWJIaH WIUIOB OCPWIIIN, TTOJUCTUPOIT TIaHIIeTHUHT («/lu-
Hatek», AKI) sccm TyOiam uykypuamapura oxodmamtupuian.  OJuHraH
XyXkadpamap 5 Ta Typyxra axparuaau, ymapra [GF-B2 omumnu O6uman 1000
mkr/10-10°, 500 mxr/10-10°, 100 mxr/10-10°, 10 mxr/10-10° no3amapna 60 maxuka
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JTaBOMHUA TabCUP KYpCcaTWIHM, OCIIMHYM Typyxra HaszopaT Typyxu cudarumga
TabCUP KYPCATUIMAIH.

bavagoHHUHT TOMUpIap AapXUTEKTOHUKACUHM YPTraHWIl Y4yH OJHO
TallUlaHTaH 0aydaJloH PEHTTeH-aHATOMHUK TEKIIUPYBU — pPEHTreHorpadusicu
yTKa3wiau, OyHaa nactinad ToMUpiap TYIAUPWIIM Ba TOMHUpP THU3UMH Oapuii
sputmacu Ownan koutpacTmiamrupuwiaun (TTA OXTA Ba HOopMan aHaTOMHs
kadpenpacu, mpodeccop Caratop T.A.). Epyriuk Ba CKaHEpIOBYM SIEKTPOH
MUKpockomus  €pramuga onub  TanulaHrad — OadagoHnmapHuHr 32 Ta
Makpormpenapatiapu Mopdosoruk ypranwian («akagemuk B.BoxumoB Homumaru
PMKM» AXK, nupextop Hazupos @.I'. Ba natosioruk anatomust PUM aupexrop,
V3P ®A akagemury, npodeccop Abaymiaxomkaesa M.C.).

EpyFiuk MUKpoCKONHMSICH Y4yH TYKMMa HaMmyHamapu ¢ocoatin Oydepra
10%mu popmanue spurMacuia KOTHPHIIM, TEMATOKCUIMH Ba J03UH OWIaH
oysnmu. Epyrnmk-onTuk MukpodoTocypaTiap pakamid Kamepa YpHATHIITaH
Axioscop 40 — ZEISS mukpockonu EpamMu/ia OJTHHIH.

DnekTpoH ckaHepyioBurd Mukpockomnus (OCM) yuyH TykuMa 2,5%u riotap
aNbAETUIN dpUT™Macuaa Kotupwinu, pocdar Oydepaarn TYPT OKCUIIU OCMHIMA
OwiaH KymuMya GuKcaus KAJUHIN, CIIUPT-alleTOH/Ia CYBCU3IAHTUPUIIN XaM/a
HCP-2 anmaparupa KpuUTHK HyKTa ycyiuna Kyputwiad. Ontun vanru [B-2
yckyHacuaa mypkanau, Hitachi-S405 snekTpoH MUKpockonuaa Kypuo YUKUIIH.

Muomanu koHcepBaTuB jAaBosiail yuyH a-I'HPI' mpenapatu (0ycepenuH-aeno
xap 28 kynaa 3,75 Mr Mymakiap opacura y4 €Kd OJTH KypC) Xamzia 3CMUs
npenapatu (xap KyHu 5 mr.m | tabnetkanaH 84 KyH HaBOMMAA) KYJUITAHWIIIH.
PeabunuranusnoBuu JaBoJIalll YUyH, anekTpodopes TapUKacua,
MaMJIaKaTUMH3[la WIUIad YUKapwiral, MPOTEOJUTUK (HaoJUIMKKa dra OYiiraH,
Tabuuii TPOTEONUTUK (epMeHTIap Maxkmyacu — KykyMmaszum mpernapatujan
ol nanaHuIIN.

TexmupyBrnapga  odWHTaH  MabiyMoTiapra  Pentium-IV — mepconan
koMmmbroTepusia Microsoft Office Excel-2012 mactypuit nmaketuman ¢oigananuo,
CTaHAApT CTaTUCTUK Kypcarkuwiapau (M, m, o) xucoOnanran xoima, Oor
nucnepcusuiapHuir TeHrurd (F — ®dumep mMe30HM) Me30HH OYinMYa CTaTUCTUK
uuuioB oepuiiau. Tamxucnam Me30HIapUHUHT UH()OPMATUBINTU (TabCUPYAHIIHK,
cnenupUKINK, MycOaT Ba MaH(UU NPOTrHOCTHK KUKWMAT) Xamjia HUCOMI Xartap
(RR) P.®neruep Oyitmua Oaxomanau. Dapxmap p<0,05 Oynranma CTaTUCTHUK
JKUXATIaH axaMUATra MOJIMK €0 XUCOOIaH u.

HucceprauusiHuHr «ba4yaloH MUOMACHMHUHI KJIMHUK KYPUHMIIU, YHUHT
3aMOHABHUIl TalIXHCJIAIl YCY/UIapd Ba ONepaTHB JaBoJjall TypJaapu» 1eb
HOMJIAaHT@H YYHHYM O00MJa PETPOCTHEKTUB Ba TMPOCIEKTUB TAIKUKOTIIAP
HaTIDKaJlapyu KeATUpWIraH OYyino, ylapHUHT acocuaa, MUOMa OViinya YTKa3zuiran
ONEpalMsJIapHUHT COHM CYHITH MWUIapAa aHya KyNaWraHu XamJa THHEKOJIOTHK
omepanusyiap yMyMUH COHMHHMHT y4jaH OUp KUCMUHU TAIIKWJI KUJIaETTaHIUTH
Kaig stunau. Muoma kynuHya 40 émgan katta aéiuiapjia CUMITOMIM MUOMAJIap
Tydaiinu 6a4yaJOHHUHT OJMO TanutaHuiura cadad o6ymaau. Penponyktup €minaru
Oenymt aémmapAa ab30HU CaKJIOBUM omnepanus — MuoMdkTomus (MD)
YaCTOTACUHUHT OpTUO Oopaétranu Kanj >Tuiau. Onepanus KWIMHTaH aéilapHUHT
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23,7 dousm penponyktuB &Emima, ynapaaHn 4,5 ¢owmsm 30 €mrava Oynran.
['MCTONOTHK TEKIIMPYBIIAP OXUPTH S5 WKl nuuja nponudeparus-Ppaosl MUOMAHUHT
yactoTtacu 47-55 dousraua omraHJIMraHa KypcaTiu.

[IpocnexktuB TagkukoTiaap 2012 #ungan 2014 #wirava 6ayajoH MHOMAacH
TalxucjaaHral penpoayktuB Emptaru 350 wHadap aénpga Yrkaswiaud. 2- Ba 3-
rypyxjapnaa 35 €mravya Oynran aémiap GeMOpJIapHUHT SPMUHH, |-Typyxja 3ca —
36,3 dousunu Tamkua Kuagu. 35 €npradH kartTta aémimap 1-Typyxzaa KYIpok —
63,7%, ynapnan 40—45 émparunap — 42,3% Oynras.

Texmupunran  OeMOpJIapHUHT  COMATHK  aHaMHE3WJAAa  SULTAFJIAHMII
KaCAJUTMKJIAPU 4YacTOTAaCH Ha3opaT TCypyXHAarugaH OKopu OyniraH. bominax
VYTKa3UiITaH KacaJTMKJIap UHIEKCH Oapua TypyxJiapaa Ha3opaT KypcaTKUWwiapuaaH
30 dhomsra rokopu OYIUO YUKIH.

Texmmupysnapra cababd meHcrpyan-oBapuan mukiaHuHr (MOLl) Oy3unumm,
Ooynna 1-rypyx nmanuentiapuna (55%) 2-rypyxaarura (40,5%) HucOGaTaH KYNpoK
(p<0,05), OenmymTiuK, OFpUKIAp, KYIIHA ab30yap (QYHKIUSUIAPUHUHT OY3HIIHIIH
oynmu. KacammkHuHr naBoMm HSTuin gaBpu 1 ¥wnman 13 Hunaraga Oyiras.
KacannukHUHT KIMHUK Oenrmiapuan 6emopiap 3-4 iinn qjaBoMua Ka1 STUIITaH,
YHAAH OJIIUH KacCaJUIMK CUMITOMCHU3 KEUTaH.

PenponykTvB aHaMHE3HU YpraHUII WIYHU KYpPCATAWKH, TYFUIUIAp COHHU -
rypyxJia Ha3opar Ba 3-TypyxJarujiapJaH UIIOHapiM paBuiia nactpok (p<0,05),
PENPOAYKTUB MYKOTHIIap dca OOIIKa rypyxJjapjaarura HucOataH KYIpoK
ydparas, OyHJia XOMHJIa TYIIUIIJIApU Ha30paT Typyxujgarura HucOaTtan UIoHapiu
paBumga kynpok (p<0,01) O6ynran. benmymmiuk mygaatu 1 Hungan 8 Huaraua
(26,8%). BawagoH Ba YCUMTaJapHUHT SUUIMFJIAHUIN Kacajuldkiapu |-rypyxia
(45,8%) xynpok anukianHgu. Jlemak, Tekmmpuirad aémiapjaa 6adyagoH MHUOMacu
PUBOKJIAHUIIIMHUHAT XaB() OMILJIAPU OFUPJIAIITUPUIITAH COMATUK aHAMHE3, FOKOPH
kacautanuim  uHAekcH, MOIL] Oy3wmmmu, 6avyajoH Ba YCUMTaJIapHUHT
SULTUFJIAHUIITH, pPENpPOAYKTUB HyKoTHUIILIap, OeMmyIITINK, TOPMOHAI
parOaTIaHTUPYBYM JaBOJIAIl XMCOOIaHAIH.

bauanon YTTna muoma 6up Gemopaaru TyryHJIap COHH OIauid Muomana |
TajgaH 3 Tarada, npoiudepatuB MuoMana 3ca 3-9 Taraya SKaHJIMTH aHUKJIAH]IH.
bupruna YTT TyryHHUHT TYpUHH — OJITUN TYTYHMHU €KY MPOTUQEPAHUSIIIOBUNMU,
aHUKJAll MMKOHWHU Oepmaiinu. Muoma TyryHu arpoduaard KOH OKUMHHH
Vpranuinga aHvkiaHumuya, l-rypyxmaru 6emopnapna PU ypraua 0,47+0,01ra
TEHT 0ynnO, Oy TyryH KOH OWJIaH SIXIIM TabMHUHJIAHUIUIUHU KypcaTaau (pacm a).
Tyryn ynmuamu 25 MM Ba yHAaH KaTta OViraHja, TYT'YHHH O3UKJIAHTUPYBYH
TOMUpJIa TYI'YH HWuYd KOH okuMu anukiaHaaun (PU  0,57+0,01), Oy »nca
nposudeparusaioByn Muomara xocaup. Komrmuiekc maBoiaHuin YTKa3WJIraHJaaH
keiimn PU 0,79+0,01rava xyTapuinu (pacMm 0).

2-rypyxJara Oemopiiapaa TyryH arpoduaaru KOH OKUMH EMOHpoK, PU
Oamana Oymub, ypraua 0,80+0,02HM Tamkun Kuwigu, Oy OHpPUHYM TypyXra
KaparaHja WIoHwWIM pasumiga okopu (p<0,001) 6ynub, MUOMAHUHT OJIIUH,
nponudepanusaianMaral  Typura xocaup. JlaBomam yTkaswiarangan kedunH PU
0,87+0,03H1 TanIKuI KAJIA.
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[ysgait  xkunub, mommiepoMeTpust €paaMuaa JUHAMUAKAAA — YPTaHMII
TYTYHHHMHT TYPUHU Ba JIaBOJIAIIl CaMapaIOPJIMTUHU aHUKJIalll MMKOHUHU Oepaiu.

Obstetrics 7-APR-13 12:34:49 Obstetrics 16-APR-13 12:42:38
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1-pacm. MuomMaTo3 TyryHjaaru KOH OKUMHU CU(PATUHUHT JaBOJAHUIIIAH
OJIIMH (2) Ba 1aBOJIANIIAH KeinH (0) y3rapumu

[IponudepanusanoByn MUOMa KYNMUHYA KOH OWJIaH SIXIIM TabMUHJIAHAJIUTaH
30Hajap/ia — 6a4aJOHHUHT IOKOPH Ba MACTKU Y4JIaH OUp KUCMIIapHU/Ia >KOMIalay,
Tyryniap apanam Ba PU 0,56 gan mact Oynaau. Muomara OOFiMK OEMyIITIUK
Y4yH HMHTpamypaa Xoilamrad OAJAWd Ba NpoiudepauusaoBYd TYTyHJIap XOC
0ynuo0, ynap kynuH4ya 6a4yagoH OVIUTMFUHY AepopMalusIain.

CoHnonnacrorpadust TyryHmap Te3 yca€Tran xojuiapja Kysutanwirad. Koo
OKMMH TacT OyiraH oJaui MUOMajapAa AW NarTepH aHukiaaHau. Kyk Ounan
AN TaTTEePH KYNMPOK TOMUPJAPU KYN MUKIOpJa OyjiraH npoiaudepanusioBun
MUOMaJa aHWKJIaHAW, (akaT capkomara xoc Oyiaran Kyk maTTepH dca
aHUKJIAHMaJI1 71e0 U30XJIaHTaH.

HucceprauusiHuHr «ba4aJloH MHOMACHHUHI ONEPATHB JaBOJIAIIra
3aMOHaBHUil EHJALIYBJIap Ba MHOMATO3Jd 0a4aJOHHUHT MOPGoPyHKUMOHA
TaBcuu» 1e0 HOMIIAHTAaH TYPTUHYM OoOuga OeMOpJIapHU OIEepaTUB JaBOJIAII
HaTWXanapu kentupwirad. OnepatuB naBojaimi 1- Ba 2-rypyxjaaru xamu 84 Hadap
O6emopaa yTkazwiau, Oynapnaa kynpok MO (64,3%) — nmanapockonus €paaMua
38,9% Oemopnapna, manaporomus Wy ounan 61,1% Gemopnapna yTrazwiau. 3
oil (la- Ba 2a-rypyxnap) €ku 6 oii (16 Ba 20 rypyxaap) naBomuzaa a-I'uPI" ounan
€xu acMud npenapaTty Ousnad (1B Ba 2B rypyxJiap) AacTiadKy JaBOJIAIl YTKA3UITaH
o6emopiiapaa MO omneparusicu JaBOMUMJIUTA Ba KOH KETHIIM XaXKMU YpPTraHWIIIH.
MDpa sHr sxmu kypcatkuuiaap 3 o gaBomuaa a-I'HPIT éku scmus Ounan
omepaumsra Tal€piiaHraH xojuiapjaa oJuHad. Jlamapockonuk MOHUHT yprada
naomuiinuru (19,2+0,7 nak.) 1-rypyx O6emopiapaa TyryHiaap JanapoTOMUK OJUO
TaluIaHranjgarura Hucbaran (OyHAa TYryHJIAp SHyKIICalUsICHa TYTYH YpHUIAH
Kyl KOH KeTamau) 2 OapoOap kucka Oynmau. la- Ba 2a-TypyxJjapja oreparus
JAnapoCKONMUK Wy Ounan OaxxapwiraHia jganapoToMuk omneparusra (135,842,86
MJ) HEcOaTaH 2,8 MapTa KaM KOH KeTHINU Ky3aTwiau, 10- Ba 26-rypyxjapaa aca
XyIau IIyHAaW omepamusina 1B- Ba 2B-TypyxJjapaa dCMuUsi KaOynl KUJIMHTaHIaH
KEeWHH oreparnus yTKa3wiranaarura (TyryHiap JAesipiiu KOHaMaciaH OCOH aXXpayiio
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guKa1) HUcOaTaH 1,8 MapTa Ky KOH KEeTHUIIH 103 Oepau.

PeHTren-aHaTOMUK TEKIIMpYBIapJa MHOMaTO3 OadaJlOHHUHI TOMUPIH TYpHU
nepopMalUsUIaHTaHW, TOMHUpJIAp  HYHANUIIM  TapTUOCHU3JIUTH  AHUKJIAH/H.
PeHTreHorpamMmmanapHu ypraHull Ba yJapHH MUKpOIpENapaTIapHUHI TUCTOJIOTHK
TEKIIUPYBU (AMaMeTp, TOMHpiap KaauOpu Ba TOMUP OKUMUHUHI YMYMHUUH
MaiIoHN)  HaTWXKajapu  OWJIaH  COJMIUTHUPUIN  IOYHH  KYPCaTOUKH,
nponudepanusIoBUd MHOMaiapia TYTyHJAp 30Hacuia TOMHpJap aH4da SKKOJ
udomananran 6ynub, yHaaru HUpHUK O3UKIAHTHPYBUM TOMHUpIAp Ba KYmiad maiina
TOMHUpYAJIAPDHUHT ~ MaBXY/UINTH  HEOBaCKyJspU3allMsiiaH jJainonaT  Oepaiu.
['ucTonoruk TeKmupyBIap MyHu Kypcatauku, 58,5% nan 77% raga ¢pudpomroma
Ky3aTwiau, Oy onauii muomara xocaup. [IponudepanusioBun €ku yCyBUn MHOMA
OMpMyHYa KaMPOK aHUKJIAHIH.

Tankukornapumu3 OavyaJoH MHUOMAacHAArd aHTHOreHe3 YHUHT Mopdo- Ba
naToreHe3n OwjaH  aJOKaJOpJMIMHU  Tacaukiaaau. IIpomudepanusinoBun
MUOMaJlap/la Ba YHU ypad TypraH MUOMETpuUia, OJAUA MHOManapAaH (Qapkiu
ynapok, Tomupiap arpoduaa KyI COHJIM «YCHUII 30HANIApW» IIAKIUIAaHAAM Xamja
TOMHMp JI€BOPH MHUOLMTIAPU Ba OHHAOTEIMOLMUTIAPU Mpoiudepauusicu ¢aoa
Keuaau, Oy MNpoiudepaursaoBud MHOMaJa >Kajlajl TUIEepIUIa3us KapaEHiapu
Xamjia yimoy TyryHiapaard ¢paoi HeOaHIHOTeHE3/IaH Jajonat oepaau. (2-pacwm, 3-
pacm). by Ounan nponudepanusaIoBud MUOMAJIAPHUHT KIMHHUK XYCYCHUSATIApUHU:
yca€Tran TyryHJIApHHUHT KYTUIUTH, 0a4aqoH YI9aMIapUHUHT jKalajl KaTTalalluim
Xamjia oJlaTAa, TyTyHIap YIdaMIapUHUHT KaTTaTUTUHU U30XJIalll MyMKHH.

s (0040 2
SElI 8kV  WD13mmSS40
Sample

£K
SElI 8kV
Sample

2—pacm. Cybcepo3 aeomMuoMa. 3—pacm. Cyomyko3 JefioMHroMa.
DHI0TEeIUN KaTjiaMu MaBXyd OHJIOTCINH KaTJIaMH MaBKY/l
TOMUPHMHI WYku 103u. OCM. Kar. tomupuuHr wnuku to3u. DCM. Kar.
x1000 x1000

bayagonHuHr ojaMii Ba mpodudepaTMB MHOMaJapuHU AaHTHOTEHE3 Ba
AHTMOAPXUTEKTOHWKA  MO3MLMsTapuaaH  AuddepeHunan  TalIXUCIAlIHUHT
TUCTOJIOTUK ME30HJIApU: MHOMATO3 TYI'YHJIADHUHI «TOMHUPJIM OEKYaJapu» COHH;
TOMHUPJIAD TYPUHUHI PHUBOXKJIAHTAHJIMK Japa)kac XamJa MHOMAaTO3 TYTyHJap
TOMHUpJIApU JI€BOPJAPUHUHT XamJla TYTYHJIApHU Ypabd TypraH MHOMETpUHAaru
TOMUPJIAPHUHT MOP(OJIOTUK XYCYCUSATIAPU XUCOOIaHAH.
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A-T'HPT" Ba IIPCM (3cmust) OuiaH maBosiail HATIWXKAJAPWHH YPTaHUII YOy
npenaparjapHi KyJulalll MUOMATo3 TYTyHJap YIYaMJIAPUHUHT KUYMKJIAIIMIINATa
0JIM0 KEeNMIIWHU TacAuKiaau, Oy aifHukca nponudepanusuioBun muomara (36%)
HucOaraH oaaui Muomanaa (45-50 powusra) camapaaupokIury aHukjanau. P auHr
KYTapWIMIIK Tpenapariap TabCUpUa TYTYHJIap[a CKICPOTHK Y3rapuiuiap o3
Oepaétranuaan nanonar Oepamu. Illynmait kunu6, 6u3 a-I'nPI” Ba [TPCM HuHr
aHTHOreHe3ra TabCUPUHM HMCOOTIAIMK XamJa yJIapHU OadyaJioH MUOMacu Oop
OeMopjapHM  OmepaTWB  JaBOJIANIJAAH  OJIMH  KYJUIAITHUHT  Makcajara
MYBO(HUKIUTUHYU acociad OepauK.

Juccepranusauar «bayagon MuoManu aéiap HMMYH TH3HM X0J1aTH Ba
MHOMA PUBOXJIAHUIIKAA YCHII OMMJUIAPMHMHI aXaMUSATH» 1e0 HOMJIAHTaH
OemmHAYN 600M1a UMMYHOJIOTUK TaIKUKOTIAp HATHXalapyu KeITupuwirad. busz 52
Hadap OEMOPHUHT KOH 3apAoouaa suumrnanumra xoc (IL-1B, IL-2, IL-6, TNF-a)
Ba suturnanumra Kapi (IL-10, VEGF) uutokuHIapHUHT MUKJIOPUHH YpraHIvK,
Oy Oemopiap nactinabKy TEKIIMPYBIAH KEHUH 2 Typyxra axpatwiau: 1-Typyx —
nponudepanusiiopun muomanu 30 Hadap 6emop Ba 2-TypyX — 0NN MUOMaH 22
Hadap 6emop. Hazopar rypyxunu 16 Hadap corsiom aéi Talmkui KUIIu.

[IponudepanusanoBur Ba oJauil MHUOMaiu OeMopiiapAa SJUTMFJIAHUIITa XOC
MUTOKWHIap MukKnopunu anukiam IL-2 (p<0,001) Ba IL-6 (p<0,05) nazoparra
HucOataH 1,5-2 GapaBap UIIOHYIN PaBUIIIA OLITAHUHY KypcaTau. Siurinanuiira
Kapmd IUTOKMH [L-10 MuKkmopu suuMFIAHMIITAa XOC LUTOKMHIIApUIa KaparaHia
aHya nact 6ynnu (p<0,001) (1-xanBain).

1-xanBaJ
JlaBo1aliiad OJIIMH KOHAATY HMTOKMHJIAP MUKIOPUHUHT y3rapumu (M=+m)

Hazopar IIponudeparnB Mmuomann Onauit MuoMaTu
Huroxummap rypny/I,p n=16 ’ liil)“ylz)yx, n=30 2I-[fypyx , N=22
ﬂJ’IJ’II/IFJ'IaHI/IH_IFa X0C HI/ITOKI/IHJ’Iap
IL-1B 9,3+0,91 13,6£0,58" A 11,4+0,54
IL-2 3,1+0,55 9,8+1,05 % 8,5+1,15
IL-6 1,7+0,26 7,041,137 53+1,16
TNF-a 7,2+0,77 10,2+1,17 10,5+1,23"
SnnuFmaHuIra Kapimm MUTOKUHIIAP
IL-10 3,4+0,31 7,3+0,86 A 4,5+0,36

M30x: * - Ha3oparra HucOaraH uuorw ( - p<0,05; - p<0,01; - p<0,001)

A — 2-rypyxra Hucbaran umonwi (N - p<0,05; " - p<0,01; M- p<0,001)

& — nmaBosamrada OynaraH MawiymoTiapra HucOaraH wmoHwin (& - p<0,05; && - p<0,01;
&&&-p<0,001)

Annurnanumra xoc uuTokuHnap TNF-a Ba IL-6 MUKIOpPUHUHT IOKOPHJIUTH
OpraHu3M/a SJUTUFIIAHUII )KapaEHUHUHT CaKJIaHUIIINTA, YIAPHUHT KYyIaluIly 3ca —
MHUOMa TYTYHJAQPUHUHT, aWHWUKCA, YHMHT TpoTudepaTuB Typuaa, YCHUIINWTa
KaBOOAH SULTUFIIAHUII KapaCHUHUHT OONUIaHUIIHTa Epam Oepaiu.

18



[y 6uman Oupra, suumurnaaumra Kapmu [L-10 MUTOKMHHUHT MUKIOpH 2-
rypyxaa Hazopatra Hucbatan ¢axkar 1,4 wmapra i1okopu Oynran. [L-10
MUKJIOPUHUHT KaMaWWIIU SJUTMFJIAHUIITAa XOC IUTOKUHIIAP SKCIPECCUsICUTa OO
Kenaau. SJuMFIaHuIIra Xoc IUTOKUHIAP, Y3 HaBOATU[A, SJUIMFIAHUINTA KaBOO
OOCKMYMHUHT OOLUIAaHUIIHMIA Y3 pEUEnTOpiiapd OpKaId HMMYHKOMIIETEHT
XyKalpanapra TabCUp KWIMIIHU OONUIalIM, Ba LIy Tapuka, CeNUPUK UMMYH
KABOOHM MIITa TYLIUPAIH.

Onu6 Gopwirad AaBOJaHUILIAAH KEHUH 2-TypyX OemMopiapuaa sUUTHFIaHHUIITa
XOC IIUTOKUHIIAPU KYPCATKUWIAPU HA30paT T'YPYXd MabIyMOTJIapura SKHHJIAIIIN
(2-xagBan). By sca MUOMaHUHT KaiiTalaHuIl XaBhu HYKIATHHA XaM KypcaTaiu.

1-rypyx Oemopnapuna MDOpan kelinH 0ab3u OHp LUTOKUHIIAD MHUKIOPU
JaBojialiraya OyiaraH kypcarkudaiaapiaad umoHwin (apk kwaaum: IL-1p (p<0,01),
IL-6 (p<0,05), TNFa (p<0,05). Illy 6unan oupra, IL-2 Ba IL-10 xypcatkuduaapu
JaBOJIAIIIaH OJITMHTUTA KaparaHjga MacTpoK OYiau, amMmo Qapkiap HIIOHWIN
smac (p>0,05). lemak, Oy Oemopiiapjja MUOMAHUHT KaWTapUIUIIN XaBpU Xalu
CakJIaHUO KOJITaH.

CyHrru nWimapaa penpoayKTUB TU3UM ab30Japujia yecMmalap MaK/UIaHUIIAa
AHTUOTCHE3HMHT aXxaMUATH HCOOTIaHAW, Iy OOWMC yJTapHH TaIIXUCHIAll Ba
POTHO3JAIIJIaT  aXaMHUSATUHU aHUKJAII, oJau0 OopwiaérraH JaBOJAIIHUHT
caMapaJiopJIMrMHU 0axoJlalll y4yH TaJKUKOTJIAp YCMaJapHHUHI Maijgo Oynuiiwy,
ycumu Ba MeTacTtas OepuId ydyH >KaBoOrap TypiaH MOJIEKYISIP-OHOIOTHK
OMILJIAPHU aHUKJIAITra KapaTUIJIH.

2-KaABAJ
JaBosamiiaH KeiMH HUTOKUHJIAP MUKIOPUHUHT y3rapuiuu (M+m)

Hazopar

IMurokumnap | rypyx [IponudepaTtus Mmuomanu Onnuit MuomManu
=16 ' 1-rypyx, n=14 2-Typyx, N=8
HJIJII/IFJ'IaHI/IHIFa XO0C LII/ITOKI/IHJIap
IL-1P 9,3+0,91 9,4+0,85 9,3+1,0
IL-2 3,1+0,55 7,2+0,68 6,5+1,2%
IL-6 1,740,26 5,3+1,01 1,740,1%
®HO-a 7,2+0,77 19,0+1,28" 19,4+£3,71 %
ﬂJIJII/IFJ'IaHI/IH_IFa Kapum I_II/ITOKI/IHJ'Iap
IL-10 3,4+0,31 5,6+0,76% 3,9+0,37

M3ox: * - Hazoparra Hucbaran umoram (- p<0,05; - p<0,01; - p<0,001)

A — 2-rypyxra Hucbaran umonwi (N - p<0,05; " - p<0,01; - p<0,001)

& — naBomamravya OynaraH MabiymoTiapra HucOataH umoHwin (& - p<0,05; && - p<0,01;
&&&-p<0,001)

AHruoreHe3HuHr OyHaail Mapkepiapuaad OMpu TOMUpPAAP SHAOTEIUACUHUHT
Veumm omunuaup (vascular endothelial growth factor - VEGF). Tagkuxkotnapnaa
KypcaTtuiuimya, suumriaadum xapaéunapuaa VEGF mukmopu Oup katop
SUUTUFJIAHUIITA XOC [IUTOKUHIIAP, XyCycaH UHTepieHkuH-13, pubpodnactiapHUHT
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yeum oMM Xamaa TpaHchopMaumsuioun yemm ommmn (DYO Ba TYO)
TOMOHHJIaH Ky4auTUPHIIA N,

buz Oemopnap xonu 3apaobuga VEGF wMuxgopu Oyiinua dapkiapHu
anuknamuk (3-xkansan). VEGF muxnopu Hazopar rypyxura (47,1£2,3 Hr/min)
HucOaran 1-rypyxna 2,5 OapaBap roxopu (p<0,001), 2-rypyxma 1,5 Oapasap
tokopu Oyiau. Iy Ouitan Gupra, yHUHT MUKJIOPH 2-Typyxra Hucbarad 1-rypyxia
UITIOHWIN paBuiija kopH (p<0,001) 6ymau.

3-KaaBali
JaBonamraya Ba napojamjaal keiimH VEGF kypcarkuuiaapu (M+m)

Ha3zopar )
I'ypyxnap TYpyXH [Tponudepatus muomanu | Opauil MUOMAITH
n=16 ’ 1-typyx, n=30 2-TypyX, N=22
JlaBojamiraya 47,1+£2,3 1162046~ A 66,6255
HaB;ejglffaH - 69,642,85  &&&n 46,9+1,845%%

M3ox: - Haszoparra nucbaran umonwmn ( - p<0,05; - p<0,01; - p<0,001)
A — 2-rypyxra HucOaran umonwin (M - p<0,05; " - p<0,01; - p<0,001)

— JlaBoJjailrayda OyiaraH MabJiyMoTiapra HUcOaTaH UIIOHYWIH (& - p<0,05; && p<0,01; &&&,
p<0,001)

bynnait papk mponudepatuB Muomanapaa HEOAHTMOTEHE3 >KapacHu oAU
Muomanapra HucOataH ¢aon kedaérraHugaH najiojaT Oepaau, Oy d3ca SHTH
TYTyHJIap a0 Oynuiura oauo Kenaau.

Kon 3apnoduna VEGF muknopu kypcatkuunapu OuiaH MHOMATO3 TyTyHJIap
tomupnapuaa PU kypcarkuum ypracupard OOFIMKIWKHM VPraHWIl y4yH Ou3
KOPPENSAIMOH Tax 1M1 YTKa3 UK (4-xKaasai).

4-xanBa
VEGF Ba PU muxnopu ypracugaru Ilupcon kypcarkuunapu (r)

K¢ JlaBonaliaH OJIIMH JlaBoJaniian KeMuH
YPCATKIT M JEGF PU r VEGF PU r
Hpomadepa- | 11,4 610472001 | -0,63 | 69.642.85 | 0.65:0,01 | 0.1
TUB TYD
Opmuit Typ | 66,6+2,55 1 0,78+0,02 | -0,39 | 46,9+1,84 | 0,82+0,01 | 0,6
P <0001 | <0001 | <001 | <0001 | <0001 |<0.01

N3o0x: * - 2-Trypyxra HUCOATaH UIIOHWIN

1- Ba 2-TypyxJaa ypraua TecKapu OOFJIWKIVMK aHUKJIAH]IU, TaBOJAIIIAH KEHHH
aca OAJMA MUOMAAa TYFPUAAH-TYFpU OOFIUKIMK HaMo&H OVnnu. Koppemsmuon
taxaun VEGF xypcatkmum Ba PU ypracuma TyryHHUHT BacKylspU3aLUsACH
Tapa’kaCUHU KYpCaTyBYH TeCKapH OOFIUKIMK OOPIUTHHU KYPCaT/IH.

[Mpomudepanusanu muomana VEGFHM aHuKmam — mporHo3 KWW Oyiirda
MKOOMI axaMusaTra MOJIUKIUTY 87 GOu3HM, cayiOnit axaMusSTIUINK 3ca 13 pousnu
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Tamwkun Kwiaau, uimoHd uHTepBanu (M) 106,8-125,5HU, MIIOHWIM aHUKIUK
(UA) — 95 dowusnn, xaBhuu Oaxomnam (XB)HUHT cTaTUCTHK 3XTUMOIU — 86,7
dbousHu, uMkoHusATIapHU Oaxonam (UB) — 4,7 au Tamkwn kuiagu. OnepanusgaH
KEMMHTH JlaBpjla MUOMaHMHT KailTamaHuin xaBhuHMHT Oaxonam 31,8 dowusnu
TAIIKUI OTIH.

Opmuit Muomana VEGF Hu aHuMKjam — mporHosiam OVinya MKOOUi
axaMuATIWIMK 7/ pousnu, canbuii axamusatmumk — 23%, U - 61,3-71,9, UA -
95%, mpommdepatu daommk XbHUHT cratuctuk sxTUMomu — 33,3%, Wb —
1,7%ra TeHr 6yaau.

badanon Muomacu maroreHe3ura ka0 3TUITaH acOCUM YCUIIl OMHIILIApUIaH
oupu TGF TpanchopmanusyioBun ycum OMUIUIUp. Y MyJIbTU(YHKIHOHAI
IIUTOKMH OY1InO, Xykaipanap MUTpaluscH, TYKUMalap IpoJudeparuscy Ba
nuddepeHManIanyBy, sUUTAFIAHUIT JKapaéHU Ba X.K. KaOM MeXaHM3MIIApHU
WIITa COJIUII Ba OOUIKAPHUIIIZIA ACOCUN POJIb YHANIY.

bus TGF-B2 omunuamar mnponudepatuB 0adagoH MHUOMACHUHUHT
HaMyHaJlapuJaH OJMHTaH BaKTMHYAJIHUK XyKalpajap KyJbTypacura HucOaTaH,
TabCHpP KWIYBYM Jl03ara Kypa, IUTOTOKCUK (HaoJLIUTMHU IN VItro mapouTtuma
aHuKJ1am OVinya TaaKUKOTIap 0aub Oopauk (S-xkaasai).

S-aaBadl.
TGF-62 omunaununr In vitro mapouruaa npojudgeparus 6a4agoH
MHOMACH Xy’Kaiipajapura Huc0aTaH HUTOTOKCUK (PaoJlJINIu

TeKIIUPWITaH | HOOY[ ATIONTO3
Ne | Typyx/ TGF-B2 mosacu | xywxaiipamap | 6ynras, 0 | THPHK, %
COHH %
1 TGF-B%, 1000V 1000 56,5i4,5* 3,0:|:O,4* 41’O:|:5,0*
MKT/10-10° Xy>)kaiipa
0
9 TGF-B2, SOOi\/IKr/lO 10 1000 41,045,0* | 3,0+0,8* | 56,0+4,0*
XysKaipa
BT\
3 TGF-B2, 100i\/H<r/10 10 1000 32,543,0* | 2,020,4* | 66,5+4,5%
XysKaipa
0
4 TGF-632, 10 1\V/H<r/10 10 1000 21,0£2,0 | 2,0+0,4% | 77,0+2.0
XyKaipa
5 Hazopar 1000 19,5+1,5 0 80,5£1,5

M3ox: * - p<0,05 rypyxra Hazopat HUCOATAH UIIOHWIN

Hatmxanap mynu xypcarauku, TGF-B2 mMuomanunr ycumm xapaéHuna
MYyalsiH IapouTiIapAa Ba TAbCUP KYPCATHII JA03aCHAA YCMa YCHUILMUIa CYNPECCUB
TabCUp KypcaTa ojaau. TpaHcopmalrusiiaHraH Xyxkapanap xaétr ¢GaoausTu
OYFWIMIIMHUHT S3Hr oKopu camapagopiauruid TGF-B2  omwiuauar 1000
mxr/10-10° XykaWipa pgo3acumard Tabcupuna kKysarauk. TGF-B2  ommnm
nponudepanusIoBud 0ayaJoH MHUOMACH XysKalipajgapura HucOaTaH SIKKOJI Jo3ara
OOFJIMK IMTOTOKCHUK camapara sra Oynu0, amomnrto3 XyKalpaJapHUHT Mai10
OYIUIIIMHY WHIYKIIMSUTAi TN,
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Mynnait kuanb, TEKIMMPYBIAP HATHXKAJIAPU IIYHU KYPCATIUKH, 3aMOHABUI
MMMYHOJIOTHK TEKIIMPYB YCYJUIApUHU KyJutaml 0ayaJoH MHOMAacu MaToreHe3una
UMMYH TU3UMHUHT UIITUPOKUHUA, MHOMA Mpoaudepanuscuaa HeOaHTUOT €HE3HUHT
aXaMHUSATUHU  TacAMKJIAWAM, MHOMATO3 TYTYHJApHUHT Xap XWl TypJapu
PUBOXIIAHHUIIM  MEXaHU3MJIAPUHU  AHUKJIAIITAPUII  WMKOHMHHM  Oepaiu.
SnnurnaHyinra KapmM XUMOSI IUTOKWHJIAPU MUKJIOPUHUHT KaMaWuIIM Xamja
SUUTMFJIAHUIITA  XOC [MTOKWMHJIAPHUHT KYMalWIA MUOMAaHUHT YCHUIK Ba
npoiudepanrsacuiu Kydantupanu. KynpTypan TekimupyBiaap HaTHKalapH YCHII
OMUJUTAPUHUHT MHOMa MaTOTeHe3WJa WINTUPOK ITUINMHU Tacaukiaaiau. TGF-B2
HUHT MHOLUTIIAP KyJIbTypacura jo3ara OOFJIUK XOJAa TabCUp 3TUILN aHUKJIAHIIH.
VEGF MuKIOopvHM JaBOJAHUINTAYa AaHWKJIAINl MHOMA TYPHHH TaIIX{CaIaa
MHOMATO3 TYTYHJIAPHUHT Ycullid (PaojuiMrd Me30HH cudaTuia KYIaHUIUIIHA
MYMKHH, JaBOJIallJaH KEHWH YHUHT KaMaWWIIWHU aHUKJIAll 3Ca MHOMAaHH
KOHCEpPBAaTHUB JlaBOJalll CaMapaJoOpiuruHU Oaxojamra Xamjaa MHOMaHHHT
KalTaJlaHWII XaB(MHU TPOTHO3JIAIIra UMKOHUHU OEpyBUM MPOTHOCTUK MapKep
cudaruga xu3MaT Kuiaau. bup BakTHUHT ¥3uja TyryHaaru KOH OKUMUAHUHT JOTI-
IJIEPOMETPUSICH AaBOJIalll AMHAMUKACH]IA OJIMHTaH HAaTH KAJIApHU TaCAUKIIANIN.

Huccepranussauar «bayagon MuoMaau aéuiapaa XOMHMJIAJAOPJIMK Ba
TYFPYK KeYHIIUHUHT XyCYCHATJIapW» €0 HOMJIaHTaH OJITHHYM 600Ku1a 6adya o
MHOMAacCH TecTalusl KEUMIIWra Xamaa XOMWIaJOPJIUKHUHI MHUOMATOo3 TYTyHJIap
XOJIaTUra TabCUPWHU TEKUIMPHUILI HATWXKajdapu KedaTupuirad. JKamu recranus
JaBpyjJia CTAllMOHAp [IABOJIAHMINI Ba TYFUII Y4yH TOIIKEHT mIaxap O-TyFpyKXOHa
Maxmyacura keinrad 74 Hadap xomunaaop aén (3-rypyx) Ky3aTwigu. YJIapHUHT
Vpraua €mm 34,24+0,8. nk xomunagop Oyiran aémiap TeKIIUpUIranjiapHuur 24,3
(GoM3MHM TamIKWI KWIOW, KOJTraHjaap Takpop XOMMIafop Oynranmapaup.
XomunanopaapHuar 80 ¢dousuma OavyagoH MHUOMACH  XOMUJIAJOPJIMKKaya,
KOJITaHJIap/a 3¢a — XOMUJIAJA0PJIMK NauTHAa AaHUKJIaHT aH.

Takpop xomunamop Oynran aémiap aHaMHE3MJa OJJAUHTH XOMMJIAJO0PIIUK
56,1% xommapaa TyFpyK OwiiaH sIKyHUTa e€TraH. PenpomykTuB HYKOTHIILIAp
cynbuil aboptmap (21,3%), ¥3-y3ugaH Xxomuia TYIIWMIIM, PUBOKIJIAHMAETraH
XOMMJIAJIOPIUK Ba BaKTUAAH WiIrapu Tyrunuiap (rerunumya 9,7%, 6,9%, Ba 3,7%)
KYPUHUIINIA, HA30paT TypyxXujarujapra KaparaHja WIIOHWIM PaBUIIIA KYIIPOK
oynran. Ynapuunr tykkuzTacuaa (12,2%) ukkuinamuu OENmyImITIMK r03ara KejaraH
6ynuo, mry cabad ynap 6up Heua MapoTaba TOPMOHAII Tepamnusi, parOaTIaHTUPYBYU
Tepanus ojrad. JlemMak, ofuplalrad pernpoayKTHB Ba TMHEKOJOTHK aHaMHeE3 Oy
Oemopiapia MHUOMAHMHI PUBOXJIAHUIIM Y4YyH XaB(] omuiud OyiaraHn Oyiaumu
MYMKHH.

YTT Ba pommiepoMmerpus #ynu OwuinaH JWHAMUK Ky3aTHII acoOCH]Ia
XOMMJIAJIOPIAPHA UKKUTA KMYMK TypyXra akpaTWiau: 3a-KU4MK rypyxra Kuprad
36 Hadap xoMuuamgopiapaa Oup HedTra TYIyHJIAp aHUKJIAHTaH, 30-KUYUK
rypyxaaru 38 Hadap xoMuiIagop aénjga XoMIIaJOpIUKKaya XaM/a XOMUIaJOPIUK
naituaa ¢akar 1ta TyryH OyiaraH. DHT Ky yuyparad acopaTr — XOMHJIaJOPIUKHUHT
TyXTam xaBpu KIuHUKacu OYnau (3a-kuuyuk rypyxaa — 69,4% xamaa 30-Ku4uk
rypyxaa — 34,2%). 3a-kuuuk rypyxzaa xomuiagopiauk 13,9 dowus aémmapna
XOMMWJIAHUHT ¥3-Y3UJIaH TYUIUIIM, KOJTraHjaapaa TYFpyK OWIaH SIKYHJAHIU, aMMO

22



TaXJUJl COJIyBYM MYJJATUAaH OJAWH TYFUILIAD KIMHUKACH JAesapiu Oapua
aénmmapaa Ky3aTwind. 30-KHYHK TYpyXda XOMUJIQIOPJIUK OFUIIUIAPCU3 KEYUIH.

bauanoHHM yNbTPATOBYILIM TEKIIUpPHIIA OeMopiapJa MUOMATO3 TYTyHIIap
KYnpok OayaZoH TaHa KuUcMHIA, 4Ta XoJjaTAa dca IUTalleHTap MalJOHYaHWHT
YeKKacuaa, KoJraH XoJulapAa YHAAH y30KIda cyOcepos »oiinamrad. by mryHmax
nanonar OepaJvKu, XOMWJIa TyXyMH Ba HYIIOImI KOH OWIAH DSHT SIXIIU
TabMUHJIAHTAaH Ba OaudaqoH JeBopiapu Jedopmaruscu OyiMaraH >Koujapra
€nuinaay, alHu YOFJa XOMWIAJIOPJUK MalTHIa SHTU TYTYHJIAp KOH OKHMH
nacaira, KOH TOMHUpJIapu KaMm OYiraH >koii1a Xxocuia Oyiaau.

3a-KM4yuK rypyxugara aémnapaa TyryHiaap ymyamiapu 7 mad 80 M raua,
YTTna anuknanrad TyryHjiap CoOHu 3ca 31aH 7Tada. bapua xomiapaa XOMUJIaHUHT
XapaKaTYaHIIMTH IOKOPUIIUTH Ba 0a4aJOH TOHYCHHUHT FOKOPWIMTH Kaila 3THIIIH,
19,4% aénna xomuia THnoTpoUsICH Ky3aTHIIIN.

deTorutalieHTap KOMIUIEKC Ba TYT'YHJIAPHUHT JONIUIEPOMETPUK TEKITUPYBHU
OauamoH-xoMuna-maneHTa KoH anannmuHuHr (BXIIK) [ gapaxkanu Oy3umumu
3a-knuuk rypyxuaara ¢akar 19,4% aénnma Ba 30-xkuuuk rypyxuaaru lta aénma
anukyagu. TyryHnap ynuamu 35 MM J1aH 10KOpY OyiraHjia TyryH UYU KOH OKUMU
aHUKJIAHIY, KaTTa Oynmarad TyryHiaap tomupnapugaru PU 0,55 man 0,59raua,
WUPUKPOK Ba KYIl COHJIM TYT'yHJIapJia 3ca TYTYHHHM O3UKJIAHTUPYBUM Tomupnaa PU
0,39-0,44 opanuruna Kaiin sTuian, 0y MHOMa TYTyHJIApUHH TIpondepaTuB Typra
KUPUTWIMIIK Y4yH acoc Oynau. 30-KUYMK TypyXuJard XOMUJIaaopiapa
Tyryunapaara KoH okumu 0,64—0,69 uerapacumaru Hucbaran toxkopu PUHU
HaMOEH KuJiau, Oy 3ca oJ/IUi TyryHJIapra XOCIup.

Juunamuk YT ky3aryB 30-KMUMK TypyXuaa TYTyHJIAp COHHM Ba YyiIdamjapu
KaTTajalllMaraHuHM, 2Ta X0JaT/a 3ca XaTTo KYpUHMal KOJTaHUHM KypcaTau. 3a-
knuuk rypyxuna 33,3 dous xomwmmamopiapaa TyryHmap YymdamuHuHT 1,5-2
OapaBap karTanamiraHu (aiiHukca rectauusHuHr 20 xadracunan keiun), 13,9
dbou3z xomuiagopaapia TyryHiIap COHUHUHT KyTalraniauru Kaiia stuinau. lyauHr
acocuia 3a-KUYUK TypyXuJard XOMMJIAIOpJIapHUHT MHOMAcH MpouQepaTus
Typra, 30-KWUYUK I'ypyXuJarujJapHUKH 3ca OJIUN Typra KUPUTUIIIH.

60 wHadap xommiamop aénm Kecapua KECHIN OmNeparuscu uymu OunaH
Tyraupwiau. Onepanus ydyH akymepiuk acopatiapu (43), kyn connu O6adanoH
Muomacu (13), TyryH O3uKJIaHUIIMHUHT Oy3miuiu (2) acoc 6ynau. Kympok an3o
cakJioBuM oneparusi 6yinnu, seHu 54 Hadap (90%) aénma MD amanra OmmpuiIIy.
daxkat kyn connu muomacu Oynran 6 Hadap aénna (10%) 6auagoHIaH TUTTIOTOHUK
KOH KeTully cabad ycumranapcus 0auaoH aMITyTalusICu OakapuiiJiu.

TyFunran 4YakajdOKJTapHUHT Ba3H-OYH KYpCATKUWIApU acoCaH TecTalus
mymnatura moc Oynran. ®akar 30-kuuuk rypyxumarn 7 Hadap (19,4%)
XoMUIaA0p aéijia YakaJOKHUHT Ba3HU |-nmapaxka rumnotpodusra Moc OViau.
VTkaswiran Taxjiui IyHH KYPCATAUKH, MHOMAHHMHI OYIIHIIN XOMMIANOPIIMK Ba
TYFUIIIHUHT KEUUIIIUTA TAbCUP KYPCATUIIU MYMKHH. XOMWIaaopiap/ia MUOMATO3
TYTYHJIQPHUHT OpojudepaTuB Typu Y4yH aHTHMOTE€HE3HUHT OpTUIIM Ba PUHUHT
nacaMim Xoc, Oy TYTyHJApHUHT YCUIIIM Ba COHUHUHI OPTHUIIWTA OJUO KeIaiu.
MuomaTo3 TYryH O3UKJIAQHUIIMHUHT OY3WIMIIMHUA TAIIXUCJIAIl Ba OIMEpPaTUB
JaBOJIAlll MacajaCuHU XaJl KWIMII Yy4yyH 3Hr uH(popmatuB ycyn YTT Ounan
TYT'YHJIard KOH OKUMHUHUHT JOTIIIIEPOMETPHS XUCOOIaHAH.
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HMucceprauustHuar «MuoMa TYTYHJApH TYpPUra acOCJAAHTaH JAaBoJIallra
nuddepenuupaanran  éugamys» ae0 HOMJIAHTaH €TTUHYM O00uma omud
OopwiIraH AaBoJIalll HATHOKAJIapy KeNTHpUiITrad. badyaqoH MuoMacu TalixuciaHTaH
OemMopiapHM JaBojialll YCYJIMHM TaHdamjga audQepeHnnanusiianrad EHanryB
amajra OMMPWIAH, y dca Kymmad oMwuiap Owiad OenruiaHagu: OeMOpIIapHUHT
€M, KIMHUK OeNruiiap, MUMOMAaTo3 TYTYHJIAPHUHT YI4amiiapy Ba JIOKAJIU3AIUsICH,
YCMaHUHT YCHUILl CypbaTiapH, PENpoayKTUB (PYHKIUSHUHT XOJIATH Ba OOIIKa
napameTpJiap.

Hazopataa 6ayajmon MuomacH TalIxyMclIaHTaH XamJia JOpU-AapMOoHiap OuiiaH
naBonanaérran 121 nadap aén Oymau. Vr1kasuiran TEeKLIMPYBJIApJaH KEHUUH
o6emopnap 2 rypyxra axpatwiad: 1-rypyx — mponudepaTHB TypAard TyTryHIap
aHukJanran 69 nadap aén xamaa 2-rypyX — OIIUN TypHaard TyTyHJIap Kaug
stuiaran 52 Hadap aén. Ymapnan 54 nHadapuga OCmyIITIMK MaBXya OYJras.
KinHuk TekmmpyBiaap UKKH 00CKAYAa YTKa3UIIH.

I 00ocKuyY TeKmIUpyBJIApH:

1. Muomanu a-I'nPI’ Owman paBomam KypcuHMHr mynanatd (3 Ba 6 oi)
OeJIrMIaHId Ba YHUHT caMapaiopiuri aHUKIaHIH.

2. JKappoxnuk iynu Ownan paBojaml  Xxycycusitiapu xamaa a-I'HPI’
npenapaty O6wiaH 3 Ba 6 OWIMK JaBojallaH KeMUH MUOMAIKTOMUS YTKa3HITaHAa
KOH MYKOTHJIMIIHN XaKMU AaHUKJIAHH.

Jlopu-gapMoH OuIlaH JaBoJialll Typura Kapad Oapua GeMopiap MKKATa KHYUK
rypyxra axpaTuiau: la- Ba 2a-kuuuk rypyxjap — 3 oit gjapomuna a-I'HPI" nopucu
OwiaH gaBosiaHraniap, 10- Ba 20-KMYMK rypyxJjiap — XyJIau LIy OpenapatHu 6 o
JaBoMuza KaOdyJl KWJraHiap.

a-I'uPI" npenapatu xap 4 xadraga mymakiap opacura 3 €ku 6 oil 1aBoMua
o0opwiau. 1- Ba 2-rypyxzaru Oemopiapia KIMHUK MaH3apa Oup xui 0ynuo0,
aMeHopesl Ba TUIO3CTporeHeMus OwnaH udojanaHau, YHUHr OeNrwiapu — Kym
tepinain (36,9%), 6aganra UCCUKIMK KyWunuiu xuccu (22,6%), mubuno (GKuHcun
main)auar nacaiumm (14,3%). Knunuk Oenrunap a-I'nPIT mpemapatunu 6 oit
JaBOMHMJIa KaOyJ Kwiran 16- Ba 20-KUYUK rypyxJjapaa sKKOJIpOK HaMOEH OYIIIu.

Mruoma tyryHnapu XaXMHUHUHT Knupanumuau Y TT épaamuaa MOHUTOPUHT
KWK TONTIIIEpOMETpHs OuiaH Oupra YTKa3UIIu.

Hemak, la-, 16-kuuuk rypyxjapugaru Oemopnapnaa gasonamrada PU 0,48
nan 0,52 rada O6ynran. by mpenapar Ounan 3 oWnuK JaBojaml KypcUAaH KEHUH
nponudepatuB muomana PU 0,62-0,68 raga kyrapuinau, Oy MHOMATo3 TYryH
atrpopugard  KOH OKMMHUHMHI  EMOHJAIraHM Ba  YHHUHT  YiIyamjapu
KHYMKJIAMTaHUAaH —jJanonar Oepamu. 2a- Ba 20-kuuumk Trypyxjapaa PU
naBonanumrava 0,50 nan 0,55 raga, 6 oinuk Kypcnan keiinn — 0,68-0,80 6ynran,
OyHna 6ta OycepennH MHBbEKUMICHAAH kenH YTTna TyryHnap ymyamiapuHUHT
KUJIIUNA KaMalMIIM Kaja STUIMaIu, BaXOJaHKH JacTia0Ku 3Ta WHBEKIUsIaH
KEWHH TYTyHJap yJidamiiapu Kamaurad >au. bynna onnuin muomana PU nmonwim
paBuiiaa kytapuiau (P<0,05), nponudeparus Muomana sca 0,57-0,64 raya omau,
aMMO JTaBOJIAHUIIJIAaH OJIIUHTH KypcaTKhwilapAaH (apKyd HILIOHWIA 3Mac d[IU.
YMymuit xuco6aa TyryHnap yadamapu aactinadkucunan 31-42 ¢gowusra kamairas.

JlaBojamn TyraranjiaH KeMMH MUOMaHUHT TaKpOPJIAHUIITMHUHT OJITUHU OJUIIT
yayH 1- Ba 2-KMYMK TrypyxJapaard Oemopiapra opajl KOHTpalenTHB
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npenapatiapu (OKII) 3 oiinan 6 oifraua taliunnanaud. Tyrynnap ymyamiapu Ba
yJnapJaard KOH okuMu xapakrepunu YT €pnamuia Ky3aTull MIyHU KypcaTaukH, |-
rypyxaaru 6emopiapuu KOK npemaparnapu Ounan jgaBonamra yTkasum 89,3
douz GeMopiyapia TYTYHJIAPHUHT TaKpOp XOCWJ OYIuIIMra oiaud Keiamaau, KOH
aimaanmm sxmunaamaau, PU ysrapmagm. bupox 10,7 ¢dousz Oemoprapaa
TyryHnnap ymagamu xam, PU xam y3rapmaaum xamiaa aacTiabkucujan 25 ¢owusra
IOKOpHY OYIM, BaXoJlaHKu Oomika 6emoprnapna 0y kypcatkuu 40-42% Oynran. by
X0JIaT MUOMaHHUHT TaKpopJiaHuil xaBhu cudatuaa 6axonanau.

II 60cKnY TEeKIIMPYBJIAPH:

1. a-I'nPI’ Ba acmusa mnpenapatu (5 Mr 84 KyH JaBoMmuaa) KuEcHit
caMapaJOpJIMTUHU aHUKJIaIl.

2. PeniponykTuB QyHKIIMS XapakTepura Kypa AaBoJiall TAKTUKACHHY TaHJIaII.

badanon Muomacu 6yiinda MyposkaaT 3TraH penpoAykTuB €mmarua 37 Hadap
aényma scMMs mpenapatu OWJIaH JaBoJjall camMapaJopiiiri YpraHWiIAH. Xap XHil
TypJaru TyryHiu Muomazaa xamaa a-I'mPl'ra HucOatan scMmusi caMapagopiuruHu
aHUKJall yY4yH ymlOy Oemopiap xaM 2 Ta TypyXra axXpatuiau: IB-Typyx —
nposudepaTuB TypJaard TyryH aHukiaHradH 21 wadap aén xamaa 2B-TypyX —
OJIIMI TypJaru MUOMa Tamxucianrad 16 nadap aén. Onunran Hatwxanap a-I'mHPT’
OwiaH y4 oW JaBOMHJA JaBOJaHTraH la- Ba 2a-rypyxJjap KypcaTkuwiapu OusiaH
COJIMIUTUPUIIIN.

Juamerpn 78 MM raya OyiraH WMpUK TyryHiapu Oynran Oemoprap 1B-
rypyxaa yugaan Oup kucmHu (33,3%) Ba 2B-rypyxja TaxMHHaH OelgaH Oup
kucMHN  (18,8%) Ttamkwn Kwigw. 1B-Typyxra, IIyHUHTACK, aBBayn a-I'HPT
npenapatunu (OycepenuH, nudepennn) Kadyn Kuirad 5 Hadap aén xaM KYIIHIIA.
VYnapuunr yu Hadapuma TyryHiaap KaWta xocus OYnau, MKku Hadapuaa 6ta a-
I'HPI’ unBEeKuMACMOAH KEMWMH TYTyHJIAPHUHT CE3WJIApAM KWYpauraHu Kaunz
ATUJIMA/IH.

Xap WKKama rypyxjaard Oemopiapja KIMHUK Oenruiap aMmeHopes OuiaH
udonananau. dcMus KaOya KUTUII OuslaH OOFJIMK THIOACTPOTreHEeMHUs Oeruiiapu
dakat 3 Hadap (8,1%) 6eMopaa Kaii STUIIN.

JNuuamukana YTT yTkaszum 1B-Typyxaa scMus KaOyn KwiraH Oemopiapnaa
TyryHnap yiadamiapu nactiabkucumad 35-50 dousra kamaiiraHMHH KYpcaTiu.
Nupuk Tyryanap macriabkunan 35-50 dousra kamaiiran. 18- Ba 2B-rypyxiapaa 2
CM Taua OynraH maiia TyryHjap JaBojalijiaH KeiuH OyTyHnai WyK 0ynub kerraH.
Vpraua ymauamparn TyryHnap GeMOpIapHHMHT spMumaH (56,3%) kymmma 2
OapaBaprava KHYUKJIAILIH.

Munoma TyryHimapugard KOH OKMMUHU YpraHMII LIyHW KypCaTAUKH, ypTrada
yadaMaard TYTYHJIAQpHUHT WKKH OapaBap Ba YHJIaH OPTUK KHYPAWUIIHN TYTYH
UYMJa KOH AaWJIAHMIIMHUHT HYKOJNMILIMra Ba TYryHjaap arpodu KeCKHUH
éMonnamuimmura onu6 kenau, oynma PU 0,71-0,77 wu Tamkwn 3tau, 3 oWjgaH
keiinH sca 0,9 raya kyrapwigu. TyryHmapHUHT OuMp KUCMH aBacKyjsip OYiuo
KOJI/IM, S’bHU yJap/la O3UKJIAaHTHUPYBYM TOMUpJIAD aHUKJIAHMaau, Oy JaBOJaHUII
caMapaJiopJIMry FOKOPUIUTHIAH JaloJaTAup.

TexmupyBIapHUHT UKKMHYA OOCKAYHUIA YCMHUS TIpenapaTt caMapagopiIuruiu
anukjam ymoOy npenapatr a-I'HPI’ npemaparnapura kaparanjga TyryHJIapHHUHT
UHBOJIIOLUSACH TE3JUTH, MPEeNapaTHUHI OPraHu3M TOMOHUIAH AXIIMPOK KaOyin
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KWIMHUIIY HYKTau Ha3apujaH I0KOPU HaTMKaJIapHU OepraHuHU KYpCaT/iu.

TaaKUKOT HaTWXKamapw NIyHJAAH JajojaT Oepaauku, 0adaloH MHOMACHHU
OapBaKT TalIXKCall Ba MATOTCHETUK TEPANUsl YTKA3UII KapPOXJIUK apajallyBUHU
JOpU-AApPMOHJIM Tepanusira aaMallTHUPUIl €KH YHUHT XaKMHUHU KaMaWTUPHIL
UMKOHMHH Oepamu. by rucrepskromMus VYTKaswiran OemMopiiap COHHHHHT
KUCKapuiura onud kenau. byHnaH Tamkapu, 3CMUSAH CYHT MHOMAKTOMHS
YyTKa3uiIranja KOH HYKOTHIIAIIN Kamasiau, TYTyHJIap SAXITUPOK
MoOwIHn3anusIaHaan, Oy 3ca TyryHjJapAa KOH OKMMHUHHMHI a-I'HPI'ra HucOaran
AKKOJIPOK EMOHJIAIITaHUra OOFIIHK.

Peabunuranmon naBonam yuyH Kykymaszum mnpenapatd — KEHI TabCUP
JIOUpaCUIaru MIPOTCOJIMTUK (haoJuK: HEKPOJIUTHK, (hHOPHHOIINTHK,
SUUTMFJIAHUINTAa Kaplld TabCcUpra 3ra MPOTEONMTUK (EePMEHTIIADHUHT TaOuui
KOMIUIeKcuian doinananmwiad. Kykymasum npenapatuHuHr MOpaH KeuuH
anekTpoopes  KYpHHUINHAA  KYJUIAHWIMIIA ~ 0adajgoH  KOHTYPJIApUHHUHT
SXIIMIaHUIIATa €paaM  Oepaw, MHOMETPUUHUHT HOTCKHUCIUTH  WYKOJIH.
bemopnapHuu  KeWMHruW  Ky3aTHII  yjapjAa TYTYHJIApHUHT  KalTallaHUIIU
Ky3aTUJIMaraHuHu KypcaTAau, peaObWIUTaIlMOH AaBOJAHUII YTKa3WiIMaraH Ha3opar
rypyxuaa sca 16,7 ¢ous xoiapaa onepanusgan keind 14 oif qaBomuaa 0agagoH
MHUOMAcCH TYTYHJIApU KalTa XOCHUJT OYIIH.

Kymnanunran TagKUMKOT YCyJUIApH TAIIXMCHU TYFPU KYMHII, JaBOJIAII
YCYJIMHU TaHJIAIll, pajuKall ornepamusiiap COHUHU KaMaUTUPUIL UMKOHUHU OEp/Iu.
by, ¥3 HaBOartuma, OEMOpPHUHI MHOMAIKTOMHUANIA OINEpPATUB JABOJIAHMUII
MyHOcabaTu OwiaH cTalMoHapja OYJIWIll MYAJaTUHUHT pajuKai oIepanusra
Kaparaija KUCKapOKJIHWIH, OIEpalvsiaH KEeWMHTH JaBp/la BaKTHMHYA MEXHATra
NMa€KAaTCU3NIHMK JABPUHUHT KUCKAPUIIIUTa 0JIUO KEIIu.

BaktuHua MexHatra JaéKaTCHU3JIMK MYIJATIAPUHUHT  KUCKapUIIUAaH
uKTUCOANM camapanopiukHu xucobmam T.M.Hckangapos (2005) dopmynacu
acocua oJib OOpHIIIN:

% o (1) X(ItE )XH - 0,15XK

by epna /I — Ma3kyp OEMOpPHUHI METOJIMKA >KOPUN ATUIUIIUIAH OJJIUH
MEXHaTra JIAEKATCU3JINTU KyHJapu Yypraya coHu; /[, — MeToAauKa KOpHUM
STUATAHUJAH KEWMH Ma3Kyp KacalIuKk OVyinya MexHaTra JaéKaTIuIuK
KYHJIApUHUHT YpTaya coHU; I’ — OUTTa MIIUIOBYMHUHT YpTada KyHJIUK UIIl OCPUIIIH,
cym/kyH: E — BakTMHYa MEXHAT KOOWIMSATHHU WYKOTraHJIMK y4yH HadakaHWHT
ypraua MHUKIOpU, CyM/KyH;, H — opuil 3TN Kyaamu (SHTH JaBOJIall YCYJIH
TATOMK ATWIMILN KyTHUIA€TraH €KM TaTOMK STUJITaH OeMOpJIApHUHT OUp WHILIMK
coun); 0,15 — Hopman camapamopiuk kodpduimentu; K — MasKyp YCYJIHH
KYJuTaiira TaXMUH STUJIaETTaH Xxapakatiap.

Takmud HTuaran TEKMMPYB Ba JaBOJNANl  yCYJIMHMHT  WKTHCOIHMNA
camapanopsiuru 200 Hadap 6emopra ypraya xucoOnanranga 13634430 cym Exu
Ooup Oemopra taxmuHaH 70 MUHT cYyMHU Tamkwin Kwinu. bup nadap OGemopra
UIUTATUITaH JOpU-AapMoHiap (dcMus Oyropuiranma) Oyiinua yprada 2250000
cym Texanrad. Taknug sTunaétran OeMOpSiapHU TEKIIUPUILI AITOPUTMUHUHT
YKOPUN STUIIHIIN TATXHUCIIAI CUpaTUHU OMIUPHII, PEPOTYKTUB EmIiary aémiapaa
MHUOMATO3 TYTYHJAp TYypJIApUHU aHUKJIAIl, KOMIUIEKC ab30HU CaKJIOBYH
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JTABOJIAHUIIIHKA TY¥pH Tamiam xamaa 80 ¢ous xoutapaa penpoayKTHB ab30HHU
cakyab Komuti, 36,4 ¢ous xomapaa GepTWIIMKHA THKIamTa épaam oepau. Ommd
OopwiraH TaAKUKOTHHMHI, ab30HH CaKJOBYM [AABOJAHHUIIHUHI Ba PENPOIyKTHB
(GYHKIUSHA THUKJIAIIHUHT MOKTUMOHMH axaMUSATH aélHUHT TypMyIId CHbaTH
SXIIAJIAHUIIN, PaJUKall ONepalnsyiap YaCTOTACHHUHT MacaluImuaaH NOOPaTIUTH
W30XJIAHTaH.

XVYJIOCA

“PenpomyktuB €upiaru  aémiapaa OavyaJoH MHOMAcCHMHHHT  JIaBOJalll
TaKTUKACUHU TaHJallra 3aMOHAaBUM €EHAAIIYB’  MaB3yCHUJArd JOKTOPJIHMK
auccepranuscu Oyinya onub OOopwiraH TaJKUKOTIAp HATWKacula KyWuaaru
XyJiocajiap TaKIuM 3THIIIN:

1. TagkokoTiap HaTWKajllapu WIIYHH Kypcatauku, oxupru 10 ¥Hun wumpa
penpoaykTuB Emiard aémiapiaa 0adajoH MuoMacu OwiaH kacajutanuin 34,6
dousraua kynaiau. 65,2 ¢pous xomiapnaa 40 €mraya OynraH aéijapHU ONEpaTHB
JaBOJIalll  PENpPOAYKTHUB  ab30HM WMYKOTHIN OwiaH sKyHinaHau. byHna
ructepakTomust 39,6 dous xosutapaa, TOTald THUCTEpIKTOMHsS 3ca 25,6 ¢ous
xomapaa yrkaswigu. Cyarrm 5 #Hunga MDD wacrotacu  OauajgoHAaru
oneparusinapaa 5 nan 20 ¢ousraya omiy.

2. TlponudepanusuioBun 0adajioH MUOMACH YYyH KIMHHUK O€NTHUJIapHUHT
MaBXy[JIUTH,  TYTYHJIApPHUHT  OadajoHAard KOH  OWjgaH  »HT  SIXIIU
TabMHUHJIAHAJIUTAH IOKOPU Ba KyHM KUCMJapuja >KOMIallyBH, alHUKca KYyjia0
TYpyBYM JaBOJIAIl TYXTAaTWITaHAa, TYTYHJIAQpPHUHT KalTa XOCWJ OYIuImM Ba
SHTUJIAPUHUHT MMai10 OYIuIM Kabu y3ura xocnukiap Maexya. Onauid MuoMasna
KacaJUIMK CUMIITOMJIAPCU3 Keuau, TYTyHJIap 0auaJlOHHUHT Ypya KUCMHUJIa KYTIPOK
cybcepo3 JKouaIam.

3. MuomaTo3 TyryH KOH OKUMUHUHT JTONIUIEPOMETPUK aHUKJIAHUILIN JaBOJIAIL
YCYJIMHU TaHJIAINl YYyH MUOMATO3 TYTYHHUHT TypuHHU (01Ul €ku mposirdepaTuB)
aHUKJIAll WUMKOHMHU Oepaau. I[lponudepariB MUOMAHUHT YIBTPATOBYIUIM Ba
JIOTIIJIEPOMETPUK  MapKepiapu KyN COHJIM TYTYHJIAPHUHT OYIWIIM, TYTryH
atpoura Ba wWyuAa KOH OKMUMHUHHUHI Kyumuwinurd, PW ypraua papaxacw,
TYTYHJIADHUHT KYTIPOK LeHTpuneTan ycumuaup. Omxnuii 6a4yaoH MUOMAcH Y4YyH
SAKKa, aBacKyJiAp TYTYHJap Ba IOKOPU PE3UCTEHTIMK WHIEKCH XOCIUKIApU
MaBKy/.

4. Epyrnuk, ckaHepiIoBUM SIEKTPOH MHUKPOCKOMHACH épAaMHa YTKa3uUITaH
naToMop(dooruk TeKImupysaap npoiudepatuB 6auagoH MruoMacuaa Gpaoj aHTHO-
reHe3 YYOKJIApUHUHT MaBX Ky IJTUTH, KYTI COHJIM HEOBACKYJIIpU3ALUS YUOKIAPUHUHT
XOCWJI OYIUIKM XaMJia MHOMATO3 TYTYHJIAp YCHIIN 30HATAPUHUHT IIAKJUIAHUIITN
tacaukianau. IyHWHTAEK, TYTyYHHHHI TOMUpPJIAp MaWJIOHM KEHTauraHu Xam
aHUKJIaHU, Oy poiaudepalusiioBud MUOMAJaru KIMHUK OCJITUIIapHUA U30XJ1aiIu.

5. SnnufnaHuiura Xoc LMTOKWHJIAP MUKJAOPUHUHT Ha3zoparra HucOaTaH
optumu (IL-6 4-5 GapaBap, TNF-a 1,7 GapaBapra) xamaa sSUUIAFIaHUINTA KApITH
nUTOKMHIap MUKAOpUHUHT nacaituim (IL-10 1,4-2.2 6apaBap) MUOMaHUHT YCUILIN
Ba npoaudepanusicura onud kenaau. [Ipomudepauusuiopun muomanapaa VEGF
MUKIOpH toKopu (2,5 OapaBap) OYnuO, Oy aHTHOTeHE3HWHT (aoUlaliraHuIaH
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nanonat Oepurmm OapobOapuja Te3 YCyBUM MHOMa Mapkepu cudaTuia YHIAH
¢oiifanaHuil UMKOHMHM XaMm Oepanu. Mwuomaro3 Oa4aJlOHHUHT PEHTTEH-
KOHTPACTJIM TEKIIUPYBIapU XaM MpoirdepatuB 0ayaJoH MHOMACHIIA TOMUPIIAP
KyNalTaHWHU KYpPCAT/IH.

6. Yeum ommmiapu (VEGF, TGF-B2) napakacHHHMHT Y3rapuiid HMMyH
TU3UMUHUHT 0a4aJiloH MUOMAacH MaTOTEHE3WJard axaMusiTUIaH AajoyiaT Oepajiu.
Tpanchopmanusiopun yeum omuiu TGF-B2 in vitro TagkukoTiaapuaa O6avaaoH
MHUOMAacH XyXaipanapura HucOaTaH IOKOPH Jl03ara OOFJIMK HUTOTOKCHK caMapara
sra. TGF-B2HuHr mnacT KOHUEHTpanusiapu Xykaipanap mnpoiudepaiusicuiu
Ky4aTupaayd, OKOPM KOHIIGHTpAlMsCH H3ca TYXTaTaad Ba  aloONTO3HU
Ky4YauTHPA]IH.

7. YTT Ba ponmnepometpusi, VEGF, IL6, TNF-o HM aHMKJIAIIHUA Y3 W4yura
OJIaIUTaH KOMIUIEKC TEKIIUPYB JaBOJIAlll TAKTUKACMHU TaHJAIl YYyH MHOMATO3
TYTYH TYpUHHM aHUKJAIl MMKOHMHM Oepaau. byHaa TEKUpUIT YCYIUHUHT
tabcupyanauru 96%, cneuubuxkmuru — 91% Ttamkun kuiagu. PU kiuHuK-
nabopatopus kypcarkuwiapu Ba VEGF (1=-0,37-0,63) Vpracuma Teckapu
KOPPEJSALMOH ajoKa OOpJIMTY aHUKJIaHIu. TeKmupyBaap MablyMOTIapu acocujia
npojudepauusaioBYd MUOMAa TAalIXUCU TYFPU KYWWIMIOUHUHT  CTaTUCTHK
sxtuMonu 0,87ra TeHr.

8. bauagoH MruoMacH/1a ab30HH CAKJIOBYM JABOJAI CaMAPAJOPIUTH KacalJIuK
KaH4aJaH OepH JaBOM 3Ta€TraHura, OeNruIapHUHT O0p-UyKIUrura, MUOMaHUHT a-
I'aPI" Ba scmus mpemapatiapu OuiaH JgaBojall KaHYadUK dpTa OOIJIaHTaHWTa
Ooornmukaup. Muomanu a-I'HPI’ Ounan paBonamn TyryHjgap yiadamuiapud Kartrta
Oynmaran  oaaui, nponudepanusiiaHMaraH ~ MHUOMaHM — JaBojall  y4yH
caMapaaupoKaIup. MrMoOMaHU KOHCEPBATHUB JABOJIAILIAH KEMWH YHUHT KalTaJlaHWUIII
XTUMOH 4,5 (HhOM3HU TAITKUIT ATAH.

9. Muomanu onepanusagad oiauH cmus €ku a-I'HPI™ mpemapatu Gunan 3 oii
JaBOMUA JaBOJIAIl MUOMAKTOMUSIHE Oa)KapuIll TEXHUKACUHU SIXIWJIANAM; jara-
POCKONUK MO TYryHJIapHHUHT JanapoTOM 3HYKJIEAlUsICUra Kaparaaa yCTyHJIUKKA
sra, 0y KOH WYKOTWJIMIIMHHMHT 2,8 OapaBap KamalMIIM Ba oneparus BaKTUHHHT
kuckapumu (2 OapaBap Te3pok) OunaH wudopanaHagu. DOepTUITMKHUHT
TUKJIaHUIK MO nanapockonus Wynu Ounan onud Oopuiranaa 3-6 oWjgaH KeWuH,
JanapoTomusi Wynu OunaH onub Oopuiranaa sca omeparusigad 12 oigaH keluH
103 Oepanu. Ma3kyp TaakuKOT ou0 Oopuia€TraH BakTAa paJHKajl OmNepalusiap
yactotacu 30% ra kamamau.

10. TIpommdepatuB-haos MuoMaga XOMIIAIOPJIUK KYTMHYA OJIUA MHOMAara
Kaparanga acopamiu (6,6 ©OapaBap) kewyagu. Mwuomaro3  TYTyHJIApPHHUHT
nposudepanusyioBYd Typura XOMIJIAJOPIUK TMaNTHAa TYTYHJIAPHUHT YCHINNA Ba
KYIauuIln, TYFPYKIaH KEHUH MUOMaHUHT KalTaJlaHUIINA X0C XyCycusaTaup. bynua
KalTajgaHum 3XTuMosii xaBdpu 8,3 pou3Hu TalKuI KAIIH.

11. Kommiekc nmaBojami, sSbHU Jopuiap OwuiaaH d3JaeKTpodope3 KU
épaMuia MPOTEOJUTUK TpenapaTiapHd Kyinad peaOdWIuTanuoH AaBoJialja
3aMOHABMIl ab30HM CaKJOBYM JlaBOJalll caMapaJopJiurd Olaad, OavaaoH
MUOMACHHUHT KaWTaTaHUIIMHUHT OJIU oJduHUIIUra épaam oepanu. by 36,4 dhous
aéimiapaa MHOMAPKTOMHUSJIaH KenH 12 oif maBoMuaa penpoAyKTHB (YyHKUHUSHH
TUKJIAIll UMKOHUHH Oep/Iu.

28
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COBPEMEHHBIE ITOAXO/Ibl K BBIBOPY TAKTUKU JIEYEHUA
MHUOMBI MATKHA Y )KEHIIIUH PEITPOAYKTUBHOI'O BO3PACTA
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TeMa AOKTOPCKOI JHCCEPTAIIMA 3aperucTpupoBaHa B Boicuieil aTTecTanlMOHHONH KOMMCCHH
npu Kaounere MunuctpoB Pecnyoiauku Y3oexkucran 3a Ne 30.09.2014/52014.3-4.Tib10.

I[OKTOpCI(aH AUCCEPTALUA BBIIIOJIHEHA B TamkeHTCKOM NEANATPUICCKOM MEAUIIUHCKOM HHCTUTYTEC

ABTopedepar auccepTanui Ha Tpex S3bIKax (y30E€KCKOM, PYCCKOM, aHTIHMICKOM) pa3MelleH Ha
BeO-caiite HayuHoro coBera (Www.tashpmi.uz) u WHpopmannoHHO-00pa30BaTeIbHOM —MOpTANIS
“Ziyonet” (Www.ziyonet.uz).

Hayunbiii 3y¢aposa lllaxno3a AnumakaHoBHA
KOHCYJIbTAHT: JOKTOP METUIIMHCKHUX HAYK, JOLCHT
O¢unnanbabie JleBakoB Cepreii AjlekcaHAPOBHY
OIIIIOHEHTHI: JOKTOP MEJUIHMHCKUX HAyK, Ipodeccop

ITaxomoBa Kanna EBrennesna
JIOKTOP METUIIMHCKHUX HAYK, Ipodeccop

Apunosa TamapaxoH YKTaM0BHA
JOKTOP MEIULIMHCKUX HAyK, podeccop

Benymas opranusanus: ®enepansHoe ['ocymapcTBeHHOE OI0KETHOE
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BBE/IEHUE (aHHOTALMS AOKTOPCKOM JUCCEPTALMHI)

AKTYaJIbHOCTh U BOCTPE0OOBAHHOCTH TeMbI AUccepTannu. Muoma maTku
OTHOCHUTCS K YHUCITy HanboJiee pacrpoCTpaHEHHBIX JOOPOKAYECTBEHHBIX OITyXOJeH
OpraHOB pENpOAYKTUBHOM cucTeMbl M HaOmogaercs y 15-20% xenmun. [lo
naHHeM ~ BcemupHoil  opranmzaunuu  3apaBooxpaHeHusi (BO3) mocnennee
NECATUIIETHE XapaKTepU3YETCS YBEJIMYEHHUEM YACTOTHI BBISBISEMOCTH MHOMBI
MaTKH, B TOM YHUCJIE U CPEJIN KECHILIUH PENPOAYKTUBHOTO BO3pPACTa.

3a TroApl HE3aBUCHMOCTM B Mpouecce pePOpMHUPOBAHUS  CHCTEMBI
3IpaBOOXpaHEeHusi, 0co00€ BHHMAaHHUE YJIENSAETCS OXpaHe 3J0pPOBbS MATEpU U
pebceHKa Ha YPOBHE TOCyNapCTBEHHON moiauTukd. IIIupokuii oxBat HaceleHUs B
Halmeld CcTpaHe MNpOPUIAKTUYECKUMH OCMOTPAMH II03BOJIIET CBOEBPEMEHHO
BBISIBUTD MTATOJIOTUIO PEMPOIYKTUBHOM CUCTEMBI, B TOM YKCIIC U MUOMY MAaTKH.

HecMoTpst Ha mNpoBOJMMBIE B MHPE HCCIEAOBAHMS, HAIlpaBICHHbIE Ha
U3YYEHHUE HTUOJIOTUM M TATOr€HE3a MHOMBI, Ha CErOJHSIIHUN JE€Hb MHOTHE
BOIIPOCHI OCTAOTCA OTKPBITBIMUA M KAYT CBOETO peunieHusa. Mmerrcs pasHble, B
TOM YHUCJIE U MIPOTUBOPEUYUBBIE MHEHHS O POJIM U YYaCTUU TOPMOHOB B Pa3BUTHH
MUOMBI. MIMMYyHOTMCTOXHUMUYECKHE HCCIECIOBAHUS MOKA3aJIH, YTO COAECp>KaHUE
ACTPOTE€HOBBIX U MPOreCTEPOHOBBIX PELIENTOPOB BHIILIE B MHOME, YEM B 3J0POBOM
TKaHU MHUOMETpPHS, HO HUXKE, YEM B SHJIOMETPUU 310POBOIl MAaTKHU. BONBIIMHCTBO
UCCIIE0OBATENEH CBSI3bIBAIOT PA3BUTHE MHUOMBI Y MOJIOJABIX KEHIIUH C BIUSHUEM
MH(peKuMu (BHYTPUMATOUYHbIE KOHTPALENTUBBI, a0OpPThl, BOCHATICHUS, HH(EKIUH,
nepeaaroniecs: noyioBbiM mytem). Ilocnegnue roasl BeAyias pojib B pa3BUTUU
MHUOMBI OTBOAUTCS HWMMYHHOM CHCTEME, B YAaCTHOCTHM M3Yy4yaeTcs 3Ha4YeHUE
(akTOpoB pocTa M TIE€HETUYECKON NPeapacloiOKEeHHOCTH K BO3HHUKHOBEHHUIO
MUOMBI. TpeOyeT naqbHEWIIEero HM3y4eHUsl pa3BUTHE OECIIONus y MOJIOJBIX
KEHIIMH Ha (OHE MHOMBI, KOTOPOE BCTpEYAaeTCs B OJIHOM TpPETHU CIy4yaes.
HenoctarouHoe u3ydeHHEe pPOJIM W CTEIEHM BO3JCHCTBUSA JAaHHBIX (DaKTOPOB,
dbopMHpOBaHWE MHOMBI Y IKEHIIMH PENpPOAYKTUBHOTO BO3pacTa, BBICOKAS
nponudepaTuBHAsS aKTUBHOCTh y3JI0B M BEPOSTHOCTh UX PEIUIMBA YKa3bIBACT Ha
aKTyaJlbHOCTh JaHHOW TmpoOsieMbl. B CBSI3M C TOSBIICHHEM YIbTPa3BYKOBOM
anmapaTypbl C BBICOKOM pa3peliaromnieil CrnocOOHOCTBIO CTAl0 BO3MOKHBIM
JUarHOCTUPOBaTh MHUOMY B CAMOM Haudalle €€ Pa3BUTHS, ONPEIEISATh KPOBOTOK
y3JI0B, OIIEHUBATh CTETICHb UX MPOIUdEpPaTUBHON aKTUBHOCTH.

K akTyanbHBIM HaNpaBJICHUSIM HAyYHBIX MCCJIEIOBAHUN TaKKe OTHOCSTCS
BOIIPOCHI JICUCHUS] MHOMBbI MaTku. C UCIOIb30BaHUEM Ha TMPAKTHUKE TaKUX
npenaparoB kak aroHuctel ['HPT' (a-T'uPI') u cenexktuBHBIE MOIYIATOPHI
peuentopoB mnporectepoHa (CMPII), nHa ceromHsimHWN J€HHP MHOMa MATKH
JEYUTCS  TMPEUMYIIECTBEHHO  KOHCEpPBAaTHMBHBIM  myTeM.  HemocTaTkom
KOHCEpBAaTUBHOI'O  JIeUEHUsI sIBIseTCS] HU3Kasg A(QQPEKTUBHOCTb, HaJW4UE
MPOTUBOIMOKA3aHU U HEPEJKO IMOCJE MPOBEACHUS TOPMOHOTEPANIUU OTMEYAETCS
pEeLIUB MHOMBI, OCOOCHHO Yy >KEHIIUH PENpoayKTUBHOTO Bo3pacTa. Bce aTo
CBUJICTEIBCTBYET O HEOOXOIUMOCTH  pa3paboTku  auddepeHImpoBaHHOTO
WHJIUBUAYAIU3UPOBAHHOTO JIeUeHUs. PaHHSS AMAarHocTMKa MHOMBI MaTKH,
MIPUMEHEHUE COBPEMEHHBIX MaJIOMHBA3MBHBIX OpraHOCOXPAHSIOLIUX
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XUPYPTUUECKUX METOJIOB, COBEPIIEHCTBOBAHUE METOJOB MPOPIIAKTUKA U
peadbWIUTalud U COXPAHEHUE PENPOAYKTUBHON (PYHKIIMU MMEET BaXKHOE HAY4YHO-
IPaKTUYECKOE 3HAYECHUE.

JlaHHO€ nHccepTalMOHHOE UCCIECIOBAHUE B ONIPEIECIICHHON CTENEH! CIY>KUT
BBITIOJIHEHUIO 33J1a4, yTBepkaeHHbIX B [locTanoBnenusx [lpesuaenta PecriyOnuku
V36ekuctan 3a NellI1-1096 ot 13 anpens 2009 roga «O JOMOJHUTENIBHBIX MEpax
0 OXpaHe 3/I0pPOBbs MaTepu U pedEHKa, POpMUPOBAHHUE 3IOPOBOTO MOKOJICHUSI» U
NollIT-2221 ot 1 aBrycra 2014 roma «O I'ocymapcTBEHHOM mporpaMme Io
JaJbHEUIIIEMY YKPEIUJICHUIO PENpOAYyKTUBHOTO 370pOBbSl HACEJIEHUS, OXpaHe
37I0pOBbsI MaTepeu, AeTe U MmoaApocTKOB B Y30ekuctane Ha 2014-2018 roawi», a
TaK)Xe B IPYTUX HOPMATHBHO-TIPABOBBIX JOKYMEHTAX, IPUHITHIX B JaHHOU cepe.

CooTBeTCTBHE HCCJIEIOBAHUA OCHOBHBIM MPHOPUTETHBIM HANIPABJIEHUSIM
Pa3BUTHSI HAYKH M TEXHOJIOTHI pecny0auku. J[uccepraiinoHHOE UCCIICIOBAaHNE
BBITIOJIHEHO B COOTBETCTBUU C MPUOPUTETHBIMHU HANIPABJICHUSIMU PA3BUTUSI HAYKH
u TtexHosnorun pecnyonmukun VI «Memunmna u dapmakonorus» ['HTII-10
«Pa3paboTka HOBBIX TEXHOJIOTHM TNPOPUIAKTUKH, TUATHOCTUKH, JICYCHUS W
peabmuTanuu 3a00J€BaHUN YETOBEKAY.

O0630p 3apy0e:KHBIX HAYYHBIX HCCJIEAOBAHMI 110 TeMe JUCcCePTAIUMN.
[IpoBoMMbIE B MUpE COBPEMEHHBIC HAy4YHBIC MCCJICIOBAHMS, HAIPaBJICHHBIC Ha
BBIOOP TAaKTHKHU JICUECHUSI MUOMBI MAaTKH Y JKCHIIHUH PENPOJAYKTHBHOTO BO3pAaCTa,
MIPOBOJIATCS B BEAYIIUX MUPOBBIX HAYYHBIX IIEHTPAX U BBICIINX 00pa30BaTEIbHBIX
yupexaenusx, B Tom umcie: Universitdit Heidelberg, Universititmedizin Berlin
Charite (Pepmanns)®; Cliniques Universitaires Saint-Luc Catholic University of
Louvain (benbrus); Clinica Ginecologica EL Centro de Estudios de Obstetricia y
Ginecologia Asociado, Lugo (Mcmanmst)*; Hopital St. Antoin, Assistance Publique-
Hopitaux de Paris and University Paris (Opanuus); Medical University (ABcTpus),
Clinica Ostetrica e Ginecologica (Mrtamus)®’; MDSL International Ba OsterMed,
Birmingham (Coemunennoe KoponeBctBo); Prywatna Klinika Polozniczo-
Ginecologiczna, Bialystok (Ilompma); «Hayunslii 1eHTp  aKyliepcTsa,
TMHEKOJIOTMM W IepuHaTosiorud um. akaaemuka B.UM. Kymakosa» m B «Hayuno-
UCCJIEIOBATEILCKOM IIeHTpe akymepctBa W ruHekojorun wuMm. J[.O.Otra»
(Poccuiickass ®enpepanusi), 1 TalmKeHTCKOM MEAUMATPUUESCKOM MEAUIIMHCKOM
uHCTUTYTE (Y30€KUCTaH).

B pesymerare = wmccienoBaHWi, ~— MPOBEACHHBIX B MHpE  TIO
COBEPIIICHCTBOBAHHWIO METOJIOB JTUATHOCTUKH W JICYCHUSI MHOMBI MATKH Y KEHIITUH
PENPOTYKTUBHOTO BO3pacTa IMOJYUYCHBI PSJT HAYYHBIX PE3yJIbTaTOB, B YACTHOCTH:
ompeneneH XapakTep MUCHYHKIMH WMMYHHOH CHCTEMBI, €€ pOJIb B Pa3BUTHH

! Ulipristal Acetate for Symptomatic Uterine Fibroidsand Myoma-Related Hypermenorrhea / Rabe T., Ahrendt H.J.,
Albring C., Bitzer J. et al.// Joint Statement by the German Society for Gynecological Endocrinology and
Reproductive Medicine (DGGEF) and the German Professional Association of Gynecologists (BVF). J Reprod Med
Endocrinol 2013; 10: Sonderheft 1: 82-101;

2 Ulipristal acetate versus placebo for fibroid treatment before surgery (PEARL 1) / Donnez J., Tatarchuk T.F.,
Bouchard P. et al. // N Engl J Med 2012; 366: 5:409-420;

® Ulipristal acetate versus leuprolide acetate for uterine fibroids. (PEARL I1) / Donnez J., Tomaszewski J., Vazquez
F.etal. // N Engl J Med 2012; 366: 5:421-432;
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nponudeparuusx mpomeccos’ (Department of Public Health Sciences, Henry
Ford Hospital, CIIIA); ycTaHOBJIEHO yyacTHe IIMTOKHHOB, ITOKa3aTeJIeH aronro3a
B marorenese muomsl - (Department of Medicine, Memorial Sloan-Kettering
Cancer Center, CIIIA; Shanghai Institute of Planned Parenthod Research,
KHTaﬁg); oIIpe/ieIeHa PONb POCTOBBIX (haKTOPOB B pasBuTHH MHOMBIT (Department
of Obstetrics and Gynecology, Tottori University School of Medicine, fnonus);
(dakTop pocTa BBICOKOMUTOTEHHBIN JJIsI OTHOTO THUIA KJIETOK, MOXKET JIeWCTBOBATh
KaKk HWHTHOWTOpP 1 JPYroro BHAA  KJIETOK, H3y4aroTcs  (aKTOpHI,
XapaKTepHU3YyIOIIHe MPOTH(PEPATUBHYI0 aKTUBHOCTh MHOMBI, KOTOPBIC ITO3BOJISAT
MIPOBECTU OPraHOCOXPAHSIONIEE JICYEHUE K BOCCTAHOBUTH PEHPOIYKTUBHYIO
dyukmmio  sxemmmu © (Dipartimento  di - Science  Ostetrico-Ginecologiche,
Urologiche e Medicina della Riproducione, Universita degli Studi di Napoli
Federico I, Uranus, MockoBcKuit rOCy/AapCTBEHHBIN MEINKO-
CTOMATOJIOTUYECKAN  YHUBEPCUTET ° l'ocynapcTBeHHBII ~ MEIUIMHCKUAN
yauBepcuteT uM. akaa. W.I1.IIasnosa, CII0, Poccus; Society for Research into
Infertility, Brussels, Bexsrusi’; ObsEva S.A.Geneva, IlIseiinapns).

B Mupe 1no ycoBepIIEeHCTBOBAaHUID METOJI0OB JUArHOCTMKA MHOMBI MAaTKH I10
pAny NPUOPUTETHBIX HAIPABJICHUW NPOBOASATCS HCCICIOBAHUSA, B TOM YHUCIIE:
U3yUYECHUE COCTOSIHUS ITOKA3aTeIed UMMYHHOU CHUCTEMBI, U3YYEHUE POJIA TE€HHOTO
nosmMopdusMa B pa3BUTHUM MHOMBI, BONPOCH paHHEW TUArHOCTHKU W JICUCHHS
MHOMBI MATKH Yy OKEHIIWH, ONPEACICHUE TUIIA MHUOMATO3HBIX  Y3JIOB.
AKTyanbHBIMU  SBJISIFOTCA ~ MCCIEIOBAHUSA MO  CO3JaHUI0  COBPEMEHHBIX
MH(QOPMATUBHBIX TPOTrpaMM JHArHOCTUKH, METOJIOB KOHCEPBATUBHOTO, a IMpHU
HEOOXOJIUMOCTH,  MaJOWHBA3MBHOIO  OPraHOCOXPAHSIONIETO  OMEPATUBHOIO
JICYCHMUSL.

CreneHb M3y4eHHOCTH NPo0JeMbl. B HacTos111€€ BpeMsi OCHOBHBIE HAYUYHBIE
VCCIIEIOBAHUS HAIIPABJICHbl HA U3YYECHHUE NATOrC€HE3a Pa3BUTUS MUOMBI U IOUCK
sddexTuBHBIX MeTOAOB ee JjeueHus. Hampumep, UyxmoBun A.b., u coasT.,
U3YYWIA POJIb UMMYHOJIOTMUECKMX M TEHETHUYECKHX (aKTOpPOB B IMATOTCHE3e
neriomuombl MaTku. Axamsia JI.B. u coaBt. (Poccust) onpenenuiau posib pOCTOBBIX
(dakTOpoB, XapakTep aHTHOTeHEe3a B PA3BUTUH MUOMBI U MOKa3aiH 3(HEeKTUBHOCTD
JICUCHUSI MHOMBI IMPENaparoM  CEJIEKTUBHBIX MOJYJIATOPOB  PELENTOPOB

! Wegienka G. Are uterine leiomyoma a consequence of a chronically inflammatory immune system? // Med
Hypotheses. 2012 Aug;79(2):226-31;

% Nair S, Al-Hendy A. Adipocytes enhance the proliferation of human leiomyoma cells via TNF-a proinflammatory
cytokine // Reprod Sci. 2011 Dec;18(12):1186-1192;

¥ Involvement of Bcl-2, Src, and ERa in gossypol-mediated growth inhibition and apoptosis in human uterine
leiomyoma and myometrial cells / Zhu Y., Xie S.W., Zhang J.F., Zhang T.T. et al. // Acta Pharmacol. Sin. - 2010. -
Vol. 31, Ne12. - P.1593-1603;

* Interleukin-10 attenuates TNF-alpha-induced interleukin-6 production in endometriotic stromal cells. Tagashira Y,
Taniguchi F, Harada T, lkeda A, Watanabe A, Terakawa N. Fertil Steril. 2009 May; 91(5 Suppl);

> Preoperative treatment of uterine leiomyomas: clinical findings and expression of transforming growth factor-
beta3 and connective tissue growth factor. / De Falco M, Staibano S, D'Armiento FP, Mascolo M. Et al. //Am. J Soc
Gynecol Investig. 2006 May;13(4):297-303;

® Amamsm JLB., Comoa M.M., Mamyrus H.M. OnsIT npuMEHEHUs! CENEKTUBHBIX MOAYJISITOPOB PELENTOPOB
IIpOrecTepoHa B JICYEHHMH MHOMBI MaTKH. (0030p auteparypsl) // IIpobnemsr penpoxykunu. 2014. - Ned. — C.34-38;

" Donnez J, Donnez O, Dolmans MM. With the advent of selective progesterone receptor modulators, whats is the
place of myoma surgery in current practice? Fertility and Sterility. 102:3 2014 Sep P.640-8.
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nporecrepona. Chang C.C. u coasr. (TaiiBans), Park D.W., Yang K.M. (IOxHas
Kopest) 1 Nair S. (CIIIA) u coaBT. yCTaHOBUJIM, YTO (PAaKTOpP pOCTa IHAOTEIIHS
COCYIIOB, XapakTepusywomuii mnpouecc HeoBackymsipuzauun (VEGF), wu
Tpanchopmupytonmii  pakrop pocra B2 (TGF-B2), orpaxkatouuit mporieccsl
npoaudepauu U anonTo3a, ABISI0TCS MapKepaMu pa3BUTHUS U TpoJaudepaTUuBHON
aKTUBHOCTH MHOMBI MaTtku. Donnez J. (Bemsrust), Kazem Nouri (ABctpus),
Barlow D.H. (Illotianaus) noka3aiu 3pPeKTUBHOCTh CEICKTUBHBIX MOAYJISTOPOB
PEIEnTOPOB MPOreCTepOHA B JICUCHUH MHUOMBI MAaTKH W JUIS TPEIOINEpariioOHHON
MOATOTOBKM Tiepes; muomdKkTomueil. KapumoBeim A.X. u AxmenoBout [.A.
MIPOBEICHBI MCCIIEAOBAHMS KPOBOTOKA B MATOYHBIX M SIMYHUKOBBIX apTEPUSIX MPHU
MHOME MATKH, MO3BOJISIONINE OMPEACIATh PUCK PA3BUTHS OCIOKHEHHH MHOMBI.
KapumoBeiM 3.J. u coaBT. ycTtaHoBieHa 3()PEKTUBHOCTH MHUOMAIKTOMHU B
BOCCTaHOBJICHUH (PEPTHIILHOCTH >KCHIIUH.

HecMoTtps Ha rimy0okue uccineaoBaHus Ipo0ieMbl TaTOTeHe3a, TUarHOCTUKU
U JICUCHUS] MHUOMBI MaTKH, MPOBOJAMMBIE BO BCEM MHUpPE, Ha CETOAHSIIHHUN JICHb
UMEETCS. MHOTO HEPEIICHHBIX BOMPOCOB U MPOOJieM, TPEOYIOMMX JaJbHEHIIIEeTo
uzyueHusi. He pazpabortansl cTangapThl 00ciieIoBaHNs OOJbHBIX MUOMOW MAaTKHU C
oTnpe/elIeHUEeM THIIa MUOMATO3HbBIX Y3JIOB.

He cranpapTusupoBaHbl METOJbI KOHCEPBATUBHOTO OPTraHOCOXPAHSIONIETO
JeYeHUs, a TakkKe peadWIMTAIlMOHHOTO JIEYEHHWS U  BOCCTAHOBIICHUSA
(GepTHIIIBHOCTH Y JKCHIIUH PEMPOTyKTUBHOTO BO3pacTa, HE PEaTM30BABIINX CBOIO
pPENPONYKTHBHYI0 (GYHKIHIO. Bce 3TO CBHUIOETENBCTBYET O HEOOXOAMMOCTH
MIPOBEICHHSI HOBOTO HCCIEAOBAHHUSA C NMPUMEHEHHEM HH(POPMATHBHBIX METOIOB
UIsT pa3pabOTKH COBPEMEHHBIX ITOAXOAOB B JICYCHUHM MHOMBI MAaTKH, YTO H
OTIpeIENAET aKTyaIbHOCTh U IPHOPUTETHOCTH TIOCTABIICHHON TIPOOJIEMBI.

CBsi3b TeMBbI JUCCEPTALMH € HAYYHO-HUCCJIEI0BATEIbCKHUMH padoTaMu
BbICIIET0 00pPa30BATEJbLHOIO Y4YpesKJAeHHs, Ile BbINOJHEHA JUccepTaums.
JluccepTallMOHHOE ~ HWCCJEAOBAaHWE  BBINOJHEHO MO  IUIaHy  HAy4YHO-
UCCJIEIOBATENBCKUX pPaboT TalKeHTCKOro NeANaTpUYeCcKOro MEAUIIMHCKOTO
uHcturyta 01980006703 «YcoBeplIeHCTBOBAaHUE METO/IOB JUATHOCTUKH, JICUCHUS
U IPO(UIIAKTHKY BPOKJICHHBIX U MPUOOPETEHHBIX 3a00I€BaHUN Y IeTel», a TaKxKe
B pamkax mnpoekta AJICC-15.26.11 «Pa3paboTka HOBBIX COBPEMEHHBIX METOIOB
JUATHOCTUKM W OPTraHOCOXPAHSIONIETO JICYCHUS MHOMBI MATKH Y JKCHIIUH
penpoayKTUBHOIO Bo3pacta» (2015-2017rr.).

Leabio ucciiefoBaHus SBISICTCS ONMpeAeTiCHUE TOKa3aTeNeld PeryIsiTOPHBIX
UMMYHHBIX MEXaHU3MOB Pa3BUTHS PA3IUIHBIX TUIIOB MUOMATO3HBIX Y3JIOB B 3aBH-
CUMOCTH OT HMX TPOIH(PEPATHBHON AKTHBHOCTH, YCOBEPIICHCTBOBAHHME TAaKTHKHU
mudepeHIMPOBAHHOTO OPraHOCOXPAHSIONIETO JICUCHUS M TPO(PMITAKTHKHA OCIIOXK-
HEHUH MUOMBI MaTKH Y KEHIITMH PEIPOTYKTHBHOTO BO3pacTa.

3agaum nccjie0BaHUA:

M3y4eHUE YaCTOTHl W BHJOB OIEPATUBHBIX BMENIATEIBCTB, BUIOB U
XapakTepa pocTa MHOM Y JKCHINUH PENpOJAYKTHBHOTO BO3pacTa IMyTeM
PETPOCIIEKTHBHOTO M MPOCTIEKTUBHOTO aHAJN3A;
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ONpEJEICHUE XapaKTepa KPOBOTOKA BOKPYT U BHYTPU MHUOMATO3HOIO y3ia
nyTeM JONIJIEPOMETPUU B JAMHAMHUKE [UJIi BBIOOpAa TAKTUKHU JIEUYEHUS W
MOHHUTOPHUHTA peadWIUTALINH;

U3yYeHUE aHATOMUYECKHUX OCOOCHHOCTEH COCYAMCTOM apXUTEKTOHUKHU, a
TaKk)Ke MaToMop(oJIOTur ynaJeHHON MaTKM U MHUOMATO3HBIX Y3JIOB C MOMOIIBIO
CBETOBOM U CKaHHUPYIOIIEH 3IEKTPOHHOU MUKPOCKOTINH;

onpeeleHue PO MMMYHHOW CHUCTEMbl M XapaKTep €€ HapylIeHW B
pPa3BUTUM MHOMBI MAaTK{, MPEIIOKUThH MapKepbl sl ONpPENEICHUs pHUCKa
npoaudepannu y 00JbHBIX 10 U MOCIE JCUCHUS;

uccliieoBanre muToTokcudeckoro apdexra TGF-B2 Ha xieTkn MuomBI iN
Vitro;

pa3paboTKa ¥ BHEIPEHHE MPOrpaMMbl 00CIEIOBaHUS OOJBHBIX C MHOMOM
MaTKd W ompeneieHne ee 3PPEeKTUBHOCTH, YCTAHOBJICHHWE MPOTHOCTUYECKON
3HAaYUMOCTH, YYBCTBUTEIBHOCTU U CHEUU(PUYHOCTU MPENTIOKEHHBIX MapKEpOB,
IPOBEJCHUE KOPPEJSLMOHHOIO aHaliu3a B3aMMOCBS3M KIMHUKO-1a00paTOPHBIX
nokaszaTene Ui OLIeHKU UX 3(P(PEeKTUBHOCTH;

U3y4Y€HUE OCOOEHHOCTH TEUEHHUs OEpEMEHHOCTH, POJOB U MOCIEPOAOBOIO
NEepUo/a y KEHIIIMH C MUOMOM MaTKU B 3aBUCHMOCTH OT THUIIA Y3J1a;

OIpEIEIICHUE 3(pPEKTUBHOCTH IPEII0KEHHOTO KOMIIJIEKCHOTO
TP GEepeHIMPOBAHHOTO  OPTraHOCOXPAHSIOUIET0 JIEYEHUS MHOMBI MAaTKU IO
BOCCTaHOBJICHUIO PENPOAYKTUBHON (PYyHKIUY;

onpenesieHre 3H(PEKTUBHOCTH PEadUIUTAIMOHHOTO IOCJIEONEePAIIMOHHOTO
JE€YEeHUS I MPOPUIAKTUKHA PEIUANBA MUOMBI.

O0bexkTOoM mcciaenoBaHus SABIAIOTCA 350 JKEHIIMH pPENpOAYKTUBHOIO
BO3pacTa, MMEIOIMX MHOMY MAaTKH, OOCJEIOBAHHBIX M  MOJY4YaBIIUX
b depeHInpoBaHHOE JIEYEHUE.

IIpenmeTom mccie0BaHMA SBISIOTCS BEHO3HAs KPOBb M CHIBOPOTKA KPOBU
JUIS  U3YyYEHHs OCHOBHBIX IIOKa3aTeleil HMMMYHHOW CHCTEMbI, JaHHbIE
yJIBTPa3ByKOBOTO, JONIUIEPOMETPUYECKOTO, COHODJIaCTOTpaPHUUECKOro
UCCJIeIOBAHUS, MUOMETPHUI U3 MaKpoIpenapara yaaIeHHOW MaTKH, THarHOCTUKYM
— Tpancopmupyromuii pakrop pocta (TGF-2).

Metoabl mMcciaeaoBaHusA. bBBIIM  MCIONB30BaHBI  OOIIEKIMHHUYECKHE,
(yHKIIMOHAJIbHBIE  YJIBTPa3BYKOBBIE, HWMMYHOJOTHYECKHE, OHOXMMHUYECKHE,
PEHTI€H-KOHTPACTHBIE, KIMHUKO-MOP(POJIOTHUECKUE U CTATUCTHUYECKUE METObI
UCCJIEI0BAHMUS.

HayuyHasi HOBU3HA HCCJIeIOBAHMS 3aKIIOYACTCS B CIEIYIOLIEM:

YCTAHOBJIEHBI OCOOEHHOCTH AucOallaHca MPOBOCHAIUTENbHBIX U MPOTHUBO-
BOCHAJMTENIbHBIX IIUTOKMHOB, »HAOTenuanbHoro ¢akropa pocra (VEGF) B
3aBUCUMOCTH OT NIPOJu(epaTUBHON aKTUBHOCTA MUOMBI;

orpesesieHbl MMMYHOJOTHYECKHE MapKepbl AJisi OLIEHKM CTENEHH pHUCKa
npojudepalud MHOMAaTO3HOTO MpoLecca, a B IOCIEONEPAlMOHHOM MEPHOJE —
pPHUCKa peLrInBa Y3JI0B;

JI0OKA3aH J103a-3aBUCUMBIN [IUTOTOKCUYECKUIA U MPOATIONTOTHIECKUH A HeKT
Tpanchopmupyrormiero dpakropa pocra TGF-f2 B pa3BUTHU MUOMBI;
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CTENEHb KPOBOCHAOKEHHUSI MUOMATO3HBIX Y3JIOB MPU JIOMIIICPOMETPUHN UX
KPOBOTOKA SIBJISIETCS MapKepOM [Jid ONPENENICHHUS TUIA y3Ja U MOHUTOPUHIA
3 PEKTUBHOCTHU JICUCHUS,

pazpabotan wmeToJ JaUuBPEepeHIUPOBAHHOTO HHIUBYAYaTU3UPOBAHHOTO
JICYEHUsT MUOMBI MAaTKH B 3aBUCHMOCTH OT THIIa MHUOMATO3HBIX y3JI0B, BO3pacTa
KEHIIUHBI, COCTOSHUS PENPOAYKTHUBHOM (YHKIMU, HaIU4Us KIMHUYECKOU
CUMIITOMATUKA MUOMBI, MTOKa3aHa 3((PEKTUBHOCTh aKTUBHON TAKTHKHU JICYCHUS T10
CPaBHEHUIO C TPAAUIIMOHHON HAOII0ATEIbHOW TAKTUKON Y MOJOJBIX KEHIIUH C
0ECCUMITOMHBIM TEYCHUEM MUOMBI,

pa3pabOTaHO KOMILIEKCHOE OPraHOCOXPAaHSIOIIEE JEYEHUE C TPUMEHEHUEM
a-I'HPI' W cenexkTUBHBIX MOIYJISATOPOB MPOTrE€CTEPOHOBBIX PELENTOPOB IS
BOCCTaHOBJICHUS PETPOAYKTHBHON (YHKITUN Y OOJBHBIX MEOMOW MAaTKH.

IIpakTH4yeckue pe3yabTaThl HCCJIEIOBAHUSA 3aKIIOYAIOTCS B CIECIYIOLIEM:

pa3paboTaHa W BHEJpEHA MporpaMma OOCIIEIOBAHUS KEHIIMH C MHUOMOM
MaTKH JJIs1 IPOTHO3UPOBAHUS TUIIAa MHOMATO3HOTO Y3JI1a JI0 JICYEHHUS], TPEAJIOAKEHBI
MapKephl arornrTo3a, Mpojudepanid U aHTUOT€He3a JUIsl OINpEACICHHUS THUla
MHUOMATO3HBIX  Y3JI0B MHOMBI U  JU(PPEPEHIIMPOBAHHOTO TMOJXOJA  JUIS
KOMILIEKCHOT'O JIECYEHUSI MUOMBI MaTKH Y KEHIIUH PENPOJTYKTUBHOTO BO3PaCTa;

ycTaHoBieHa A((PEKTUBHOCTh MPOrpaMMbl OOCIEAOBAHUS U  JICUCHUS
OONBHBIX MHMOMOM MAaTKH, KOTOpas T[O3BOJIMJIA CHU3UTh YAacCTOTY pPa3BUTHS
OCJIO)KHEHHWH, CHOCOOCTBOBaja BOCCTAHOBJICHHUIO PEMPOIYKTUBHOW (PYHKIUH,
CHMIKEHUIO YaCTOThl OTEPU PENPOIYKTUBHOIO OpraHa U HaoOOpOT, MOBBIIIEHUIO
3((PEKTUBHOCTU KOHCEPBATUBHOI'O OPTraHOCOXPAHSIOLIETO JICUECHHUS;

pa3paboTaHO peadUIUTAMOHHOE JICUCHHE C MOHUTOPUPOBAHUEM COCTOSHUS
y3JI0B;  NPEIJIOKEHbl ~ MapKepbl i  IPOTHO3UPOBAHMS  BO3MOKHOTO
peLUIUBUPOBAHUS MUOMBI.

JlocToBepHOCTH MOJIy4YeHHbIX pe3yJbTaTOB HCCJIeI0BAHNM
MOJITBEPIKIACTCS COBPEMEHHBIMU B3aUMHO JTOTIONHSIOIIMMH OOIIEKIMHUYECKUMH,
UMMYHOJIOTHYECKHMH, YJIbTPa3ByKOBBIMU, PEHTIE€HOJIOTUYECKUMU,

MOPGOJIOTHYSCKUMH MeToAaMU OOCIIeIOBaHMS M JIOKa3aHbl CTAaTUCTHYCCKUMU
UCCIICIOBAaHUSIMH, TIPOBEACHHBIMU Ha JOCTATOYHOM KOJIMUECTBE OOCIICTOBAHHBIX
OOJIbHBIX.

Hayynasi u nmpakTuuyeckasi 3HAYUMOCTb Pe3yJbTATOB HCCJIEI0BAHUSA.
Haydnast 3Ha4MMOCTh pe3ybTaTOB MCCIICIOBAHUS 3aKIFOYACTCS B TOM, YTO B HEH
PACKpBITHl CYIIECTBEHHBIC IMATOTCHETUYCCKUE MEXAaHU3MBI Pa3BUTHSI MHOMBI
MaTKH y JKCHIIWH pPENpOAYKTHBHOTO Bo3pacta. OmpenencHa poJib WMMYHHOMN
CUCTEMBI U €¢ W3MCHCHUI B Pa3BUTHH MHUOMBI MAaTKH W €€ Pa3jIMYHBIX THIIOB, B
YaCTHOCTH, OMPEICICHO ydacTue aucOajaHca Mpo- M MPOTHBOBOCIAIMTEIBHBIX
IIUTOKWHOB, & TAKXKE POJIb (AKTOPOB POCTA B MATOTCHE3¢ MUOMBI.

[IpakTrueckass 3HAUMMOCTb PE3YJIBTATOB WCCICAOBAHMS 3aKITIOYACTCS B
pa3paboTKe anropuTMa oOcieoBaHus OOJIBHBIX JI0 Havasa jJedeHus mytem Y3U ¢
JIOTIIJIEPOMETPUEH ISl TPOTHO3UPOBAHMS THIA MHOMATO3HBIX Yy3JI0B W
MPOBEJICHUS] MAJIOMHBA3UBHOTO OPraHOCOXPAHSIOMIET0 KOMIUIEKCHOTO JICUCHUS,
MO3BOJIMBIIETO CHU3UTH YaCTOTy PaJAMKAIBHBIX omepammii. Pa3zpaborana cxema
KOMIUIEKCHOTO Ju(depeHIIMpOBAaHHOrO JICYEHUs] B 3aBHCUMOCTH OT THIIA
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MHOMATO3HBIX Y3JI0B, BO3pacTa KEHIUIWHBI, XapakTepa €€ pPenpoJyKTHBHOU
(GYyHKUMM, HaIM4Msl KIMHUYECKOM CUMNTOMATHKW. BBbIsBIEHAa CBsI3b MEXIY
noBbilIeHHBIM ypoBHeM VEGF u ycuieHueM kadecTBa KpOBOTOKAa MHOMATO3HBIX
y3J0B, MEXIYy YPOBHEM IIPO- W MPOTHUBOBOCHAIUTENbHBIX IIUTOKUHOB TpHU
nponudepupyomux MuoMax. [loBbllieHHME  ypOBHA  IPOBOCHATUTEIBHBIX
[IUTOKMHOB, (AKTOPOB pPOCTa U YCUJICHHBIM KpPOBOTOK MHMOMATO3HOIO Y3ia
YKa3blBAIOT Ha BEPOATHOCTh mnposudepupyromieii  Muombl. [Ipennoxeno
KOMIUIEKCHOE PEa0MINTAIMOHHOE JICYEHUE MTOCIE ONepalii, KOTOPOE MO3BOJIHIO
CHU3UTH YaCTOTY PELUINBA MUOMBI U IOTEPU PENPOAYKTUBHOTO OpraHa.

BHenpenue pe3yjabTaToB HCCIAEI0BAHUSA. [lonyueHHble Hay4HBIC
pe3yNbTaThl MO COBPEMEHHOMY IOAXOAY K BBIOOPY TAKTHUKH JICUCHUS MHUOMBI
MaTKd Y JKEHIIMH PENpOAYKTUBHOTO BO3pacTa BHEIPEHbI B MPAKTUYECKOE
3IpaBOOXpaHEHNE, B TOM YHUCJE B JICSITEIbHOCTh TMHEKOJOTMYECKUX OTICICHUMN
AHIMXKAHCKOTO 00JAaCTHOTO MEPUHATAIBHOTO IeHTpa U Pepranckoro o0JIacTHOTO
nepuHaTaibHOTO 1eHTpa (3akimtoueHue MunucrepcTBa 3apaBooxpanenus PY3 ot
04 nexabps 2016 roma Ne 8H-3/25). Buenpenue anroputMma oOCieIOBaHUS B
MPAKTUKY CIOCOOCTBOBAIO CHMKEHHUIO YaCTOThI paJuKaIbHBIX ornepaiuii Ha 30%,
COXpaHEHUI0 PENpPOAYKTUBHOTO oprana B 80% M BOCCTaHOBJICHUIO (EePTHUIHLHOCTU
B 36,4% ciyuaes.

Anpobauus pe3yabTartoB HcciaeaoBaHus. [lomydyeHHbIE peE3yabTaThl
HCCIICIOBAHUM JIOJIOKEHBI U OOCYXJEHbl Ha pPa3MyHbIX MeXITyHapOoJIHbIX U
PecniyOnukanckux HayuHbix KoH(epenumsix: The World Congress on Building
Consensus on Controversies in Gynecology, Infertility and Perinatology (Istanbul,
2013); 10" Congress on the European Society of Gynecology (Brussels, 2013); 23"
European Congress of Obstetrics&Gynecology (Glasgow, 2014); 16" World
congress of human reproduction (Berlin, 2015); 17" World congress of
Gynecological Endocrinology (Firenze, 2016); 2 MexayHapoaHbIX KOHGEPEHITUSIX
ctpan CHI" na XV Bcepoccuiickom HayuHoM ¢opyme «Matb u quts» (Mockaa,
2014); Ha 7-M MexayHapoAHOM Hay4HOM KOHrpecce «OrnepaTUBHAsI THHEKOJOTHS
- "HoBble TexHosorum» (CII6 2014); u psae PecryOnukanckux KoH(epeHIuii: Ha
VIII cbe3ne akyiiepoB U THHEKOJIOTOB Y30€KUCTaHa ¢ MEXTYHAPOIHBIM YYACTHEM
(Tamkent, 2013); na PecmyOmukanckux koHdpepenmusx (Kapmm 2012;
Camapkana 2013; Tamxente 2015), Ttakxke pabora oOCyXkJIeHAa Ha HAYYHOM
CEMHUHape MpU HAy4YHOM COBeTe TalIKEHTCKOro MeAUaTPUYECKOro MEAUIIMHCKOTO
uHcTuTyTa (27 urons, 2015 r.).

Ony0/JMKOBAHHOCTH Pe3yJbTaTOB UcciaeaoBanus. [1o Teme nuccepranuu
omy0nrkoBaHbl 33 HayuHble paboThl. M3 HUX 13 Hay4HbIX cTrareid B ToM uuciie 10
B PECIyOJIMKAaHCKUX U 3 B 3apyOeKHBIX XypHaaX PEeKOMEHIOBaHHBIX Briciiei
aTTeCTallMOHHOW Komuccued PecnyOnuku  Y30ekuctan Juisi  MyOJIMKaiuu
OCHOBHBIX HaYUYHBIX PE3YyJIbTATOB JOKTOPCKUX AUCCEPTAIUU.

Ctpykrypa n o0beM guccepraumu. J[uccepranus COCTOUT U3 BBEACHUS, 7
IJ1aB, 3aKJIIOYEHHUS], BRIBOJOB, CIIMCKA UCIIOJIL30BAHHOM JINTEpaTyphl, TeKcTa Ha 190
cTpaHuuax, 28 tadbauil u 50 pUCyHKOB.
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OCHOBHOE COJAEPXAHME JIMCCEPTALIMHU

Bo BBegeHMm 000CHOBaHAa aKTyaJbHOCTb M  BOCTPEOOBAHHOCTh
IPOBEJICHHOT'0 HCCIe0BaHus, cHOPMYIUPOBaHbI 1I€Nb U 33Ja4d HUCCIEIOBaHUS,
ompeneneHbl OOBEKT W MPEeAMET HCCICAOBaHMS, IIOKAa3aHO COOTBETCTBUE
UCCJICIOBAHUSI TPUOPUTETHHIM HAMPABJICHUSIM Pa3BUTUS HAYKH M TEXHOJIOTHM
pecnyOIuKY, MPUBOASITCS HayyHAasi HOBU3HA U HAYYHO-MPAKTUYECKAsl 3HAYMMOCTD
pe3ynbTaToB, 0OOCHOBaHA JOCTOBEPHOCTh MOJYUYEHHBIX PE3YyJIbTAaTOB, IPUBEIACHBI
pe3ynbTaThl BHEIPEHUS HCCIEIOBAaHUS B NPAKTUKY, CIUCOK OITyOJIMKOBAaHHBIX
paboT U CTPYKTypa TUCCEPTAIUH.

B nepBoii rnaBe «CoBpeMeHHbIe MpeACTABJICHUST 00 3THOJOTMH M
NaToreHe3e MUOMbI MATKHM, XapakTep PenpoayKTHBHOW (PpyHKIHHM, MeTOAbI
AUATHOCTUKHU U JeYEeHHUS] MHOMBbI MATKH Y KE€HIIUH (PepPTHIBHOI0 BO3PACTa)
JUCCEPTALMK  TOJAPOOHO OCBELIEHBI pPE3yJbTaThl HCCIEAOBAHMI 1O TeMe
JUCCepTaliy, MPOBEACH aHalu3 3apyOeKHONH M OTEUYECTBEHHOW JHUTEpaTyphl.
Takum oOpa3om, MCXOIs U3 L€ UCCIENOBaHMs, B 0030pe MPOAHATU3UPOBAHBI
COBPEMEHHBIE JJaHHbIE 00 3THOJIOTUH, ATOr€HE3€ U TMAarHOCTUKE MUOMBI MAaTKH,
COCTOSSHUM MMMYHHOW CHCTEMBI, POJM Pa3jIU4HbIX METOJOB JUAarHOCTHKH JUIS
ONpEeNEeNeHUsl  THIIA  MHOMArTO3HOTO  y3JIa, NPHUHIUIAX  COBPEMEHHOIO
KOHCEPBAaTUBHOI'O U ONEPATUBHOIO JICYEHUS.

Bo BTOpOi#l I1aBe «AHAJIM3 METOAOB O0CICAOBAHUS U JICYEHUS] MHOMBI
MATKHM Y JKEHIIUH PeNnpoAyKTHBHOI0 BO3PacTa) AKMCCEPTAlUd IPHUBEACHBI
METOIBI  HCCJIEHOBAaHUA U  CBeOeHUA 00  00CiIenOBaHHBIX  OOJIBHBIX.
PerpocniektuBHO u3ydeHbl 581 MCTOpUM OOJE3HM MKEHIIMH, MOCTYMABIIMX HAa
ONEpPaTUBHOE JICUEHUE IO MOBOAY MUOMBI MAaTKH B TMHEKOJOTMYECKOE OT/IEIECHUE
I'oponckoro ponuinbHOrO KOoMIuiekca Ne6 r.Tamkenrta 3a mepuon 2002-2011 rr.
IIpocnekTuBHOE wHccinenoBaHue BKIO4Yano 350 MalMEeHTOK penpoOayKTHBHOTO
BO3pacTa ¢ MMOMOW MAaTKH Yy KOTOPBIX M3Y4YE€HBbl KJIMHUYECKAs KapTUHA, TEUCHUE
3a00JIeBaHUs, COCTOSIHUE penpoayKTuBHON ¢yHkiuu. Ilociae mnpoBeaeHHOro
oOcieloBaHUSl M Ha OCHOBAHMU JIAaHHBIX JOMNIJIEPOMETPUU KPOBOTOKA Y3JIOB
NalMeHTKU OB pasneneHbl Ha 3 rpynmbl: 1-rpynma — 150 OGoNbHBIX €
nponudepupyroeid MUIOMON MaTkH, 2-rpynma — 126 60JbHBIX ¢ MPOCTOW MHUOMOM
MaTKH, 3-Tpynmna — 74 6epeMEHHBIX KEHILMH C MUOMATO3HBIMU Y3JIaMU Ha MaTkKe.

B 3aBuCHMMOCTH OT MPOBOAMMOTO JIEUEHUS MALMEHTKU | W 2 rpynm Obuin
paszeneHsl Ha 3 MOArpyNIbl: a) MOJYYaBIIMX KOMIUIEKCHOE KOHCEpPBATHBHOE
nedyeHue c BkitoueHueM a-I' HPI'B Teduenue 3 mecsiueB u 0) B TeueHure 6 Mecs1eB, B)
NOJIYYaBIIMX IMpenapar »dSCMHUS, SBISIONIMMCS CEJIEKTUBHBIM  MOAYJISTOPOM
IPOreCTEPOHOBBIX penenTopoB. bepemennbie 3 Tpynmbl nocie 00CIeAOBAHUS
Takke OBUTM pa3felieHbl Ha JIB€ TMOArpynmbl: 3a - OepeMeHHBIE ¢
MHO>XECTBEHHBIMH y3JlaMU Ha Martke, 30 - OepeMeHHbIE ¢ OJJHUM MHOMAaTO3HbIM
y3710M MaTku. KOHTpOJbHYIO rpynmy coCTaBWIM 16 300pOBBIX KEHIUMH, U 24
3JIOPOBBIX OEPEMEHHBIX C aHATOIMYHBIMH CPOKAMH TECTAIIHH.

Bo3spacT o06ciaenoBaHHbBIX KEHIIUH Kojebancs ot 18 mo 45 et u cocraBisin
B cpenHeM 35,6+0,66 mer.
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s onpenenenust (akTOpOB PUCKA M3y4Yalld CBEICHUS O MEPEHECEHHBIX U
COMYTCTBYIOIIUX 3a00J€BaHUSAX, O MEHCTPYaJbHON (YHKIMH, aKyIIEpCKOM H
TMHEKOJIOTMYeCKOM aHaMHe3€e 00CIeJOBAaHHBIX OOJBHBIX.

Hanuune MuoMbl MaTKu MOATBEPKIaI0Ch myTeM Y 3U opraHoB mManoro Tasa ¢
JIOTIIJIEPOMETPUEH Ka4yeCcTBa KPOBOTOKA BOKPYT M BHYTPHM MHOMATO3HBIX Y3JIOB Ha
anmapatre LOGIQ-400CL (matumku 5-7 MI'n) u Ha anmapare Hitachi HIVISION
Preirus (matunk V53WR10, gactota 8-4 MI'11). DTO MO3BOIMIO JUATHOCTHPOBATH
MAaTOJIOTHI0 MHOMETpUS, OIpPEAEIHTh KOJIUYECTBO, pPA3MEPBI, PACIIOIOKEHUE,
XapakTep pocTa U TUI MUOMATO3HOTO y3ia (MPpOoIu(epUpyomui Wik mpoCcToi).

Hst  muddepermupoBannst  OBICTPO  pacTylied  MHOMBI  NPUMEHSIIN
COHOARJIaCTOrpadHIo, OCHOBAaHHYIO HA MOJyYEHUU U300paKEHUSI OT TKaHEH MpH UX
MSITKOM CaBIICHUH YIBTPa3BYKOBbIM natuumkoMm (ammapar Hitachi HIVISION
Preirus).  Ilpm  amacrorpaduyeckoM  KapTHPOBAaHHUM  TKAaHW  MSTKHE,
JIETKOC)KMMAaeMble KapTUPYIOTCSL Ha SKPaHE KPACHBIM, JKEJITHIM U 3€JICHBIM LIBETOM.
TkaHu TUIOTHBIE M KECTKHME OTOOpa)X)aroTCs YCTOMYMBBIM CHHUM IIBETOM, YTO
XapaKkTepu3yeT 00pa3oBaHUs 37T0KAYECTBEHHOMN MPUPOIBI.

NMMYyHOJIOTHYECKHE HCCIIEIOBAHMS COCTOSUIA B ONPENEIICHUH COAEp KaHUs
npo- (IL-1B, IL-2, IL-6, TNF-0) u mporuBoBocnamutenbubix (I1L-10, VEGF)
IIUTOKKHOB B CHIBOPOTKE KPOBHU OOJIBHBIX IMyTEM UMMYHO(DEPMEHTHOTO aHaJIN3a C
VCIIOJIb30BAHUEM TECT-CUCTEM «BekTop-bect» (PO, HoBocubupck).
HccnegoBanuss  MpOBOIMIMCH B J1a0OpaTOpuM  LUMTOKWHOB  HHCTHUTYTa
nmmyHosoru AH PY3 (nupextop npodeccop Apumnosa T.VY.).

KynbpTypanpHble HUCClIeIOBaHUSA [JIs ONpPENENEHUs LIUTOTOKCUYECKOH POJU
TpaHchopmupytouiero ¢pakropa pocra TGF-B2 mpoBoaunu in vitro B oTAene
MEJIMKO-TeHETUUECKUX U UMMYyHOpepMeHTHbIX uccienoBanuii LIHUJI TMA (aup.
npod. Upuckyno b.Y.). Ucnonb3oBanack TKaHb yJaJI€HHOW MaTKH, MOJIy4YeHHas
OoT OOJIBHBIX C JMarHo3oMm mnposmdepupyromnas Muoma MaTku. Hcmonb3oBanu
nporenn TGF-B2, muodunusupoBannsiii, npousBoactBa “Life Technologies”
(CHIA). Tlomyuyanum BpeMEHHYIO KyJIbTYypy KIETOK MHOMBI MAaTKH, TKaHb
npombiBaiu W TpuncuHuzupoaiu 0,25% pactBopoM TpuricuHa. KiieTku
BeIpamuBaiii B cpeae RPMI-1640 ¢ 12% smOpuoHanbHOM Tensubel ChIBOPOTKOM
(OTC) B Teuenme 3 ngueit. Ha 4 cyTku BBIpAIllEHHBIN KJIETOYHBIM MaTepual
oOpabaTbIBaJii TPUIICHHOM, BHOCWJIM B TIJIOCKOJIOHHBIE JTYHKH TOJUCTHUPOIOBOTO
mianmera («Junarex», CIIA). TlonyuyeHHble KIETKH ObUTM pa3OUTHI HA 5 TPy,
Ha Kotopble Bo3zaeiicTBoBanu ¢akropom TGF-B2 B moze 1000 mkr/10-106, 500
MKkr/10-106, 100 Mxr/10-106, 10 mkr/10-106 kietok B TeueHue 60 MUHYT U msTas
rpynmna — KJ1eTku 0e3 Bo3eHcTBUS (KOHTPOJIb).

JIIst M3ydeHUs COCYIMCTON apXMTEKTOHMKH MATKH IPOBOJIWIN PEHTTCH-
AHATOMHMYECKOE HCCIEOBAaHUE - peHTreHorpaduio yJaleHHOW MATKU C
MPEIBAPUTEIIBHOM HAIMBKOM COCYJIOB W KOHTPACTUPOBAHUEM COCYIAUCTOU
cucteMbl pactBopoMm Oapust (kad. HopmanbHOW aHatomuu u OXTA TMA,
npodeccop CararoB T.A.). MopdosoruaeckoMmy HCCIEIOBAHUIO C TTOMOIIBIO
CBETOBOM W CKAHUPYIOIIEH SIEKTPOHHOW MUKPOCKONUU MOJABEPTHYTH 32
Makpormnpenapara yaaineHHblx Matok, (AO «PCHX um.akanemuka B.Baxumosay,
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IUPEKTOp A.M.H., ipodeccop Hazupos @.I". u PCL] naT.anatomMun AMPEKTOp aKaj.
AH PVY3 npodeccop AGaymnaxomkaera M.C.)

Jist  cBeToBoil MHMKpockomuu TkaHu ¢ukcupoBanu B 10% pactBope
dbopmanuna Ha QochaTtHoM Oydepe, OKpalIUBaAIM T'EeMAaTOKCUIUHOM U 03HMHOM.
Ceeroontuyeckue MukpodoTorpaduu moiaydaid Ha MUKpockore Axioscop 40 —
ZEISS», conpsix€HHOM ¢ IMPPOBON Kamepoil.

J7ist 3eKTpOoHHOM ckaHupyroe Mukpockonuu (COM) Tkanb hUKCHUpOBATU
B 2,5% pacTBOpe TIIIOTApOBOrO anpAeruja, ¢ AopuKcanueil 4eThIpEXOKUCHIO
ocmus Ha (ochaTtHoM Oydepe, 00e3BOKMBAIIN B CIIUPTE-alETOHE W BHICYIINBAIIN
METOAOM KpuTHuecko Toukn B amnmapate HCP-2. HanbuieHue 3010TOM
npoBoawau B ammapare [B-2. IIpocmoTrp B anekTpoHHOM Mukpockome Hitachi-
S405.

JInsi KOHCEpPBAaTHBHOIO JIEYEHHMs] MMOMBI IPUMEHsuM mpenapartbl a-I'HPT
(Obycepenun-geno 3,75Mr B/M kaxsie 28 qHel 3-6 KypcoB) U npemnapat scmust (5
mr 1o 1 tal. exxeqHeBHO B TeueHue 84 aneil). [l peaOMIMTAMOHHOTO JICUEHUS
npuMeHsUIM npernapaT KykyMasuMm OTE€YECTBEHHOI'O MPOM3BOACTBA - IMPUPOAHBIN
KOMIUIEKC IPOTEOJUTHUECKUX (EPMEHTOB, O0O0JaJaloMi MPOTEOTUTUYECKOM
aKTUBHOCTBIO, B BUJIE AJIEKTpOdope3a.

[lomyueHHble  JaHHBIE MOABEPIVIM  CTAaTHUCTUYECKOM  00paboTke Ha
nepcoHaJIbHOM KoMIbtoTepe Pentium-IV ¢ momompio mporpaMMHOTO Makera
Microsoft Office Excel-2012 ¢ pacueToM CTaHZApTHBIX CTATHCTUYECKUX
nokasareneid (M, M, ¢) N0 KpUTEPHIO paBEHCTBA I'eHepaibHbIX aucnepcuit (F —
kputepuit ®umiepa). OneHKy HHPOPMATUBHOCTU JUArHOCTUYECKUX KPUTEPHUEB
(4yBCTBUTENIBHOCTb,  CHEUU(PUUHOCTb, TOJOXKHUTEIbHAs W  OTpULIATEIbHAS
IPOrHOCTHYECKAsi 3HAYMMOCTb) M OTHOcUTeNbHOro pucka (RR) ocymectsusiiu mo
P.®Dneruep. Paznuuus cunrtanu craructudecku 3HaunMbiMu ripu P<0,05.

B Tperbent rnaBe « KiimHU4Yeckasi KApTUHA MMOMBI MAaTKH, COBPeMEHHbIE
METOAbl [MATHOCTMKM M BH/Ibl ONEPATHBHOIO JIEYeHHSD» JHCCEpTalUn
MIPEICTABICHBI PE3YJbTaThl PETPOCHEKTUBHOIO U MPOCIEKTUBHOTO MCCIIEIOBAHUS,
KOTOpbIE€ MOKAa3aJid, YTO KOJMYECTBO OMEPALM MO MOBOJY MHOMBI BO3pPOCIO 32
MOCJIETHUAE TOJIbl U COCTABIIIET OJHY TPETh OT OOIIEr0 YKCiia THHEKOJOTUYECKUX
onepanui. MruomMa 4acTo BJIsUIach NIPUUMHON yIAJIICHUS MAaTKHU y )KEHIIUH CTapLIe
40 nmer moO TMOBOAY CUMITOMHBIX MHOM. OTMEUEHO YBEIWYECHUE YACTOTHI
OpraHOCOXPAHSIOUIEH omnepanuy - MUOMAIKTOMUU (MD) y MOJNOJBIX >KEHILUH C
oecruioguem. Ornepaliuu MPOBEACHBI B PEMPOIYKTUBHOM Bo3pacte y 23,7%, u3
Hux 4,5% - B Bo3pacte a0 30 net. ['ucTonornyeckre uccieqoBaHus MOKa3aiu, 4YTo
3a MOCJIETHUE 5 JIET OTMEYAETCsl MOBBIIIEHNE YaCTOThI MPOJIU(PEPaTUBHO-AKTUBHON
MHUOMBI 10 47-55%.

[IpocniexktuBHBIE UccneaoBaHusl Obutd TpoBeneHsl ¢ 2012 mo 2014rr. y 350
KEHILMH PENpoAyKTUBHOIO BO3pacTa ¢ MHUOMOW MaTku. Bo 2 um 3 rpymmax
KEHIIUHBI B BO3pacTe A0 35 JIeT cOCTaBWIM MOJOBUHY NALUEHTOK, a B 1 rpynmne -
36,3%. XKenmwmn crapuie 35 ner 6puto Oonbiie B 1 rpynmne - 63,7%, U3 HUX B
Bo3pacte 40-45 net — 42,3%.

B comarnueckom aHamHe3e OOCJIEIOBAHHBIX MPEBAJIMpPOBaja BBICOKAs
4acTOTa BOCHAIUTENBHBIX 3a001€BaHUIN MO CPABHEHUIO C KOHTPOJIBHOW TPYIION.
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WNuaexkc mnepeHeceHHBIX 3a00yieBaHUN y OOCIEIOBAaHHBIX MPEBBIIAN JIaHHBIC
KOHTpOJIbHOU Tpyniibl Ha 30%.

[IpuunHoOl o06cienoBaHusl ObUIM KaloObl HAa HAPYIICHUS MEHCTPYalbHO-
oBapuasibHoro 1ukiaa (MOLI), npuyem yamie y nauuentok 1 rpynmsl (y 55,0%),
yem Bo 2 rpynmne (y 40,5%) (p<0,05), Oecrnmonue, 6oyiv, HapyiieHue (QpyHKUIUU
cocenHux opraHoB. [laBHOCTh 3a0oisieBaHMsi cocTaBisia ot 1 roma mo 13 ner.
Knunuueckue nposieneHus 3a001eBaHus OblIM OTMEUEHBI MTAllUEHTKAMU B TEUEHUE
3-4 net, KOTOPBIM MPEAIIECTBOBATIO 0ECCUMIITOMHOE TEUCHHE.

N3ydenne penpoayKTHBHOTO aHaMHe3a MOKa3ajo, YTO 4acToTa POJOB OblLia
nocroBepHo Hmwxke B 1 rpymme (p<0,05), yemM B KOHTpOJIBHOM W 3 rpynnax, a
4acTOTa PENPOAYKTUBHBIX MOTEPhH BBIIIE MO CPABHEHUIO C JIPYTHMMU TpYyNIIaMu,
IpU 3TOM BBIKUABIIIEH Obuto goctoBepHo Oosbiie (p<0,01) mo cpaBHEHHIO C
KOHTpoJeM. J[muTenbHOCTh Oecrionus cocrarisia oT 1 roga mo 8 net (26,8%).
BocnanurtenpHbie 3a001€BaHUSI MAaTKA U MPUJATKOB 4Yallle BBISIBICHBI B 1rpymme
(45,8%). CnenoBatenbHo, (akTopamMu puCKa Pa3BUTHUS MHOMBI MAaTKH Yy
o0CNeIOBaHHBIX SIBJISUTUCH OTSTOIICHHBIM COMATUYECKUNA aHaMHE3, BBICOKHI
uHjeKc 3a0oneBaeMocTH, Hapymienuss MOLI, BocrianurensHbie 3a00JI€BaHUS MATKU
U TPUJATKOB, BBICOKAs YacTOTa PENpPOAYKTHBHBIX TMOTEph, Oecruioaue,
TOPMOHAJIBHOE CTUMYJIMPYIOLIEE JICUCHHUE.

[Tpu Y3U MaTku KOJTUYECTBO Y3JIOB Y OJTHOM MAlMEHTKH Kojiebanock oT 1 10
3 mpu mpocThIX MUOMax U 3-9 y31no0B npu npoaudepupyromux muomax. Torabko
VY3U1 He no3BONSET ONPENENUTh TUM Y3JIa — MPOCTOM WU TPOJU(EPUPYIOLIUNA.
N3yyeHnne KpoBOTOKAa BOKPYT y3JIa MHOMBI BBISIBUJIO, YTO Y MAMEHTOK |-Tpymmbl
NP cocraBmsin B cpenem  0,47+0,01, dYro yKa3plBa€T HA  XOPOIIEE
KpoBocHaOxeHue y3na (puc.la). [Ipu paszmepax y3na 25 MM 1 OoJiee onpeaensics
BHYTPUY3JIOBOM KpOBOTOK B mnuTatrouiem cocyae yzna (P 0,57+0,01), uro
XapakTepHo i posrdepupyromieit muomsl. [locne npoBeaeHHs] KOMIIEKCHOTO
nedyenus WP nmoseimancs go 0,79+0,01 (puc.16).

bstetrics 27-APR-13 12:34:49 16-APR-13 12:42:38
E

Of Obstetrics
37wdd P:95% 20121119003 3wid Pos% JINKE

vdi |__-13
RI1 0.81
FRA7 BG28 DR70 CG:38 CFM
90MHz  800/5.0MHz 2245.0MHz 33 5 90MHz  400/5.0MHz

Puc.1. I3MmeHeHue KauecTBa KPOBOTOKAa MHOMATO3HOIO y3J1a 10 (a) | mocJje
JedeHus (0).

VY manueHToK 2-rpymibl KpOBOTOK BOKPYT y3ia Obul Xyke, VP moBblieH u
coctaBisl B cpenHem 0,80+0,02, yto ngocTtoBepHO BbIIE, 4eM B | rpynmne
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(p<0,001), uro XapakTepu3ylO€T MNPOCTOH, HEMPOIUPEPUPYIOMINNA TUIT MHOMBI.
ITocne neuenus P cocrasmsn 0,87+0,03.

Takum 00pazoM, HONIJIEPOMETPUSI B TMHAMUKE IMMO3BOJISIET YCTAHOBUTH THUI
y3Ja 1 onpeaenuTb 3h(PEeKTUBHOCTD JICUCHUS.

[Iponudepupyromas MuoMa yYalie pacroyiaraeTcsi B 30HaX C JIy4YIIUM
KPOBOCHA0KEHHEM — B BEPXHEW M HUKHEH TPETH MATKH, CO CMEIIAHHBIM THUIIOM
y310B 1 P mmxe 0,56. s 6ecruionus Ha ¢GoHE MUOMBI XapaKTEpHO COUYETaHUE
MPOCTBIX H MPOU(PEPUPYIONTUX Y3JI0B, PACIOJIOKECHHBIX HHTPaMYpPaIIbHO,
1e(pOPMUPYIOUINX MOIOCTh MATKH.

Cononnacrorpaduro MpUMEHSUTH TPU OBICTPOM pocTe y3710B. [Ipu mpocThIx
MHOMaX CO CHIDKEHHBIM KPOBOTOKOM  ONPENENsUIA  3€JICHBIA  MaTTepH.
[IpeumyiiecTBEHHO  CHHHMM € 3€JE€HBIM  TATTePH  ONpENesiid  MpHU
npoJudepupyrome MHOMe ¢ OOJBIITUM KOJIHMYECTBOM COCYZIOB, TOJBKO CHHUUN
MaTTEPH, XapaKTEPHBIN JJII CAPKOMBI, HE ObLIT BHISIBIICH.

B ugerBepToii ri1aBe «CoBpeMeHHbIE MOAX0AbI K ONEPATHBHOMY JICUECHHUIO
MHOMBbI MATKM M MOP(GOPYHKIHOHAIBHAS XAPAKTEPHUCTUKA MHOMATO3HOM
MAaTKW» JUCCEPTAlUd MPUBOMAITCSA PE3YyJbTaThl ONEPATUBHOIrO JieueHus. Bcero
OTIEpaTUBHOE JIEYEHUE TMPOBEACHO Yy 84 manueHToK | u 2 Tpynm, U3 HUX Yalle
Bcero - MD (64,3%) nytem namnapockonuu y 38,9% 6onbHbIX, 1y 61,1% - myTem
nanaporomMuu. M3ydeHa mpoJOIKUTENBHOCTH omepami M3 u  o0beM
KpPOBONIOTEPH Y MAUMEHTOK, MOJY4YaBIIMX MOpeABapuUTesbHO JeueHue a-IHPI' B
teueHue 3-x (la u 2a rpynmel) win 6 Mecsies (10 u 20) win npemnaparoM dCMUS
(18 m 2B). Hamryumue mokaszarenu ObLTH mpu MD Tmociie mpeaornepannoHHON
noarotoBku  a-I'uPI° wnm  scmus B TedeHnue 3-x  MecsiueB.  CpenHsas
MPOJIOJKUTENBHOCTH Jianapockonuyeckod MO (19,2+0,7 mun) Obuia B 2 pasza
KOpode, 4eM MpH JarnapoTOMHOM YAaJ€HUW Yy MAlMEeHTOK | Trpymnmel 3a cyer
MOBBIIIEHHON KPOBOTOYMBOCTH JIOXkKA MPHU 3HYKJIeauuu y370B. B 1a u 2a-rpymnmax
KpPOBOMOTEPS MPHU JIAMAPOCKOMUYECKOM BBITIOJTHEHUH omepaiuu Oblia B 2,8 pasa
MEHbIIIe, 4YeM Tpu JanaporoMuom (135,8+2,86 mmn), a B 16 u 26-rpynnax - B 1,8
pa3 Oosbllle, YeM MPHU TAKOW K€ omneparuu B 1B- u 2B-Tpymnme y OOJbHBIX MOCIE
npuemMa AcMus (IPU  OTOM Y37kl BBIICTSUTUCH JIETKO, C MUHUMAJIbHOU
KpOBOIIOTEPEH).

Hust  ompenenenus MophodyHKIUOHATBHBIX OCOOEHHOCTEM M CTPOCHHS
COCYIUCTOTO pyclia MHOMATO3HOM MaTKM HaMH TPOBEJCHBI: PEHTIEH-
aHAaTOMUYECKUE HCCIeIoBaHus, MOphOMETpHus, CBETOBas M CKaHUPYHOIIas
AJICKTPOHHAS MHMKPOCKOMUS. PEHTreH-aHaTOMUYECKHE WCCIICAOBaHUs TOKa3aH,
YTO COCYAMCTass CEeTh MHOMATO3HOM MaTku JaedOpMUpOBaHA, HaIpaBJICHUE
COCYZIOB XaOTUYHOE.

N3ydeHne peHTreHOTpaMM U COIOCTaBJIGHHME HUX C THUCTOJIOTHYECKUMU
WCCTIEOBaHUAMHU (AuaMeTp, KaauOp COCYIOB M OO0IIas IUIONAab COCYIUCTOTO
pyciia) moKas3ano, 4To Mpu NPOoTHPEPUPYIONTUX MUOMAX COCYAUCTOE PYCJIO B 30HE
y370B 0o0Jiee BBIPAKEHHOE, C KPYIMHBIMUA MUTAIOIIMMU COCYJaMU U MHO>KECTBOM
MEJIKUX COCY/IOB, XapaKTepU3YIOIIMMHU HEOBACKYJSIpU3aLMIO. [ MCTOIOTHYECKUE
HCCIICIOBaHMS TIOKa3alld, YTO HaumOoJiee YacTO BBIABIAIACH (UOpoMHOMA OT
58,5% 1o 77%, 9To XapaKTepHO ISl MPOCTOM MUOMBI, & POIUEPUPYIOIIas UIH
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pacTyias MHOMa — HECKOJIBKO pexe.

Hamum uccnenoBanusi moATBEpAWINA CBSI3b AHTHOT'€HE3a B MHOME MATKHU C €€
Mopdo- 1 narorenezoMm. B mponudepupyommux MuoMax MaTki U B OKpyKarolem
€€ MHOMETPHUH, B OTIUYHE OT MPOCTHIX MHUOM, (DOPMUPYIOTCSI MHOKECTBEHHBIC
«30HBI POCTa» BOKPYT COCYJOB, TMpoIecchl npoiudepalii MHOLUUTOB H
SHOTEIUOIMTOB, YTO CBUIETENLCTBYET 00 MHTEHCHUBHBIX MPOIECCaX TUIepIia3un
U aKTUBHOM HeoaHTHoreHese (puc.2, puc.3).

£ X8 26 L s R
SElI 8kV x1,000
Sample

BN
SEl 8kV
Sample

Puc 2. Cybeeposnas neiiomuoma. Buytpennss Puc. 3. CyOMyko3Has sieiioMmuoma.

MOBEPXHOCTb COCyJa CO CIIOEM DHIOTEIUSA BuyTrpennss noBEpXHOCThL COCY/Ia CO CJI0EM
COM. VB. x1000 sapotenus. COM. V. x1000

OTUM 00BACHAIOTCS KIMHUYECKHE OCOOEHHOCTH MPOU(EPUPYIONINX MHOM:
MHOKECTBEHHBIM XapakTep pocTa, OBICTPBI POCT pa3MEpoOB MaTKU M, Kak
IpaBUIIO, OOJIBIINE pa3MepPhI y3II0B.

Pe3ynbpraTel UccienoBaHus NOATBEPAWIA HATMYUE HECKOJIBKHUX ITyTEW maTo-
u  MopdoreHeza  mpoctod U Opoiaudepupyromed = MHOMBI  MaTKH.
['ucTonornyeckumMu KputepusiMu i JudpepeHnnanbHON TUarHOCTUKU TPOCTHIX
U nponu@epupyrouMx ~ MHOM ~ MaTKM € TO3MIMA  aHrMoreHesa M
AHTMOAPXUTEKTOHUKU SIBJIAIOTCS: YMCIIO «COCYIMCTBIX HOMXEK» MHOMATO3HBIX
y3JI0B; CTEMEHb pa3BUTUSL COCYIUCTOM CETH, MOP(POJOrHYECKHE OCOOEHHOCTU
CTPOEHHUS CTEHOK COCYJIOB y3JI0B U COCY/IOB B OKPY>KAIOIIEM Yy3JI€ MUOMETPHHU.

N3yuenue pesynbratoB seudenuss a-IHPI' u scmus moaTBepawiv, 4TO
IIPUMEHEHUE ITUX MPENApPaTOB IPUBOJUT K YMEHBUIEHUIO Pa3MEPOB MUOMATO3HBIX
y3710B, 0co0eHHO (D PeKTHBHO mpu mpocToit Muome (Ha 45-50%) Mo cpaBHEHHIO C
nponupepupyromeinr  (Ha  36%). ITloBeimenne WP cBumetrenbcTBYeT O
MIPOUCXOMSIINX CKICPOTHYECKMX M3MEHEHHMSIX B y3JaX NOJA JIEUCTBUEM
npemnapatoB. Takum o0Opa3om, Hamu moka3zaHo Biausaue a-I'HPI" m CMPII Ha
aHTHoreHe3 U 000CHOBaHA 1IE€J1ECO00PA3HOCTh UX MPUMEHEHUS TIepe] onepaluei.

B nsaroii rnaBe «CocTrosiHHe HMMYHHOM CHCTEMbI Yy KEHIIMH ¢ MHOMOM
MATKM U PoJib (aKTOPOB POCTa B Pa3BUTHN MUOMBDY IIPUBEIACHBI PE3YJILTATHI
MMMYHOJIOTHYECKUX  HcclieoBannii. Hamu Obulo  HM3yd4eHO  cojiepKaHue
npoBocnamutenbHbIX (IL-1P, IL-2, IL-6, TNF-a)) u nmpotuBoBOcnianurenbHbix (IL-
10, VEGF) uuTOKMHOB B CHIBOPOTKE KPOBU y 52 MAIMEHTOK, KOTOPHIE IOCIE
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MPEABAPUTEILHOTO 00CIeIoOBaHus ObLUTH pa3fieneHsl Ha 2 Tpynmbl: 1-rpymma - 30
NaIMeHTOK ¢ posdepupyromieit u 2-rpymnmna — 22 NaueHTKH ¢ MPOCTONH MHOMOIA.
KoHTponbHyI0 Tpynimy cocTaBuiu 16 310pOBBIX KEHIIKH.

OmnpeneneHue ypoBHS MPOBOCHATUTEIBHBIX I[UTOKUHOB Yy OOJBHBIX C
npoudepupyromeit 1 MpocToil MEOMOH BBISIBIIIO JOCTOBEPHOE TIOBBITIICHHE B 1,5-
2 paza IL-2 (p<0,001) u IL-6 (p<0,05) mo cpaBHEHHUIO C KOHTPOJEM. YPOBEHb
NPOTUBOBOCTIATUTENbHOTO mHUTOKMHA |L-10 ObUT 3HAUMTENBHO HUXKE, YEM
npoBocnanutenabHbix (p<0,001) (Tabn.1).

Taoauna 1.
HN3meHeHnne ypoBHsI TUTOKHHOB 10 JedeHust (M+m)
1 rpynma ¢ .
[THTOKMHI KOHTpOJ'IBi{aﬁ npodepupyomeil 2 rpynna c Hp_OCTOI/I
rpymma, N=16 RS MHOMOM, N=22
muomoi, N=30
HpOBOCHaJ'II/IT CJIBHBIC INTOKWHBI
IL-1B 9,3+0,91 13,6£0,58 A\ 11,4+0,54
IL-2 3,1+0,55 9,8+1,05 & 8,5+1,15
IL-6 1,7+0,26 7,041,137 53+1,16
TNF-a 7,2+0,77 10,2+1,1° 10,5+1,23"
HpOTI/IBOBOCI'IaJII/ITeHLHBIG IIUTOKHWHBI
IL-10 3,4+0,31 7,3+0,86 A 4,5+0,36

TpuMeyanue: * - TOCTOBEPHO 110 CPABHEHHMIO ¢ KOHTposeM ( - p<0,05; - p<0,01; - p<0,001)
N — TOCTOBEPHO MO cpaBHEHMIO co 2 rpynmnoii (* - p<0,05; " - p<0,01; **- p<0,001)

& — J0CTOBEpPHO IO CPAaBHEHHUIO C AaHHBIMH 10 JiedeHus (& - p<0,05; && - p<0,01; &&&-
p<0,001)

N30b1TOUHOE COMEepiKaHKe MPOBOCTAIUTENbHBIX TUTOKUHOB TNF-o 1 IL-6
CHOCOOCTBYET MOJACPKAHUIO BOCIAIUTENIBHOTO MPOIEcCa, a WX TMOBBIIICHUE -
Pa3BUTHIO BOCHAJIUTENBHOIO OTBETA HA POCT Y3JIOB MHUOMBI, OCOOCHHO IpHU €€
npoauepupyroIIeM TUIIE.

Bwmecrte ¢ TeM, ypoBeHb MPOTUBOBOCHAINUTENbHOrO IuToKknHa IL-10 BO 2-
rpynmne Opul Tonbko B 1,4 pasa Beime koHTpoisia. CHuxenue ypoBHs [L-10
CHOCOOCTBYET AKCIIPECCHM MPOBOCHAIUTENbHBIX UTOKUHOB. [locienHue B cBOIO
ouepenb HAaUYMHAIOT  JIEHCTBOBaTh  4Yepes CBOM  pELEenTOphl  Ha
UMMYHOKOMIICTCHTHbIE KIETKM Ha pPAaHHEW CTaJuu BOCHAIMTEIHLHOTO OTBETA,
3aImycKasi Py STOM CIeu(pUISCKUl IMMYHHBIA OTBET.

[locne mnOpoOBEAECHHOTO JIEYEHUS Yy TMANMEHTOK 2-TPyHibl  YPOBEHb
IPOBOCHATUTENbHBIX TUTOKWUHOB MPUOIHU3WICS K KOHTPOIIO (Tabi.2). DTo Takxke
yKa3bIBAJIO Ha OTCYTCTBUE PHUCKA PELUAMBA MHOMBI. Y TIAIMEHTOK | TPYIIIBI MOCIe

MD ypoBeHb HEKOTOPHIX I[ATOKHHOB JOCTOBEPHO OTIHMYAJCS OT IOKa3aTeleH 10
neuenus: 1L-1p (p<0,01), IL-6 (p<0,05), TNFa. (p<0,05).
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Tabauua 2.
H3meHeHnne ypoBHSI TUTOKHHOB nocJie Jedenusi (M+m)

KonTposbHas I rpynmna ¢ 2 TpyImna ¢ IpocToi
[{uTOKHUHBI _ npoauepupyromen .
rpytira, N=16 MHOMOiE, N=14 MHOMOM, N=8
HpOBOCHaJ'II/ITeJ'IBHBIe OUTOKHWHBI
IL-1B 9,3+0,91 9,4+0,85 9,3+1,0
IL-2 3,1+0,55 7,240,68 6,5+1,25%
IL-6 1,7+£0,26 53+1,01 1,740,15%%
DHO-a 7,2+0,77 19,0+1,28" ¢ 19,443,717 %
HpOTI/IBOBOCHaJ'II/ITeJ'IBHBIe OUTOKHWHBI
IL-10 3,4+0,31 5,6+0,76% 3,9+0,37

IIpuMedaHue: * - TOCTOBEPHO IO CPABHEHHIO C KOHTPOJIEM (*- p<0,05; i p<0,01; i p<0,001)
N — IOCTOBEPHO M0 CpaBHEHHUIO co 2 rpymnmou (* - p<0,05; " - p<0,01; "~ p<0,001)
& — OCTOBEpPHO MO CPAaBHEHMIO C JaHHBIMHU 10 jeueHus (& - p<0,05; && - p<0,01; &&&-
p<0,001)
ITokazarenu IL-2 u IL-10 mocne neyeHUs okasaluch HIDKE, YEM JI0 JICUECHUS, HO
pazmmuust He ObuTH JocToBepHBIMH (p>0,05). CiienoBatenbHO, Y 3TUX MAIMEHTOB
MMEJICS €IE PUCK HA PELIUIUB MHUOMBI.

B mocnennue ronapl gokazaHa posib aHTHOreHe3a B (hOPMUPOBAHUU OMYyXOJei
B OpraHax pEenpOAYKTHBHOM CHUCTEMBI, IMO3TOMY HCCIECIOBAaHHS HAIPABJICHBI HA
BBISIBJICHUE PA3IUYHBIX MOJIEKYJISIPHO-OMOIOTHUUECKUX (PaKTOPOB, OTBEYAIOIIUX 32
BO3HUKHOBEHHE, POCT M METACTA3UPOBAHUE OIMYXOJIW JJISI ONPEACIEHUS WX
BO3MOXHOW JMAarHOCTUYECKOMW M TMPOTHOCTHYECKOW 3HAYMMOCTH, OLECHKHU
3 PEeKTUBHOCTH TTPOBOAUMOTO JieueHusl. OHUM U3 TaKUX MapKEepPOB aHTHMOTEHE3a
sBisieTcst (haktop pocta sHmotenus cocynos (vascular endothelial growth factor -
VEGF). Ilokazano, 4To TpH BOCHAIUTEIBHBIX TIpoiieccax ypoBenb VEGF
MOTCHUHUPYETCA  PSAIOM  MPOBOCHAIMTENIBHBIX  LIMTOKMHOB, B  YaCTHOCTHU
uHTEpJIeHKMHOM-1[, dakTopom pocta (HuOPOOIACTOB U TpaHCHOPMUPYIOIIUM
dakropom pocta (DPD u TOP).

Hamu BoisiBiieHbI paznuuusi o ypoBHIO VEGF B ChIBOpOTKE KpOBU OOJIBHBIX
(Tabmn.3).

Taoauna 3.
IMoxa3zarenn VEGF no n mocae nedennss (M+m)

Irpynma ¢ .
ovIiLI KonTposbHas npodeppyomeil 2rpynmna ¢ mpoCcTon
Py rpynmna n=16 P Pt py_ o MHOMOI1,N=22
muomoii, N=30
Jlo nedyeHus 47,1423 116,244,6~ "W 66,642,55
Tlocsie neveHus - 69,6+2,85 &5 46,9+1,84%%%
MpumMeuanue: - T0CTOBEPHO IO CPABHEHMIO ¢ KoHTpoeM ( - p<0,05; - p<0,01; - p<0,001)

N — IOCTOBEPHO IO CpaBHEHHUIO co 2 rpymmon (* - p<0,05; " - p<0,01; - p<0,001)
&_ JIOCTOBEPHO 110 CPABHEHUIO C JaHHBIMU J10 JICUCHUS (%- p<0,05; ak p<0,01; &&&-p<0,001)
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YpoBeubVEGF 6b11 B 1 rpymnme B 2,5 pa3za (p<0,001), a Bo 2 - B 1,5 paza
BBIIIE, YeM B KOHTpoje (47,1+£2,3 Hr/mi). YpoBeHb €ro Takxke ObLI JTOCTOBEPHO
Bbime B 1 mo cpaBHeHuro co 2 rpymmoi (p<0,001). Takoe paznuuue
MOJTBEPKIAET, YTO MPU MPOJU(DEPUPYIOIMINX MHUOMAX HMEET MECTO aKTHBHBIM
pollecC HEOAHTMOTeHe3a, CIOCOOCTBYIOUIMN OOpa30BaHUIO HOBBIX Y3JI0B, IO
CPaBHEHUIO C MPOCTHIMU MUOMAaMH.

Jlns  w3ydeHus 3aBUCHMOCTH MEXIy TMokaszatemsimu ypoBHs VEGF B
CBIBOPOTKE KpoBH U TMokaszareneM MP B cocymax MHOMATO3HBIX Y3JI0B HaMH
MIPOBE/ICH KOPPEJSILIMOHHBIN aHanu3 (Tali. 4).

BrisBieHna oOpaTHas cpeiHe Ccuibl CBA3b B 1 W BO 2 rpymme, a mocie
Je4YeHnus — IMpsAMas CBA3b NIpPH NPOCTOM MuOMe. KoppensunoHHBIM aHaIu3
MOATBEPINI OOpaTHYIO CBsI3h Mex Iy nokazareneM VEGF u 1P, yka3piBaromum Ha
CTETeHb BaCKYJISIPU3AIIH y37Ia.

Tab0auna 4.
Iloka3aTtesnu [upcona (r) me:xxkny yposuem VEGF u UP

J1o neyeHus ITocne neuenus
VEGF nP r VEGF P r
Hpomadepupy | 116 514 6 | 0.47£0,01 | -0,63 | 69.6+2.85 | 0.65£0.01 | 0.1
IOIIUN THII
IIpocroii Tun | 66,6+2,55 | 0,78+0,02 | -0,39 | 46,9+1,84 | 0,82+0,01 | 0,6

P <0,001 <0,001 <0,01 <0,001 <0,001 | <0,01

IIpumeuanue: * - TOCTOBEPHO MO CPABHEHUIO CO 2 TPYIIION

Ilokazarennb

[Tpu npomudepupyromeit muome ompenenenne VEGF - momoxurtenpHas
MPOTHOCTUYECKAS] 3HAUMMOCTh COCTaBIISIET 87%, OTpULIaTEIbHAS TPOTHOCTUYECKAS
3HauumMocth — 13%, moseputenbubiii mHTepBan (W) coctaBman 106,8-125,5,
noBeputenbHas TouyHOCTh (T) - 95%, craTtucTtuueckass BEpOATHOCTHh OLICHKU
pucka (OP) — 86,7%, ouenka mancos (OL) — 4,7. B mocneomnepalimuoHHOM
NEepUOJIe OLIEHKA PUCKa peluanBa MUOMbI cocTaBuiia 31,8%.

I[Ipu mpocroit  muome omnpenenenue VEGF - monoxurenbHas
IPOTrHOCTHYECKAs! 3HAYUMOCTB COCTaBIIAET 77%, OTpULATENbHAS IPOrHOCTUYECKAS
3HaunMocth — 23%, JM cocrtaBmsan 61,3-71,9, IT - 95%, cratuctudeckas
BEPOSITHOCTh OIICHKU pucka nposudeparuBHoit aktuBHOCTH (OP) — 33,3%, O —
1,7.

OnHuM 13 OCHOBHBIX ()aKTOPOB POCTA, BOBJIECYEHHBIX B MATOrE€HE3 MHOMBI
MaTkH, sBisercs TpaHchopmupyrommii paktop pocta (TGF), sBustonmiics
MYyJbTUQYHKIMOHAIBHBIM ~ ITUTOKUHOM, HWrPAIOUIMM  KJIIOYEBYIO  poOjib B
OCYUIECTBJICHUU M PETyJISlUU TaKMX MEXaHM3MOB, KakK KIJIETOYHAs MHIpalus,
nponudepanus u AupdepeHIUpoBKa TKaHe!, BOCIAIUTENbHBIN IPpoLece U Ap.

Hamu Oputn mpoBesieHbl UCCIIEOBAHUS IO OINPENETICHUI0 IIUTOTOKCHYECKON
aktuBHocTu (pakTopa TGF-B2 B OTHOMIEHWM BPEMEHHOW KYJIBTYpPHI KIETOK,
MOJIyYE€HHBIX U3 00pa3loB Npojudepupyolied MUOMbl MaTKi, B 3aBUCUMOCTH OT
BO3JICHCTBYIOMICH 10361 IN VItro (tada. 5). PesynasTarhl nokaszamu, uro TGF-62 B
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MPOLIECCE POCTA MHUOMBI CIOCOOCH, MPHU OMNPEICICHHBIX YCIOBUSX M J03bI
BO3JIEHCTBUSI, CyNpeccupoBaTh omyxosieBoil poct. Haunbonbias s¢hdexTuBHOCTH
MOJIaBJICHUSI JKU3HEACSITEIIbHOCTH TPaHC(HOPMHUPOBAHHBIX KIETOK HaOJI0a1ach
npu BoznekctBun (akropa TGF-B2 B moze 1000 mxr/ 10-10° kierok. OO0nanas
BBIPOKEHHBIM  J1032-3aBUCHUMbBIM LUTOTOKCUYECKUM 3()PEKTOM B OTHOUICHUU
KJIeToKk mnponudepupyromet wmuombl  Matkd, (akrop TGF-B2 cnocoben
UHAYLIHUPOBATH MOSIBJICHUE allONTO3HBIX KIETOK.
Ta6auna 5.
Hurorokcnueckasi akTUBHOCTH (pakTopa TGF-2 B oTHOLIEHUM KJIETOK
npoJindepupyromieii MHOMBbI MATKH B YCJI0BHSAX N Vitro

Ne ['pynma/ no3za TGF-32 II:J(I):T];?( nomgomne, ano(;)To& XKuBbIie, %
1 [ TGF-82, 1000 mxr/10-10° knerox | 1000 56,5+4,5*% | 3,0+0,4* | 41,0+5,0*
2 | TGF-B2,500 mMxkr/10- 10° keTok 1000 41,0+£5,0*% | 3,0+0,8* | 56,0+4,0*
3 | TGF-B2, 100 mxr/10-10° kneTox 1000 32,5+£3,0% | 2,0£0,4* | 66,5+4,5*
4 | TGF-B2, 10 mxr/10-10° knetok 1000 21,0+£2,0 | 2,0£0,4* | 77,0+£2,0
5 KonTposib 1000 19,5+1,5 0 80,5+1,5

IMpumeuanue: *- p<0,05 Mo cpaBHEHHIO C KOHTPOJIEM

Takum 00pa3omM, pe3ysbTaThl HCCIEIOBAHUN TMOKA3aJld, YTO MPUMEHEHHE
COBPEMEHHBIX UMMYHOJIOTHYECKUX METOJOB MCCIIEIOBAHUS CBUJETEIHCTBYIOT 00
Y4aCTUU UMMYHHOW CHUCTEMBI B MMATON€HE3€ MUOMBI MATKH, POJIM HEOAHTMOTE€HE3a
B npoJiiepaniui MUOMBI, TTO3BOJISIIOT YTOYHUTh MEXaHU3MbI PA3BUTHS PA3IMUHbIX
THUIIOB MHOMATO3HBIX y3JI0B. CHmxeHue YPOBHS IUTOKUHOB
MPOTUBOBOCMIAJIUTEIILHON 3aIUTHI U MOBBIIIEHHUE MPOBOCTAIUTEIbHBIX IUTOKMHOB
CIIOCOOCTBYET POCTYy W Tpojiudepariiu MUOMBI. Pe3yiabTaTbl KyJIbTypaJlbHBIX
HCCIICIOBAHUM TMOATBEPKIAIOT ydacTHe (PaKTOPOB POCTa B MATOr€HE3e MHOMBI.
Omnpenenen pgo3a-3aBucumbii  dpdexkr TGF-f2 Ha KympTypy MHOIIMTOB.
Omnpenenenne ypoBHs VEGF no nedennss MoxeT OBITh MCIIOJIB30BAaHO B KA4ECTBE
KpUTEpUsI aKTUBHOCTH POCTa MUOMATO3HBIX Y3JIOB ISl JUATHOCTUKH THUIIA MHUOMBI,
a BBISBIICHWE €r0 CHIDKCHHS TOCNe JICYeHHS - JUIsl OLEHKH A((PEKTUBHOCTU
KOHCEpBAaTUBHOW Tepalny MUOMBI U B KaU€CTBE MPOTHOCTUYECKOTO MapKepa, T.€.
POTHO3UPOBATh PUCK Pa3BUTHS pelMANBA MUOMbI. OJJTHOBPEMEHHOE MTPOBEIAECHUE
JONIUIEPOMETPUM KPOBOTOKA B y3Ji€ B JAWHAMHUKE JICUCHHS] TMOJATBEPKIAET
MOJTYyYEHHBIE PE3YJIbTATHI.

B mecroii rnaBe «OcO0€HHOCTH TeyeHUS OepPeMEHHOCTH H POJOB Yy
JKEHIIUH ¢ MMOMOM MATKW» MPEJCTABICHBI PE3YyJbTaThl UCCICIOBAHUS TCUCHUS
OEpEMEHHOCTH U POJIOB Y KEHIIIUH ¢ MUOMOM MAaTKU W BIIMSIHUE OEPEMEHHOCTH Ha
COCTOSTHUE MHUOMATO3HBIX y3J10B. Bcero moj HabmoaeHrueM 0buio 74 GepeMeHHbBIX
(3 rpynmna), mOCTYMaBIIMX Ha CTAllMOHAPHOE JIEYEHHWE BO BpEMs recTalvu U Ha
ponsl B I'PKNe6 r.Tamkenrta. Cpemgnuii Bo3pacT ux cocraBui 34,2+0,8 ner.
ITepBoOepeMenHbIe KEHIIMHBI cocTaBuiu 24,3% o00cCleI0BaHHBIX, OCTaJIbHbBIC
NalUeHTKU ObuTM MOBTOpHOOepeMeHHbIMU. Y 80% OepeMeHHbIX MHUOMa MAaTKH
Obla BBISIBJIICHA /10, @ Y OCTAJILHBIX — BO BPeMsi OEpEeMEHHOCTH.
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B anamHe3e y MOBTOpPHOOEPEMEHHBIX MpEAbIAYIINE OEepPEeMEHHOCTH
3aBepiianuch pomamu B 56,1% cnydaeB. PenpoaykTuBHbIE MOTEpU B BUJIE
UCKYCCTBEHHbIX  aboptoB  (21,3%),  caMONpOM3BOJIBHBIX  BBIKUBIIIECH,
HEepa3BUBAIOLIEHCS OEPEMEHHOCTH U TPEXKIEeBpEMEHHBIX poaoB (9,7%, 6,9%, u
3,7% COOTBETCTBEHHO) ObUIM JOCTOBEPHO Yalle, YeM Y MAIMEHTOK KOHTPOJIbHOM
rpynnbl. Y neBsta (12,2%) w3 HUX ObUIO BTOpUYHOE O€CIiofue, MO MOBOIY
KOTOPOTO ~ OHU  HEOJHOKPAaTHO  TOJIy4aJld  TOPMOHAJbHOE  JICUEHUE,
CTUMYJUpYIOIIyt0 Tepanuto. CienoBaTenbHO, OTATOIICHHBIM PENPONYKTUBHBIA U
TMHEKOJIOTHYECKU aHaMHE3 MOTJIA OBITh (DAKTOPOM PHUCKA Pa3BUTHS MHOMBI Y
JAHHBIX MAIUEHTOK.

Ha ocnoBanun Y3U u ponmiepomerpun OepeMeHHbIE ObLTU pa3JieleHbl Ha
IB€ MOArpynnel: 3a moarpymnmna - 36 OepeMEHHbIX C HECKOJBKUMHU Yy3JIaMH, 30
noArpynmna — 38 OepeMEHHBIX, Y KOTOPhIX JO0 U BO BpeMsl OEpEMEHHOCTH ObLI
Tosibko 1 y3en. Haubonee dacTbiM OCIIOXKHEHHWEM OblIa KIWHUKA YIPO3bI
npepbiBanusa 6epeMeHHocTH (B 3a-rpynne — 69,4% u B 36 noarpymre — 34,2%). B
3a moarpymnmne OepeMEeHHOCTh 3aBEepIIUIACh CaMOIPOU3BOJILHBIM BBIKHJBIIIEM Y
13,9%  keHIMH, Yy OCTAJBbHBIX POJOB, HO KIMHUKA YIrPOXKaIOIIKUX
IIPEKJIEBPEMEHHBIX POJIOB HAOMIOJaNach MPAKTUYECKH Y BCEX MalMeHToK. B 36
HNoArpymnme 6epeMeHHOCTb NpoTeKaa 0€3 0COObIX OTKIOHEHHI.

VY3 Markd BbISIBUWIM Y NalMEHTOK HAJIWYHE MHUOMATO3HBIX Y3JI0B
MPEUMYILIECTBEHHO CyOCEpO3HOM JIOKaNU3aluy B TeJle MaTKH, B 4 ciy4asx y Kpas
IJIAlEHTApHOM IUIOIIAJKH, B OCTaJbHBIX ClydyasX B OTHAJICHUH OT HEE.
CrnenoBaTenbHO, NPUKPEIUICHUE TUIOJHOTO Siilja U IJIaleHTauusl IPOUCXOIUT Ha
y4acTKaX C JIy4IIMM KpPOBOTOKOM, a TIOSIBIGHUE HOBBIX Y3JIOB BO BpeMs
OEpEeMEHHOCTH MPOUCXOJUT TaM, TJI€ CHUXKEH KPOBOTOK, MEHBIIE KPOBEHOCHBIX
COCY/IOB.

PasMeph! y3710B y marueHTOK 3a moArpynmsl Kojebamuch oT 7 g0 80 M,
KOJIMYECTBO Y3JIOB, BBIsIBIEHHbIX Ha Y3, Obuto oT 3-x no 7. Bo Bcex cimyuasx
OTMEYEHA TOBBIIIEHHAs JIBUTATElIbHAsl aKTUBHOCTH IJIOA W TOBBIIICHHE TOHYCA
MaTkd, y 19,4% marnueHToK BeIsIBIEHA TUIIOTPO(Hs mioa.

JHomnmepometrpus  (eToraneHTapHoro KOMIUIEKCAa | Y3JI0B  BBISIBWIN
HapylIeHue MAaTOYHO-TUIOOBO-THIANieHTapHOro KpoBooOpamieHuss (MIIIIK) |-
creneHu Toiibko y 19,4% nanuentok 3a u 1 6epemennoit 36 rpyni. [Ipu pazmepax
y3na Oosiee 35MM ompenensiics BHYTPUY3JOBOM KpoBoTok, MNP B cocymax
HeOonbpImMX y370B Kojebaiacs ot 0,55 mo 0,59, a B Oonee KpYNHBIX U
MHOXeCTBeHHBIX y3iax WP B murtaromiem cocyae ysna Obul B npenenax 0,39 —
0,44, 4TO TO3BOJWJIO OTHECTH Y3Jbl MHOMBI K MpoiaudepupyromeMy Tumy. Y
NAlMEHTOK 30 MOATPYIIBI KPOBOTOK B Y3JIaX XapaKTEPU30BaJICS OTHOCHTEJIBHO
BbicOKkUM WP, xonebancs B npenenax 0,64 — 0,69, uro xapakTepHO ISl MPOCTHIX
Y3JI0B.

Junamudeckoe Y3 HaOMIOJEHUE BBISIBUJIO, YTO B 30 MOATpYyNIE KOJIMYECTBO
Y pa3Mephl y3JI0B HE YBENMUYUIuCh. B 3a nmoarpyrie oTMe4eHbl YBEJIUUECHHUE y3J10B
B 1,5-2 paza y 33,3% OepemenHbx, ocoOeHHO mocie 20 Hemenb TecTaluu U
YBEIMYEHUE KoaudecTBa y310B y 13,9%. DOTO MO3BOIMIO OTHECTH MHOMY
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OepeMeHHBIX 3a MOATrpyNIbl K IponudepupyromemMy Tuny, a y 6epeMeHHbIX 30
HNOJATPYIIIBI — K IPOCTOMY THUITY.

60 6epeMeHHbIX ObUIM POJIOPA3PEILICHBI MMyTEM ONEPAIMH KECAPEBO CEUCHHUE.
[TokazaHusiMu K omnepanuu ObUIM aKyllepckue ocloxkHeHus (43), Haiuuue
MHOXeCTBEHHOM MHOMBbI Matku (13), Hapymienwe nutanHus yszia (2). Oobem
orepanuu ObUT MPEUMYIIECTBEHHO OpraHOCOXpaHstomuM, MO npousseneHa y 54
(90%) xenuuH. Tombko y 6 (10%) KeHIIMH C MHOXECTBEHHOW MHOMOMN
MpoW3BeJeHA aMMyTalnuss MaTKu 0e3 TPUAATKOB, BBHUAY Pa3BHUBIIETOCS
TUITOTOHUYECKOTO0 KPOBOTECUCHHUSI.

Macca-pocToBble TOKAa3aTeld HOBOPOXKACHHBIX B LEJIOM COOTBETCTBOBAJIU
recraiioHHOMY Bo3pacty. Tombko y 7(19,4%) GepemeHHbIX 30-Tpymmbl macca
JIeTel COOTBETCTBOBaNA TUMOTpoduH 1-cTenmeHn. AHaIW3 MOKa3al, YTO HAIHYNe
MHOMBI MAaTKH MOXET OKa3aTh BIUSHUE HA T€YEHUE OEPEMEHHOCTH U poAoB. Jlis
npoaudepupyromero TUMa MHOMATO3HBIX Y3JIOB Yy OEpEeMEHHBIX XapaKTepHO
NOBBIIIEHUE AaHTHOreHe3a U CcHWxkeHue HMP, 4ro npuBOAWT K UX POCTYy U
YBEJIMUCHUIO KOJIMYECTBAa y3ioB. JlJIs JIMArHOCTUKH HApYIIEHUS MUTaHUS
MHOMATO3HOTO Y3Jla M pelIeHUs Bompoca 00 onepaTUBHOM JieYeHUU Haunbosee
uH(GOPMATUBHBIM METOJIOM siBisieTcss Y3U ¢ monmiepomeTpueit KpoBOTOKa y3Ja.

B cenpmont rnase «Jlu¢pepeHuUpPOBAHHBIN NMOAX0A K JEYEHUI) MHUOMBI
MATKM B 3aBHCHMOCTM OT THIIAa Y3JI0B» TMPEACTABICHBI PE3YJIbTAThI
MPOBEJICHHOTO JieueHus. B BpIOOpe MeTo/a jedeHns O0JIbHBIX MUOMON MAaTKH Mbl
oCcylecTBIsUIM AU PepeHIMpOBaHHBIA  MOJAX0/, KOTOPBIA  OmpeaessieTcs
pa3IMUHbBIMU (paKTOpaMu: BO3PACTOM OOIBHBIX, KIMHUYECKUMH MPOSBICHUSMHU,
pasMepaMyd U JIOKaJW3allMed MHUOMATO3HBIX Y3J0B, WHTEHCHUBHOCTHIO POCTa
OTYXO0JIH, COCTOSTHUEM PENPOTYKTUBHON (DYHKIIUU U JPYTUMHU IMapaMeTpamu.

ITon HammMm HaOm0AeHUEeM ObUIo 121 *KeHIuHa ¢ MUOMOM MaTKH, MOJy4aB-
e MeAMKaMeHTO3Hoe JiedeHue. [lociie mpoBeaeHHOTro 00CIeI0BaHNS MAIIUEHTKH
ObLITH pa3fiesieHbl Ha 2 Tpymnmbl: 1 rpymmna - 69 KeHIuH ¢ Npou(epupyronmm TH-
IIOM Y3JI0B U 2 rpynmna - 52 KEHILIHUH C IPOCThIM TUIOM y310B. M3 HuX 54 KeH-
MIUHBI Menu 6ecrutoaune. Kimmandeckue ucciieoBaHus MPOBOIMIHN B 2 JTara.

|-3Tan nccaenoBanmii:

1.OcymecTBiasuH oA00p JIMTEILHOCTH Kypca jieuenust Muomsbl a-I'HPT (3 u
6 MecsIIIeB) U onpeaessiiu ero 3h(HEKTUBHOCTS.

2. Onpenensiain 0COOEHHOCTH XUPYPrUYECKOTO JICUEHHS] U BEITMYMHY KPOBO-
MOTEpPU MPHU BBIMOJHEHUH MHUOMAIKTOMHH TOcie 3-X U 6-TH MECSYHOro Kypca
JeyeHus npenaparom a-I'nPT.

B 3aBucumoctu OT BUJA MPOBOAMMOTO MEIMKAMEHTO3HOIO JICUEHHUs Mallu-
€HTKHU ObLIW pa3fieJieHbl Ha MOATPYNNbl: la U 2a, mojiy4aBlIve MEIMKaMEHTO3HOE
nedyenue a-I'HPI" B Teuenue 3-x mecsies, 16 u 20, mogydaBIIve JeYEHUE ITUM KE
MpenapaToM, HO B TEUEHUE 6 MECSILIEB.

[Tpenapar a-I'uPI’, BBoAMIM BHYTPUMBIIIEYHO KaxKble 4 HEIEIU B TeUeHue 3
uim 6 MmecsieB OecnpepbiBHO. KimHM4Yeckass KapThHA y BCeX MarMeHTok 1 u 2
rpynn ObUla OJHOTHUITHOM, XapaKTepU30BaJlaCh aMEHOpEeeH W MpHU3HAKaMu THIIO-
ACTpOreHeMuu (MOTIIMBOCTH - 36,9%, ornryieHne «puiruBoBy - 22,6%, CHIDKEHHE
mubuno -14,3%). Knuunueckue nposiBiieHns ObutH 060J1e€ BEIPAKEHBI y TTAIMEHTOK
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10 u 26 noarpymi, nonyyasmux a-I'HPI" B Teuenue 6 mecsiies.

VY31 MOHMUTOPHUHTI 3a yMEHBIIEHHEM OO0OBbEMa MHUOMATO3HBIX Y3JIOB IPOBO-
JUJICS. OMHOBPEMEHHO C JONIUIEPOMETPUEH.

Tak, no nedyenus manueHTok 1-a, 1-6 rpynn WUP cocrasmsn ot 0,48 mo 0,52.
[Tocne npumeHeHUs 3TOro Impenapara B TeueHue 3-x mecsueB VP noswicuiics npu
nposudepupyromieit Mmuome 10 0,62-0,68, 4TO CBUIETEIBCTBOBATIO 00 YXYIIIICHUN
KPOBOTOKAa BOKPYI MHOMATO3HOTO Y3JIa, HApsAly C YMEHBIIEHUEM €ro pa3MepoB.
Bo 2-a u 2-6 rpynnie P 1o nedenus cocrasisii ot 0,50 o 0,55, mocne 6-tu mecs-
neB - 0,68-0,80, mpu stom Ha Y3U mocne 6-tm mabeknuii a-[ HPI' HE oTMedeHO
CYIIIECTBEHHOTO YMEHBIIICHHUSI Pa3MEPOB Yy3JI0B, KaK 3TO ObLJIO MOCJE MEPBBIX 3-X
nabekuuii. [Tpu s3tom UP npu npoctoit Muome noctoBepHo nossimancs (P<0,05),
a pu nponudepupyroiieit - nossimancs 10 0,57-0,64, Ho pa3nuyus ¢ JaHHBIMU 10
Je4eHus1 ObUIM HE JOCTOBEPHBI. B 11€10M pa3Mepsl y370B YMEHbBIIAIUCH IO CPaB-
HEHUIO ¢ UCXOIHBIMU Ha 31-42%.

[Tocne neuenus misg NpodUIAKTUKH PEIUIMBA MHOMBI MalMEHTKaM 1 u 2
rpynn ObUTM HAa3HAUYEHBI Mpenaparsl opainbHbix KoHTpanentuBoB (KOK) ot 3-x 10
6 mecsueB. JuHamuueckoe Y3-HaOIIoEHUE 3a pa3MepaMu Y3JIOB, XapaKTepoM
KPOBOTOKA B y3JlaX IOKa3aj, 4TO IMEpPEBOJI MAMEHTOK |-rpymnmbl Ha mpenaparsl
KOK ne BbI3BaN penuiiBa 00pa3oBaHUs Y3JI0B, HE MPUBEI K YIYUIICHUIO KPOBO-
cHaOxxenus u uamenennto VP y 89,3% mnarnmentok. ¥ 10,7% naiueHTOK pa3Mepsl
y3JI0B HE U3MEHWINCh, HO VP ObLI BBIIIE HCXOAHOTO TOJBKO Ha 25%, TOoraa Kak y
OCTaJIbHBIX MalMEeHTOK - Ha 40-42% OT MCXOIHOW BEIWYMHBL. ITO OBUIO paciie-
HEHO HaMH KaK PUCK Ha PELUIUB MUOMBI.

I1-3Tan uccienoBanmii

1. Onpenenennie cpaBuuTeNbHOM Q) dekTuBHOCTH a-I'HPI" 1 npenapara scmust
(5 mr B Teuenue 84 nHeil).

2. [TogOop TakTUKM JEUYECHHs B 3aBUCHUMOCTH OT XapaKTepa PEnpoayKTUBHOMN
byHKIIUN.

Hamu mnpoBenensl wucciepoBanus 1o oreHKe 3S(G(HEKTUBHOCTH JIeUEHUS
mpenapartoMm 3cmug y 37 OJKEHIMH ¢ MUOMOM Martku. [y omnpeneseHus
7 (PEKTUBHOCTU PCMHUS MPU PA3TUYHBIX TUIIAX MUOMBI, a TAKXKE JIJISi CPAaBHEHUS C
s dextuBHOCTHIO Tepanuu a-I'HPI" 3Tu manueHTKu Takke ObUTM pa3feieHbl Ha 2
rpynmsl: 1B — 21 skeHmuHa ¢ poaudepupyromuM TUTIOM y3i1a u 2B rpynna — 16
EHIIMH C TMPOCThIM TUIIOM MHUOMBI. [lonyueHHbIe pe3ylbTaThl CpPaBHUBAIU C
nokazarensiMu la u 2a rpynm, nonydaBmux jedeHue a-I'HPI' Takke B TeueHue
TpEeX MECSIICB.

[TarueHThl ¢ KPYNMHBIMU y371aMHU 0 78 MM B AUAMETPE COCTABISUIM OJIHY
TpeTh B 1-B rpynmne (33,3%) u okono oanoi narou (18,8%) — Bo 2-B rpymie. B 1-B
rpymimmy ObLIM BKJIIFOUEHBI TakXKe 5 KEHIWH, MOJYYaBIIUX MPEXAe Mpenaparsl a-
I'uPI', y Tpoux W3 HHX HMEN MECTO PEUUIHMB Y3JIOB U y IABYX — OTCYTCTBHE
YMEHBIIICHUS y37I0B MOCHE 6 HHBEKIIHA.

Knvanueckue mposiBICHHS y TAIMEHTOK O0erX TPYII XapaKTepU30BaIUCh
ameHopeei. [Ipusnaku TumoscTporeHemMun Ha GOHE MpPHEMA ICMUU OTMEUYAIH
TOJIbKO 3 (8,1%) marueHTKy.

Juuamuueckoe Y3U moka3zano, 4to B 1-B rpynmne NpUMEHEHHE 3CMUU BbI-
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3BaJI0 YMEHbIIEHUE pa3MepoB y3i10B Ha 35-50% oT ucxomnoro. KpymHeie y3ibl
ymeHbanuch Ha 30-35% oT ucxomHbIX. Y3ibl pasmepaMu 10 2 ¢cM B 1B u 2B
rpynmnax rmocje JICYeHUsT He ONpeAessUIMCh. Y3Jbl CPEAHUX pa3MepoB YMEHbIIA-
JUCh B 2 pasa 0oJsiee yeM y MOJOBUHBI MAaUEHTOK (56,3%).

HccnegoBanue KpoBOTOKA Y3JI0B MHOMBI MOKA3aj10, YTO YMEHBILICHUE Y3JIOB
CpPEeIHUX pa3MepOB HAIOJIOBUHY W 0oJiee MPUBOAMIO K MCUE3HOBEHHUIO BHYTPH-
y3JI0BOTO U PE3KOMY YXYJIIEHUIO KPOBOTOKA BOKPYT y370B, P npu 3TOM cocras-
s 0,71-0,77, a wepe3 3 mecsua noBbimaiicss 10 0,9. YacTe y310B cTaHOBUIIACh
aBaCKYJISIPHBIMH, YTO YKa3bIBAET HAa XOPOIIYIO 3PHEKTUBHOCTH JICUCHUS.

Bropoii stan uccnenoanuii ¢ onpeaeneHneM 3G(GHEKTUBHOCTH ICMHS TOKa-
3aJ1, YTO MOCJIEAHUN UMEET JIYUIlIHe PEe3yJIbTaThl 10 CPABHEHUIO C MpernapaTamu a-
I'HPI" mo ckopoCTH MHBOMIOLMY Y3JIOB, IO JIYUIIEH MEPEHOCUMOCTH IIpernapara.

Pe3ynbTaThl HAIUX UCCIAEAOBAHUN CBUACTEIBCTBYIOT O TOM, YTO PAHHSS JIU-
arHOCTHKA U MPOBEICHUE MATOT€HETHYECKON Teparnuy MHOMBI MATKH MOTYT 3ame-
HUTH ONEPATHUBHOE JICYEHUE HA MEIMKAMEHTO3HOE WJIM 3HAYUTEIBbHO YMEHBIIUTh
ero oobeM. Bce 3T0 MO3BONMIIO COKPATUTh YMCIIO MAIMEHTOK, MOJABEPTIINXCS TH-
crepakroMud. [IpoBeaenne MO nocne 3cMHUM XapaKTepU3yeTcsi MEHbIIEH KPOBO-
noTepei, Jydiied MOOWIM3alued y3JI0B, YTO OOYCJIOBJICHO Oo0jee 3HAYMMBIM
yXYyJIUIEHHEM KPOBOTOKA B y3JIax Mo cpaBHeHMIO ¢ a-I'HPT.

JIJist peaOMIMTallMOHHOTO JICUeHHs pUMEHs nipenapar Kykymaszum - mpu-
POAHBIN KOMILJIEKC MPOTEOTUTUYECKUX (EPMEHTOB, 001aAat0IUi MPOTEOTUTHYIE-
CKOM aKTHBHOCTBIO IITMUPOKOTO CIIEKTpa JCHCTBHUSA: HEKPOJIUTHYCCKOM, (UOpHUHO-
JINTUYECKOU, MpOTUBOBOCIauTeNIbHOU. [Ipumenenne Kykymasuma B rociieonepa-
IIUOHHOM TEpUOJIe B BUAE 3JEKTpodope3a Ha 00JacTh HU3A KUBOTA mocie MO
CIOCOOCTBOBAJIO YJIYUIICHUIO KOHTYPOB MAaTKH, UCYE3HOBEHUIO HEOIHOPOTIHOCTHU
MHOMETPHS.

JlanbHeiiee HaOMI0IeHNE 3a TAIMEHTKaMH T0Ka3aJio, YTO PEIHIUBa Y3JI0B Y
HUX HE HAOJIIOMANIOCh, a y TPYMIbl CPABHEHUSI, HE TIOJIYYABIINX PEaOMIUTAIIMOH-
HOe JieueHue, B 16,7% umenu peruans y3J10B MUOMBI B TeueHHUE 14 MecseB nocie
oneparuu.

[IpoBeneHHbIE HAMU METOABI MCCIEAOBAHUSA MO3BOJWIIN MPABUIBHO IOCTa-
BUTH JIMATHO3, MOJ00paTh METOJ JICYCHHS], CHU3UTh YaCTOTY PaJUKaIbHBIX OIrepa-
uii. DTO B CBOIO OYepe/b MPUBEIO K JOCTHKEHHIO SKOHOMUYECKOTO d(dekTa B
BUJIE COKpALIECHUSI CPOKOB MpeObIBaHUS OOJIbHOM B CTal[MOHApE MOCJE ONEepaLUH
MD 1o cpaBHEHMIO C paJUMKaIbHON OINEpallel, COKPAIIEHHEM BPEMEHHON HETPY-
JOCTIOCOOHOCTH B MOCJIEONEPALMOHHOM MEPUOJIE.

Pacuér sxoHoMuueckoi 3(HeKTUBHOCTH OT COKpAIIEHUSI CPOKOB BPEMEHHOM
HeTpyaocnocooHocTH mpousBoauics o dopmyne T.U. Uckannaposa (2005):

3 o= /) X(I'tE) x H - 0,15xK
rae /[ — cpeaHee 4Hclio AHEW HETPYAOCIOCOOHOCTH OJHOTO OOJIBHOTO IO
JaHHOMY 3a00JICBaHHWIO JI0 BHEAPCHUS METOAMKH; /l- cpeaHee YHCIIO JHEH
TPYJAOCTIOCOOHOCTH TI0 JaHHOMY 3a0oJjieBaHMIO Tmociie BHeapenus; I -
CpenHeIHeBHAas BEIpaOOTKa 0 JHOTO paboTaroiero, cym/nens: E - cpequuii pazmep
nocobus o BYT, cym/nens; H — Maciitab BHepeHUs (YMCIIO OOJNBHBIX B TOJ, HA
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KOTOPBIX OXKHMAAETCS PACIpPOCTPAHUTh WM YK€ PACHPOCTPAHEH HOBBIA METO]
neyenus), 0,15 - wopmanwsubii KOdhPuument sddexkruBHoctu; K o -
npernosaraeMble 3aTpaThl Ha BHEJIPEHUE TAHHOTO METO/A.

B cpeanem »skoHomuyeckas 3(G(EKTUBHOCTh MPEIOKEHHOTO METoja
obcnenoBanus u edeHus Ha 200 6osbpHBIX cocTaBmia 13634430 cym uiv Ha OJIHY
001bHYI0 0KOJIO 70 ThIC.CyM. DKOHOMHS 0 MEIUKAMEHTaM Ha OJHY MAIlUEHTKY
(TIpu Ha3HAYEHHMH ICMUS) B cpeiHeM coctapiseT 2250000 cym.

Brenpenue npeayiaraeMoro aaropuTma o0ciaea0BaHus OOJbHBIX B IPAKTUKY
MO3BOJIMJIO TOBBICUTHh KAUY€CTBO JUATHOCTHKH, OMPEIEIUTHh THUIIBI MUOMATO3HBIX
y3JI0B, MPOBOAUTH MEIUKAMEHTO3HOE JIEYEHUE, CHHU3UTh YacCTOTy paJUKaIbHBIX
oneparuit Ha 30%, B 80% cilydaeB COXpaHUTh PENPOIYKTUBHBIN opraH u B 36,4%
BOCCTaHOBUTh  (epTtunbHOCTh.  ColManpHas  3HAYMMOCTh  TPOBEICHHOTO
o0clieIoBaHus, OpPTraHOCOXPAHSIOIIETO JIeYEHUS u BOCCTAHOBJICHUS
PENPONYKTUBHON (YHKIHUM 3aKIOYaeTCs B YIAYUYIIEHWHW KayecTBa KU3HU
KEHIIUHBI, B CHUYKEHUHU YaCTOThI PaJIUKAILHBIX ONEpaliuii.

3AK/IIOYEHUE

Ha ocHOBe mnpoBeAEHHBIX HCCIENOBAaHUW 0 JOKTOPCKOW IHUCCEPTALMU Ha
TeMy «COBpEeMEHHBIE MOAXO0/IbI K BHIOOPY TAKTUKH JICUCHHUS] MUOMBI MAaTKH Yy JKEH-
I[VH PENPOAYKTUBHOIO BO3PACTA» MPEICTABIICHBI CIIEAYIOLIME BBIBOIBI:

1. Pe3ynbpTatrhl nucciieqOBaHU NOKa3anu, 4to 3a nocieanue 10 et orMeueH
pocT 3a00JIEBAEMOCTH MHUOMOW MATKH y >KEHIIHMH PENpOJYKTUBHOTO BO3pacTa A0
34,6%. B 65,2% cnydyaeB omnepaTUBHOE JiedeHHE Yy KeHIMH 10 40 ner
3aBEpLIATIOCh TOTEPEN PENPOAYKTHBHOTO opra”a. lIpum 3TOM THCTEpIKTOMUS
npousBeaeHa B 39,6% ciywyaeB, a ToTanbHas TUCTEPIKTOMHUS - B 25,6%. 3a
nociennue S et Bo3pocia yactora MO - ot 5 1o 20% onepanuii Ha MaTKe.

2. Jna nponudepupyrolied MHUOMBI MATKH  XapaKTEPHO  HaJU4yue
KJIMHUYECKOM CUMIITOMATUKH, PACIIOJIOKEHUE Y3JI0B B BEPXHEHW M HUXXHEU TPETU
TeJa MaTKU, XapaKTepU3yIOIIUXCS TyUlTUM KPOBOCHA0KEHHUEM, PEIUIUBUPOBAHUE
U TIOSIBJIGHWE HOBBIX Y3JIOB, OCOOCHHO MpU MPEKPAIEHUU TOIIEPKUBAIOLIETO
nedeHus. [ns  mpocToii MHOMBI  XapaKTEpHO OECCUMNTOMHOE TEUCHHUE,
pacroJIO)KEHUE Yy3JIOB B CPENHEM TPEeTH Tela MATKU NPEUMYIIECTBEHHO
cybcepo3Ho.

3. JlonmiepoMeTpUUYECKOE ONPEAEICHUE KPOBOTOKA MHMOMATO3HOIO y3ja
NO3BOJISIET  ONPENECNUTh  TUI ~ MHOMATO3HOrO  y3ia  (MpOCTOM — WJU
npoaudepupyromuii) sl BbIOOpa MeToAa JICUCHUS. YJIbTPa3BYKOBBIMH U
JONIJIEPOMETPUYECKUMH  MapKepamMH MPOTUPEPUPYIONIEH MHUOMBI  SBIISIOTCS
HaJU4Yue MHOXECTBA Y3JI0B, YCWJIECHHBI KpPOBOTOK BOKPYI M BHYTPH Y3Ja,
cpenHuil ypoBeHb MP, mpenmylecTBEHHO LEHTPUIIETAIBHBIA POCT y3JI0B. [l
MIPOCTOM MUOMBI MAaTKH XapaKTEPHbI OJMHOYHBIE, ABACKYJISIPHBIE Y3JIbl C BBICOKUM
VMHJIEKCOM PE3UCTEHTHOCTH.

4. TlatoMop@dosorudeckre MCCie0BaHusl, MPOBEACHHBIE MyTEM CBETOBOW U
CKaHUPYIOIIEH 3JIEKTPOHHOM MHKPOCKOIWH, TMOJATBEPJIUIN HAJIUYME AKTHUBHBIX
OYaroB aHTUOreHe3a B Mpoiudepupyromeid MHOMEe MaTKu ¢ 00pa3oBaHHEM

52



MHOTOYHUCJICHHBIX 0YaroB HEOBACKYJApU3alMi W (POopMUpPOBaAaHWUEM 30H pPOCTa
MHOMATO3HBIX Y3JI0B. YCTAaHOBJIEHO TAKXKE YBEIMYEHHE IUIOIIAIU COCYIUCTOTO
pycia  y3la, 4TO  OOBSCHSET  KJIMHMYECKYI0  CHUMIITOMAaTUKY  TpHU
npoaudepupyroiein MUuoOMe.

5. TloBblillieHUE YPOBHS MPOBOCTANUTENBHBIX IUTOKUHOB (IL-6 B 4-5 pa3, u
TNF-a B 1,7 pa3za) u CHI>KEHHE YPOBHS MPOTUBOBOCTIAIMTEIIBHBIX IIUTOKUHOB (|L-
10 B 1,4-2,2 pa3za) mo CpaBHEHHIO C KOHTPOJIEM CIIOCOOCTBYIOT POCTY U
npoaudepannu MUOMBL. B nponudepupytonmx MmuoMax Beicokuii ypoBenb VEGF
(B 2,5 pasza) CBUACTENBCTBYET 00 aKTHBAIMU AHTHOTEHE3a, YTO II03BOJISET
MCIIONIb30BaTh €ro B KadecTBE Mapkepa MpoiudepHupyromeid ObICTpopacTyiei
MHOMBI. PEHTreH-KOHTPACTHBIE HCCJIEAOBAHMS MHOMATO3HOW MATKH TaKKe
BBISIBIUIM ~ yCWJIGHHE  COCYJIHCTOTO  PHCYHKa  TPEUMYIIECTBEHHO  TIpH
npoiauQepupyroneil MUOMe MaTKH.

6. M3menenne ypoBHs daktopoB pocta (VEGF, TGF-B2) cBunerenscTByeT 0
pOJIM UMMYHHOH CHCTEMBbI B MAaTOr€He3¢ MUOMBbI MaTku. TpaHchopmupyromui
dakTop pocra TGF-B2 obmamaer BBHICOKUM J103a-3aBHCHUMBIM ITUTOTOKCHYECKUM
3G ¢GeKTOM B OTHONICHWHM KJIETOK MHOMBI MAaTKM IPU HCCICAOBAaHUHU IN VItro.
Huskue xonunentpammu  TGF-B2 cTtumynupyioT mnponudepanuio KIEToK, a
BBICOKHE — OJIOKUPYIOT MpoJik(epalnio U yCUINBAIOT arlonTo3.

7. KommnekcHoe o0cienoBanue, BKiIO4Yawollee mposeneHue Y3U ¢
nommuiepometpuei u onpeneneaue VEGF, IL6, TNF-o mo3BoiseT onpeaenuTs TUIT
MHOMATO3HOTO y3J1a ISl BRIOOpA TaKTHKH JieueHUs. [Ipu 3TOM 4yBCTBHTEIBHOCTH
KOMILJIEKCHOTO MeToaa obcienoBanust cocraBisieT 96%, cnermupuanocts — 91%.
BrisBieHa oOpaTHas KOpPPESAIMOHHAS 3aBUCHUMOCTh KIMHUKO-T1a00paTOPHBIX
nokasareineir MP u VEGF (r = -0,37-0,63). Cratucthueckas BEpOSTHOCTD
MPaBUJILHOCTH JHWarHo3a NpoJudepupyromas MHOMa Ha OCHOBAaHUHW JaHHBIX
ucciegoBanuii cocranisget 0,87.

8. bepemennocts Ha (oHe mponaudepaTUBHO AaKTUBHOW MHUOMBI 4Yallle
POTEKAaeT C OCIOXHeHusiMu (B 6,6 pasa), yeM MpH MNPOCTOM Ture ys3na. J[s
npoaudepupyIONIIero TUITA MUOMATO3HBIX Y3JIOB XapaKTEPHBIM SBISETCS POCT H
YBEJIMUCHHUE KOJMYECTBA Y3JIOB BO BpeMsi OEPEMEHHOCTH WM PEIUJINB MHOMBI B
MIOCJIEPOJIOBOM Tepuojie. BeposTHOCTh pucka penuauBa TpU ATOM COCTaBUIIA
8,3%.

9. DddeKkTUBHOCTD OPraHOCOXPAHSIONIETO JICYCHUS TPU MHOME MATKH
3aBUCUT OT JUIMTEIBHOCTH 3a00JICBaHUS, HAIWYUS CUMIITOMATHKHA, DPAHHETO
Havajia je4yeHus MuoMsbl npernaparamu a-I'HPI" u acmus. Jleuenue muomsl a-I'HPT
HauOonee 3(p(PEeKTUBHO MPHU NPOCTON Henmpodaudepupyromed MUOMe HEOOJIbIINX
pasMepoB. BeposTHOCTH pucKa peIuanBa IOCIE KOHCEPBATUBHOIO JICUCHUS
MHOMBI cocTaBuia 4,5%.

10. ITpenonepaniioHHOE JEYEHUE MHOMBI MPENapaToM 3CMHUSI B TEUECHHE 3
MecsaleB obserdaer BeIMoMHeHWEe MD; mamapockommueckas MDD  umeer
MPEUMYINEeCTBa Tepea JanapoTOMHOW HSHYKJIealueld y3JI0B B BUJIE COKpAICHUS
KpoBOmoTepHu B 2,8 pa3a U BPEMEHH BBITIOJHEHHUs oreparuu (B 2 pa3a ObIcTpee).
BoccranoBnenue (epTHIBHOCTH HACTyMaeT MpU TpoBeaeHnH MDD myTem
JanapocKonuu uyepes 3-6 MecseB U MyTeM JIanapoTOMUM uepe3 12 MecseB nociie
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oneparuu. Yactota paguKalbHBIX OINEpaluil 3a BpeMs NPOBEAECHUS JTaHHOTO
UCCJIeIOBAHUSI COKpaTuiach B 3 pasa.

11. KoMmIiekcHOe JiedeHHEe ¢ BKJIIOYEHUEM PeabUIIMTAIMOHHOTO JICYEHUS C
OPUMEHEHUEM  MPOTEOJUTHUYECKUX  MpenaparoB  MyTeM  JIEKapCTBEHHOTO
anekTpodopesa noseimaetr 3PPHEeKTUBHOCTb COBPEMEHHOI'O OPTraHOCOXPAHSIONIETO
JICYeHUs], CTIOCOOCTBYET MPO(PHIIAKTHKE PELMIUBA MUOMBI MaTKU. JTO MO3BOJIUIIO
BOCCTAHOBUThH PENPOAYKTUBHYIO (GYyHKUIUIO y 36,4% >KEeHUMH B TeueHue 12
MecsLeB nocie MO.
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INTRODUCTION (Annotation of doctoral dissertation)

Topicality and demand of dissertation subject. A uterine myoma is among
the most common benign tumours of the reproductive system organs and is
observed in 15-20% of women. According to the World Health Organization
(WHO), the last decade is characterized by an increase of the frequency of
occurrences of uterine myomas, including among women of reproductive age.

In the years of independence, in the process of reformation of the system of
health care, particular attention has been paid to the protection of maternal and
child health at the state level. Full coverage of the population in our country
through preventive examinations within the framework of the State programs
aimed at improving the reproductive health of women, allows timely detection of
the pathology of the reproductive system, including uterine myomas.

Despite the researches conducted in the world aimed at studying the aetiology
and pathogenesis of myomas, today many questions require further solution. There
are various, including conflicting views on the role and participation of hormones
in the development of myomas. Immune-histochemical studies have shown that the
content of estrogenic and progesterone receptors are higher in the myoma than in
the healthy tissue of myometrium, but lower than in healthy uterine endometrium.
Most of the researchers associate the development of myomas in young women
with the influence of infections (intrauterine contraceptives, abortion,
inflammation, sexually transmitted infections). In the last years, the leading role in
the development of myomas is given to the immune system, in particular, the value
of growth factors and a genetic predisposition to the occurrence of myomas are
being studied. Further study of the development of infertility in young women with
myomas is required, which occurs in one third of cases. Inadequate study of the
role and impact of these factors, the formation of myomas in women of
reproductive age, high proliferative activity of nodes and the probability of their
recurrence indicate the urgency of this problem. In connection with the emergence
of high resolution ultrasound machines it became possible to diagnose myomas at
the very beginning of their development, determine the blood flow of nodes and
evaluate the level of their proliferative activity.

The issues of treatment of uterine myomas are also among urgent areas of
scientific researches. With the use of such medications as agonists GnRH (a-
GnRH) and selective modulator progesterone receptors (SMPR) in practice, today
the uterine myoma is treated mainly by the conservative method. The shortcoming
of the conservative treatment is the low efficiency, the presence of
contraindications to hormone therapy. Often, after the hormone therapy, myoma
relapse is observed, especially in women of reproductive age. All this testifies the
need for a differentiated individualized treatment. Early diagnosis of uterine
myomas, the use of modern minimally invasive organ-preserving surgical
techniques, improvement of the methods of prevention, rehabilitation and
preservation of the reproductive function have important scientific and practical
significance.
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In a certain degree, this dissertation research serves to perform the tasks
approved in the Resolution PD-1096 of the President Republic of Uzbekistan “On
additional measures for the protection of health of mother and child, the formation
of a healthy generation” of 13.04.2009 and the Resolution PD-2221 “On the State
Program to further strengthen the reproductive health of the population, the
protection of maternal, child and adolescent health in Uzbekistan for the period of
2014-2018” of 1.08.2014, as well as in other normative and legal documents
adopted in this field.

Relevance of the research to the priority areas of science and technology
development of the republic. The research was carried out in accordance with
the priority direction VI. “Medicine and Pharmacology” of science and technology
development of the Republic and within the framework of the project SSTP-10
“Designing the new technologies of prevention, diagnostics, treatment and
rehabilitation of human diseases”.

Review of international researches on the topic of the dissertation.

Modern scientific researches aimed at choosing the strategy of treatment of
uterine myomas in women of reproductive age are being carried out in the leading
scientific centres and higher education establishments of the world: Universitét
Heidelberg, Universitdtmedizin Berlin Charite (Germany) * , Cliniques
Universitaires Saint-Luc Catholic University of Louvain (Belgium), Clinica
Ginecologica EL Centro de Estudios de Obstetricia y Ginecologia Asociado, Lugo
(Spain)?, Hopital St. Antoin, Assistance Publique-Hopitaux de Paris and University
Paris (France), Medical University (Austria), Clinica Ostetrica e Ginecologica
(Italy) ®, MDSL International Ba OsterMed, Birmingham (United Kingdom),
Prywatna Klinika Polozniczo-Ginecologiczna, Bialystok (Poland), “Scientific
Centre of Obstetrics, Gynaecology and Perinatology named after Academician
V.I.Kulakov” and “Scientific Research Centre of Obstetrics and Gynaecology
named after D.O.Ott” (Russian Federation), and Tashkent Pediatric Medical
Institute (Uzbekistan).

As a result of the researches conducted in the world on improving the
methods of diagnostics and treatment of uterine myomas in women of reproductive
age, a number of scientific results were obtained: the nature of dysfunction of the
immune system and its role in the development of the proliferative processes were
determined” (Department of Public Health Sciences, Henry Ford Hospital, USA);
the participation of cytokines, indicators of apoptosis in the pathogenesis of

! Ulipristal Acetate for Symptomatic Uterine Fibroidsand Myoma-Related Hypermenorrhea / Rabe T., Ahrendt H.J.,
Albring C., Bitzer J. et al.// Joint Statement by the German Society for Gynecological Endocrinology and
Reproductive Medicine (DGGEF) and the German Professional Association of Gynecologists (BVF). J Reprod Med
Endocrinol 2013; 10: Sonderheft 1: 82-101;

2 Ulipristal acetate versus placebo for fibroid treatment before surgery (PEARL 1) / Donnez J., Tatarchuk T.F.,
Bouchard P. et al. // N Engl J Med 2012; 366: 5:409-420;

® Ulipristal acetate versus leuprolide acetate for uterine fibroids. (PEARL I1) / Donnez J., Tomaszewski J., Vazquez
F.etal. // N Engl J Med 2012; 366: 5:421-432;

* Wegienka G. Are uterine leiomyoma a consequence of a chronically inflammatory immune system? // Med
Hypotheses. 2012 Aug;79(2):226-31;
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myomas were found out' (Department of Medicine, Memorial Sloan-Kettering
Cancer Center, USA; Shanghai Institute of Planned Parenthood Research, China?;
the role of growth factors in the development of myomas was defined ®
(Department of Obstetrics and Gynaecology, Tottori University School of
Medicine, Japan); it was proved that the growth factor is high-mitogenic for one
type of cells and can act as an inhibitor for another type of cells; the factors
characterizing the proliferative activity of myomas are being studied, which allow
providing an organ-preserving treatment and restore the reproductive function in
women” (Dipartimento di Science Ostetrico-Ginecologiche, Urologiche e Medicina
della Riproducione, Universita degli Studi di Napoli Federico II, Italy, Moscow
State Medical and Stomatology University®; State Medical University named after
Academician |.P.Pavlov, St.Petersburg, Russia; Society for Research into
Infertility, Brussels, Belgium®; ObsEva S.A.Geneva, Switzerland).

Researches are being carried out in the world on the improvement of the
methods of diagnostics of uterine myomas on a number of priority directions,
including: the study of the indicators of condition of the immune system, the study
of the role of the genetic polymorphism in the development of myomas, the
questions of early diagnosis and treatment of uterine myomas in women, and
determining the types of myomatous nodes. Researches on the creation of modern
informative programs of diagnostics and development of the methods of
conservative and, if necessary, minimally invasive surgical organ-preserving
treatment also remain urgent.

The degree of study of the problem. Currently, the main scientific
researches are aimed at studying the pathogenesis of the development of myomas
and searching the effective methods of its treatment. Chukhlovin A.B., et al studied
the role of immunological and genetic factors in the pathogenesis of leiomyoma of
the uterus. Adamyan L.V., et al (Russia) determined the role of growth factors and
character of angiogenesis in the development of myomas, and proved the
effectiveness of the treatment of myomas with the medication of selective
modulators of progesterone receptors. Chang C.C., et al (Taiwan), Park D.W.,
Yang K.M. (South Korea) and Nair S. (USA), et al found that the growth factor of
vascular endothelium, which characterizes the process of neovascularization
(VEGF), and transforming growth factor B2 (TGF-B2), which reflects the processes
of proliferation and apoptosis, are the markers of development and proliferative

! Nair S, Al-Hendy A. Adipocytes enhance the proliferation of human leiomyoma cells via TNF-a proinflammatory
cytokine // Reprod Sci. 2011 Dec;18(12):1186-1192;

% Involvement of Bcl-2, Src, and ERa in gossypol-mediated growth inhibition and apoptosis in human uterine
leiomyoma and myometrial cells / Zhu Y., Xie S.W., Zhang J.F., Zhang T.T. et al. // Acta Pharmacol. Sin. - 2010. -
Vol. 31, Ne12. - P.1593-1603;

® Interleukin-10 attenuates TNF-alpha-induced interleukin-6 production in endometriotic stromal cells. Tagashira Y,
Taniguchi F, Harada T, lkeda A, Watanabe A, Terakawa N. Fertil Steril. 2009 May; 91(5 Suppl);

* Preoperative treatment of uterine leiomyomas: clinical findings and expression of transforming growth factor-
beta3 and connective tissue growth factor. / De Falco M, Staibano S, D'Armiento FP, Mascolo M. Et al. //Am. J Soc
Gynecol Investig. 2006 May;13(4):297-303;

® Amamsin JLB., Conoa M.M., Mamyrus H.M. OnelT npUMeHEHHs CENEKTUBHBIX MOJIYJIATOPOB PELENTOPOB
IIporecTepoHa B JICYEHHMH MHOMBI MaTKH. (0030p auteparypsl) // IIpobnemsr penpoxykunu. 2014. - Ned. — C.34-38;

® Donnez J, Donnez O, Dolmans MM. With the advent of selective progesterone receptor modulators, whats is the
place of myoma surgery in current practice? Fertility and Sterility. 102:3 2014 Sep P.640-8.
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activity of uterine myomas. Donnez J. (Belgium), Kazem Nouri (Austria), Barlow
D.H. (Scotland) proved the effectiveness of selective modulators of progesterone
receptors in the treatment of uterine myomas and for the preoperative preparation
before myomectomy. Karimov A.Kh. and Akhmedova G.A. conducted researches
on the blood flow in uterine and ovarian arteries in the incidence of uterine
myomas, which allow determining the risk of development of complications of
myomas. Karimov Z.D., et al established the effectiveness of myomectomy in
restoring the fertility of women.

Despite thorough studies of the problems of pathogenesis, diagnostics and
treatment of uterine myomas conducted around the world, today, there are many
unsolved issues and problems requiring further study. The standards of
examination of patients with uterine myomas to define the type of myomatous
nodes have not been developed yet.

The methods of conservative organ-preserving treatment, as well as
rehabilitation treatment and restoration of the fertility in women of reproductive
age who did not realize their reproductive function have not been standardized. All
of these indicate the need to conduct new researches using informative methods for
developing modern approaches to the treatment of uterine myomas, which
determine the urgency and priority of this problem.

Connection of the theme of dissertation with the scientific-research works
of the higher educational institution, where the dissertation was conducted.

The dissertation work was performed in compliance with the plan of scientific
researches of Tashkent Pediatric Medical Institute 01980006703 “Improvement of
the methods of diagnostics, treatment, and prevention of congenital and acquired
diseases in children”, and within the framework of the project ADSS-15.26.11
“Development of new modern methods of diagnostics and organ-preserving
treatment of uterine myomas in women of reproductive age” (2015-2017).

The aim of the research is determining the indicators of regulatory immune
mechanisms of development of different types of myomatous nodes depending on
their proliferative activity and, improving the strategy of individual organ-
preserving treatment and prevention of the complications of uterine myomas in
women of reproductive age.

The tasks of the research:

studying the frequency and types of surgical interventions, types and nature of
the growth of myomas in women of reproductive age by retrospective and
prospective analysis;

determining the nature of the blood flow in and around the myomatous node
using dopplermetry in dynamics to select the strategy of treatment and monitoring
of rehabilitation;

studying the anatomical features of vascular architectonics, as well as the
pathomorphology of the removed uterus and myomatous nodes using light and
scanning electronic microscopy;

identifying the role of the immune system and the nature of its dysfunction in
the development of uterine myomas; proposing the markers to determine the risk
of proliferation in patients before and after treatment;
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studying the cytotoxic effect of TGF-B2 on the cells of myomas in vitro;

developing and implementing the programs of examination of patients with
uterine myomas and determining its effectiveness; determining the prognostic
significance, sensitivity and specificity of the proposed markers; performing a
correlative analysis of interrelationship of clinical-laboratory parameters for the
assessment of their effectiveness;

studying the peculiarities of pregnancy, childbirth and postnatal period in the
women with uterine myomas, depending on the type of nodes;

determining the effectiveness of the proposed comprehensive individual
organ-preserving treatment of uterine myomas for restoring the reproductive
function;

finding out the effectiveness of postoperative rehabilitation treatment for the
prevention of myoma recurrence.

The object of the research were 350 women of reproductive age with uterine
myomas, who were examined and received differential treatment.

The subjects of the research are venal blood and blood serum for the study
of the main values of immune system, data of ultrasound, dopplermetry,
sonoelastographic examinations, myometrium from the macropreparation of the
removed uterus, and diagnostics of transforming growth factor (TGF-$2).

The methods of research. We used common clinical, functional ultrasound,
immunological, biochemical, X-ray contrast, clinical-morphological and statistical
methods of research.

Scientific novelty of the research was concluded in the following:

The nature of imbalance of pro-inflammatory and anti-inflammatory
cytokines, and vascular endothelial growth factor (VEGF) depending on the
proliferative activity of myomas was established.

Immunological markers were identified for the assessment of the risk degree
of the proliferation of myomatous process, and in the postoperative period - the
risk of node recurrence.

Dose-dependent cytotoxic and proapoptotic effect of transforming growth
factor TGF-f2 was proved in the development of myoma;

The degree of blood supply of myomatous nodes at the dopplermetry
examination of their blood flow is a marker to determine the type of nodes and
monitor the effectiveness of the treatment.

Differential individualized treatment method of uterine myomas was worked
out, depending on the type of myomatous nodes, a woman’s age, condition of the
reproductive function and the presence of clinical symptoms of myomas. The
effectiveness of an active strategy of treatment was shown, compared to the
traditional observational strategy in young women with asymptomatic course of
myomas.

A comprehensive organ-preserving treatment was worked out using a-GnRH
and selective modulators of progesterone receptors to restore the reproductive
function in the patients with uterine myomas.
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Practical the results of the research consist of the following:

A program for the examination of women with uterine myomas was worked
out and implemented to predict the type of myomatous nodes before treatment. The
markers of apoptosis, proliferation and angiogenesis were proposed to determine
the type of myomatous nodes of myomas and individual approach for the
comprehensive treatment of uterine myomas in women of reproductive age.

The effectiveness of the programs for the examination and treatment of the
patients with uterine myomas was established, which allowed reducing the
frequency of development of complications, and helped to restore the reproductive
function, reduce the frequency of loss of reproductive organs and vice versa, and
increase the effectiveness of the conservative organ-preserving treatment.

A rehabilitation treatment with the monitoring of the condition of nodes was
worked out. The markers for the prediction of a possible myoma recurrence were
proposed.

The reliability of the research results is confirmed by modern
complementary common clinical, immunological, ultrasound, X-ray and
morphological methods of examination, and is proved by the statistical researches
conducted on adequate number of examined patients.

Theoretical and practical significance of the research results. The
scientific importance of the research results is in that they revealed the essential
pathogenetic mechanisms of the development of uterine myomas in women of
reproductive age. The role of the immune system and its change in the
development of uterine myomas and its various types was
determined. Specifically, the participation of the imbalance of pro- and anti-
inflammatory cytokines, as well as the role of the growth factors in the
pathogenesis of myomas were determined.

The practical importance of the research results is in that an algorithm of
examination of patients before treatment was worked out by ultrasound
examination with dopplermetry for the prediction of the type of myomatous nodes
and provision of minimally invasive organ-preserving comprehensive treatment,
allowing to reduce the frequency of radical operations. A scheme of a
comprehensive individual treatment was developed, depending on the type of
myomatous nodes, age of women, nature of reproductive function and presence of
clinical symptoms. A clear correlative dependence was revealed between the
increased level of VEGF and intensification of the quality of blood flow in
myomatous nodes, between the level of pro- and anti-inflammatory cytokines in
proliferative myomas. It was established that the increase of the level of pro-
inflammatory cytokines, growth factors and intensified blood flow of the
myomatous node testify to the probability of the proliferating myoma. A
comprehensive rehabilitation treatment was proposed after the operation, which
made it possible to reduce the frequency of myoma recurrence and loss of
reproductive organs.

Implementation of the research results. The obtained scientific results on
modern approaches to the choice of the strategy of treatment of uterine myomas in
women of reproductive age were introduced into the practical health care,
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including the practical activity of the gynaecological departments of the regional
perinatal centre of Andijan and regional perinatal centre of Fergana (Decision No
8H-3/25 of the Ministry of Health of the Republic of Uzbekistan of 04.12.2016).
The introduction of the algorithm of examinations into practice helped to reduce
the frequency of radical operations to 30%, preserve the reproductive organ in 80%
and restore the fertility in 36.4% cases.

Testing of the research results. The obtained results of the research were
reported and discussed at different International and Republican scientific
conferences: The World Congress on Building Consensus on Controversies in
Gynaecology, Infertility and Perinatology (Istanbul, 2013); 10th Congress on the
European Society of Gynaecology (Brussels, 2013); 23rd European Congress of
Obstetrics & Gynaecology (Glasgow, 2014); 16th World Congress of Human
Reproduction (Berlin, 2015); 17th World Congress of Gynaecological
Endocrinology (Firenze, 2016); at 2 international conferences of the CIS countries
at XV All Russian Scientific Forum “Mother and Children” (Moscow, 2014); 7th
International Scientific Congress “Surgical gynaecology — New Technologies™ (St.
Petersburg, 2014); and a number of Republican conferences: at VIII Congress of
Obstetricians and Gynaecologists of Uzbekistan with International Participation
(Tashkent, 2013); at Republican conferences (Karshi, 2012; Samarkand, 2013;
Tashkent, 2015), the research was also discussed at the Scientific Seminar under
Scientific Council of Tashkent Pediatric Medical Institute (27 June, 2015).

Publication of the research results. On the theme of the dissertation a total
of 33 scientific works were published, of these, 13 articles were published in the
scientific journals recommended by the Supreme Attestation Commission of the
Republic of Uzbekistan for publishing basic scientific results of doctoral
dissertations, including 10 in the republican and 3 in international scientific
journals.

Structure and volume of the dissertation. The dissertation is presented on
190 pages, consisting of an introduction, seven chapters, conclusions and a list of
references. The dissertation contains 28 tables and 50 figures.

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 objects and subjects of the research
were formulated, its conformity to the priority directions of science and technology
development of the republic 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 given.

In the first chapter of the dissertation titled “Modern views of the aetiology
and pathogenesis of uterine myomas, nature of the reproductive function,
methods of diagnostics and treatment of uterine myomas in women of
reproductive age”, the results of the researches on the theme of the dissertation
were illuminated in detail, and the analysis of foreign and domestic literature was
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carried out. Thus, on the basis of the objectives of the research current data on the
aetiology, pathogenesis and diagnosis of uterine myomas, condition of immune
systems, role of various diagnostic methods of determining the type of myomatous
nodes, principles of modern conservative and surgical treatment were analysed in
the review.

The second chapter of the dissertation titled “Methods of examination and
treatment of uterine myomas in women of reproductive age” presents the
methods of research and data of the examined patients. We retrospectively studied
the case history of 581 women, who had surgical treatment for uterine myomas in
the gynaecology department of city maternity complex No6 of Tashkent for the
period of 2002-2011. The prospective study included 350 patients of reproductive
age with uterine myomas. In those women we studied the clinical picture of the
diseases and condition of reproductive functions. After the examination and on the
basis of the data on blood flow dopplermetry in nodes, the patients were divided
into 3 groups: Group 1 - 150 patients with proliferative uterine myomas, Group 2 -
126 patients with simple uterine myomas, Group 3- 74 pregnant women with
myomatous nodes in the uterus.

Depending on the treatment, the patients of Groups 1 and 2 were divided into
3 subgroups: a) those who received comprehensive conservative treatment with the
inclusion of a-GnRH for 3 months; b) for 6 months, ¢) medication esmiya, which is
a selective modulator of progesterone receptors. The pregnant women of Group 3
after examinations were also divided into two subgroups: 3a - pregnant women
with multiple myomatous nodes in the uterus, 3b - pregnant women with one
myomatous node in the uterus. The control group consisted of 16 healthy women
and 24 healthy pregnant women with similar terms of gestation.

The age of the examined women ranged from 18 to 45 years and was on the
average 35.6+0.66 years old.

To determine the risk factors, we studied the information on the suffered and
concurrent diseases, menstrual function, obstetric and gynaecological history of the
investigated patients.

The presence of uterine myomas was confirmed by pelvic ultrasound
examination with dopplermetry of the quality of blood flow around and in
myomatous nodes on the machine LOGIQ-400CL (US-Korea), (5-7 MHz sensors
and on the machine Hitachi HIVISION Preirus (sensor V53WR10, frequency 8-4
MHz). This made it possible to diagnose the pathology of the myometrium, and
determine the amount, size, location, growth character and type of myomatous
nodes (proliferative or simple).

In order to differentiate the fast-growing myomas, we applied
sonoelastography, which is based on getting image from the tissues when they are
softly compressed with ultrasonic sensor (the device Hitachi HIVISION
Preirus). In elastographic imaging, soft and softly compressible tissues appear on
the screen with red, yellow and green colours. Dense and hard tissues appear with
stable blue colour that indicates the formation of malignant nature.

Immunological studies included determination of pro-inflammatory (IL-1p,
IL-2, IL-6, TNF-a) and anti-inflammatory (IL-10, VEGF) cytokines in the serum

64



of blood of the patients by immune-enzyme analysis using test-systems “Vektor-
Best” (Russia, Novosibirsk). The researches were carried out in the laboratory of
cytokines of the Institute of Immunology of the Academy of Sciences of the
Republic of Uzbekistan (director, Professor Aripova T.U.).

Cultural researches for detecting the cytotoxic role of the transforming growth
factor TGF-B2 was carried out in Vvitro in the department of medical genetics and
Immune-enzyme researches CSRL TMA (dir. prof. Iriskulov B.U.). We used the
tissue of the removed uterus, obtained from the patients with verified diagnosis of
proliferative uterine myomas. We used the lyophilized protein TGF-2, produced
by “Life Technologies” (USA). We obtained temporal cell cultures of uterine
myomas, washed the tissue and trypsinized it with 0.25% trypsin solution. The
cells were grown in RPMI-1640 with 12% foetal bovine serum (FBS) for three
days. On the 4th day, the cultivated cell material was treated with trypsin and put
in the flat-bottomed wells of polystyrene plate (“Dinatek”, USA). The obtained
cells were divided into 5 groups, that were exposed to factor TGF-2 in doses of
1000 mcg/10-10° 500 mcg/10-10°, 100 mcg/10-10°, 10 mcg/10-10° cells for 60
minutes, and the fifth group - cells without exposure (control).

To study the vascular architectonics of uterus, we performed an X-ray
anatomical study - X-ray of the removed uterus by filling the vessels in advance
and contrasting the vascular system with the solution of barium (department of
normal anatomy and OSTA TMA, professor Sagatov T.A). Morphological studies
using light and scanning electron microscopy subjected 32 macropreparations of
removed uteruses, (JSC “RSCS named after V.Vahidov” , director Professor
Nazirov F.G. and RSC of path.anatomy (director Academician of the Academy of
Sciences of the Republic of Uzbekistan, Professor Abdullakhodjaeva M.S.)

For light microscopy, the tissue samples were fixed in 10% formalin solution
on phosphate buffer and were stained with haematoxylin and eosin. Light-optical
microphotographs were obtained via Axioscop 40 - ZEISS, which is connected
with a digital camera.

For electronic microscopy scanning (EMS), the tissue was fixed in 2.5%
glutaraldehyde solution, with the defixation of osmium tetroxide in a phosphate
buffer, and dehydrated in alcohol-acetone and dried by method of critical point in
the device HCP-2. Sputtering with gold was carried out in the apparatus IB-
2. Viewing was done in the electronic microscope Hitachi-S405.

For conservative treatment of myomas, we used the drugs a-GnRH (buserelin
depo 3.75mg i/m every 28 days, three or six times) and the drug esmiya (5 mg on 1
tab. daily for 84 days). For rehabilitation treatment, we used home-produced drug
Kukumazim - a natural complex of proteolytic enzymes having a proteolytic
activity in the form of electrophoresis.

The obtained data were subjected to a statistical process using the software
package Microsoft Office Excel 2012 on the personal computer Pentium IV, taking
into account the standard statistical values (M, m, o) according to equality criteria
of general dispersions (F — Fischer criteria). Evaluation of informativity of
diagnostic criteria (sensitivity, specificity, positive and negative predictive
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significance) and relative risk (RR) was carried out by R. Fletcher. The differences
were considered statistically significant at p<0.05.

The third chapter of the dissertation titled “Clinical picture of uterine
myomas, modern methods of diagnosis and types of surgical treatment”
presents the results of the retrospective and prospective studies, which showed that
the amount of operations on uterine myomas increased in recent years and
accounts for one third of the total number of gynaecological operations. Myomas
often caused the removal of the uterus in women older than 40 years because of
symptomatic myomas. Increase of the frequency of organ-preserving surgery -
myomectomy (ME) in young women with infertility was observed. The proportion
of women who were operated in the reproductive age was 23.7%, of them 4.5%
were under the age of 30 years. Histological examinations showed that over the
past 5 years there has been an increase in the frequency of proliferative-active
myomas to 47-55%.

Prospective studies were conducted from 2012 to 2014 in 350 women of
reproductive age with uterine myomas. In Groups 2 and 3, the women younger
than 35 years made half of the patients, and in Group 1 — 36.3%. The women older
than 35 years were more in Group 1 — 63.7%, of them 42.3% were 40-45 years old.

In the somatic anamnesis of the examined patients, high frequency of
inflammatory diseases was observed in comparison with the control group. The
index of the illnesses suffered by the examined patients exceeded the data of the
control group by 30%.

The reason for the examination were complaints about the disorder of the
menstrual-ovarian cycle (MOC), which was most frequent in patients of Group 1
(in 55.0%) than in Group 2 (in 40.5%) (p<0,05), infertility, pain and dysfunctions
of the surrounded organs. The remoteness of the diseases was from 1 year to 13
years. Clinical manifestations of the diseases were noted by the patients within 3-4
years, which was preceded by an asymptomatic course.

The study of the reproductive anamnesis showed that the frequency of births
was significantly lower in Group 1 (p<0.05) than in the control and 3rd groups, and
the frequency of reproductive losses was higher compared to other groups, at the
same time the abortions were significantly greater (p<0.01) compared to the
control. The duration of infertility was from 1 to 8 years (26.8%). Inflammatory
diseases of the uterus and appendages were more frequent in Group 1
(45.8%). Consequently, the risk factors for uterine myomas in the examined
women were complicated somatic anamnesis, high index of morbidity, disorder of
MOC, inflammatory diseases of the uterus and appendages, high frequency of
reproductive losses, infertility and hormonal stimulating treatment.

Ultrasound of the uterus allowed to detect that the number of nodes in one
patient ranged from 1 to 3 with simple myomas and 3-9 nodes in proliferating
myomas. However, only the ultrasound does not allow identifying the type of
nodes - simple or proliferating. The study of blood flow around the node of
myomas showed that in the patients of Group 1 RI was on the average 0.47+0.01,
indicating a good blood supply of the node (Figure A). When the size of the node
was 25 mm or more, it was possible to observe blood flow into the node (RI
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0.57+0.01), which is typical of proliferating myomas. After the comprehensive
treatment, RI increased to 0.79+0.01 (Figure B).

Figure 1. Changes in the quality of blood flow in myomatous nodes before (a)
and after (b) treatment

Group 2 patients had worse blood flow around the node, RI increased and
averaged 0.80+0.02, which was significantly higher than in Group 1 (p<0.001),
characterizing the simple, non-proliferative type of myomas. After the treatment,
RI was 0.874+0.03. Thus, dopplermetry in the dynamics allows setting the node
type, and determining the effectiveness of treatment.

Proliferative myomas often locate in areas with the best blood supply — in the
upper and lower third of the uterus, with mixed type of nodes and RI below 0.56.
The combination of simple and proliferating nodes located at the intramurally
deformed uterine cavity is characteristic for infertility in the background of
myomas.

We used sonoelastography during the rapid growth of nodes. We determined
green pattern in simple myomas with reduced blood flow. Predominantly, we
determined blue and green pattern in proliferating myomas with lots of blood
vessels. In our studies, only the blue pattern characteristic of sarcoma was not
identified.

The fourth chapter of the dissertation titled “Modern approaches to surgical
treatment of uterine myomas and morphofunctional characteristics of
myomatous uterus” presents the results of surgical treatment. In total, surgical
treatment was performed in 84 patients of Groups 1 and 2, of them most frequently
- ME (64.3%) by laparoscopy in 38.9% patients, and by laparotomy in 61.1%
patients. We studied the duration of ME surgery and volume of blood loss in the
patients receiving pre-treatment with a-GnRH for 3 (Groups la and 2a) or 6
months (1b and 2b) or the drug esmiya (1c and 2c). The best indicators were in ME
after preoperative preparation with a-GnRH or esmiya for 3 months. The average
duration of laparoscopic ME (19.24+0.7 min) was 2 times shorter than laparotomy
removal in the patients of Group 1 because of increased bleeding of lodge in the
enucleation of nodes. In Groups 1a and 2a the blood loss in laparoscopic operation
was 2.8 times less than in laparotomy (135.842.86 ml), and in Groups 1b and 2b -
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1.8 times more than the same operation in Groups 1¢c and 2c patients after
receiving esmiya (nodes were easily removed with minimal blood loss).

The X-ray-anatomical studies revealed that the vascular network of
myomatous uterus was deformed, and the direction of the vessels was chaotic. The
study of the X-ray images and their comparison with the histological investigations
(diameter, size of vessels and total area of bloodstream) showed that in
proliferative myomas, the bloodstream in the node zone was more pronounced
with large feeding vessels and many small vessels characterizing the
neovascularization. The histological studies showed that mostly detected
fibromyoma ranged from 58.5% to 77%, which is typical for simple myomas, and
proliferative or growing myomas - a few times less.

Our researches confirmed the link of angiogenesis in uterine myomas with its
morpho- and pathogenesis. In proliferating uterine myomas and in their
surrounding myometrium, unlike simple myomas, there forms multiple “growth
zones” around the vessels, proliferation processes of myositis and endotheliocytes,
which indicates the intensive processes of hyperplasia and active
neoangiogenesis. This is explained by clinical features of proliferating myomas:
multiple character of growth, fast growth of the sizes of uteruses and, as a rule,
large sizes of nodes. The results of the studies confirmed the presence of many
ways of patho- and morphogenesis of simple and proliferating uterine
myomas. Histological criteria for differential diagnosis of simple and proliferating
uterine myomas from the position of angiogenesis and angioarchitectonics are: the
number of “vascular legs” of myomatous nodes; the degree of development of the
vascular network, morphological features of the structure of walls of the vessels in
nodes and vessels in the surrounding myometrium nodes.
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The study of the results of the treatment with a-GnRH and esmiya confirmed
that the application of these drugs reduces the sizes of myomatous nodes,
especially is effective in simple myomas (to 45-50%) compared to proliferating
ones (to 36%). The increase of RI states of sclerotic changes occurring in nodes
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under the influence of the drugs. Thus, we have proved the effect of a-GnRH and
SPRM on angiogenesis and substantiated the appropriateness of their use before
the operations.

The fifth chapter titled “The condition of the immune system in women
with uterine myomas and the role of growth factors in the development of
myomas” presents the results of the immunological researches. We have studied
the content of pro-inflammatory (IL-1p, IL-2, IL-6, TNF-a) and anti-inflammatory
(IL-10, VEGF) cytokines in the blood serum of 52 patients, who after a
preliminary examination were divided into two groups: Group 1 - 30 patients with
proliferative and Group 2 - 22 patients with simple myomas.

Determination of the level of pro-inflammatory cytokines in the patients with
proliferative and simple myomas revealed a significant increase by 1.5-2 times IL-
2 (p<0.001) and IL-6 (p<0.05) compared to the control. The level of the anti-
inflammatory cytokine IL-10 was significantly lower than the pro-inflammatory
cytokines (p<0.001) (Table 1).

Table 1
Changes in the level of cytokines before treatment (M+m)
: Control (_3roup 1 with Group 2 with simple
Cytokines group proliferative myoma, _
=16 n=30 myoma, n=22
Pro-inflammatory cytokines
IL-1B 9.3+0.91 13.64£0.58" " 11.440.54
IL-2 3.1+0.55 9.8£1.05 % 8.5+1.15
IL-6 1.7+0.26 7.0+1.137 53+1.16
TNF-a 7.2+0.77 10.2+1.1° 10.5+1.23"
Anti-inflammatory cytokines
IL-10 3.4+0.31 7.3+0.86 " 4.5+0.36

Note: * - reliable compared to the control (" - p<0.05; - p<0.01; - p<0.001)
A - reliable compared to Group 2 (* - p<0.05; M - p<0.01; " - p<0.001)
& - reliable compared to those before treatment (& - p<0.05; && - p<0.01; &&& - p<0.001)

Excessive content of pro-inflammatory cytokines TNF-a and IL-6 facilitates
the maintenance of an inflammation process, and their increase — the development
of an inflammatory response to the growth of myoma nodes, especially when it is
of proliferative type.

However, the level of anti-inflammatory cytokines IL-10 in Group 2 was only
1.4 times higher than in the control. The reduction of IL-10 contributed to the
expression of anti-inflammatory cytokines. In turn, the latter started to act through
their receptors on immune competent cells at early stages of the inflammatory
response, while producing specific immune response.

After the treatment, in the patients of Group 2, the level of pro-inflammatory
cytokines became close to those of the control group (Table 2). It also indicated the
absence of the risk of myoma relapse.
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Table 2
Changes in the level cytokines after treatment (M=+m)

Control Group 1 with .
: ) : Group 2 with simple
Cytokines group proliferative myoma, myoma, n=8
n=16 n=14 ’
Pro-inflammatory cytokines
IL-1P 9.3+0.91 9.44+0.85 9.3+1.0
IL-2 3.1+0.55 7.240.68 6.5+£1.25%
IL-6 1.7£0.26 5.3+1.01° 1.7£0.1%%
TNF-a 7.2+0.77 19.0£1.28 % 19.4+3.71 %
Anti-inflammatory cytokines
IL-10 | 3.44031 | 5.6+0.76% | 3.9+0.37

Note: * - reliable compared to the control (" - p<0.05; - p<0.01; - p<0.001)
A - reliable compared to Group 2 (* - p <0.05; ™M - p<0.01; M - p<0.001)
& - reliable compared to those before treatment (&- p<0.05; && - p<0.01; &&& - p<0.001)

In Group 1 patients, after ME the level of certain cytokines significantly
differed from the values before the treatment: IL-1p (p<0.01), IL-6 (p<0.05), TNFa
(p<0.05). The values IL-2 and IL-10 were lower than before the treatment, but the
differences were not significant (p>0.05). Therefore, in these patients, there was
still a risk for the myoma relapse.

In recent years, the role of angiogenesis in the formation of tumour in
reproductive organs has been proved, therefore, the studies are focused on the
identification of various molecular-biological factors that are responsible for the
emergence, growth and metastasizing of tumour in order to determine their
possible diagnostic and prognostic significance, and assessment of the
effectiveness of the conducted treatment. One of such markers of angiogenesis is a
growth factor of endothelial vessels (vascular endothelial growth factor - VEGF).

It was shown that in inflammatory processes, the level of VEGF potentiated
near the pro-inflammatory cytokines, such as interleukin-1p, fibroblast growth
factor and transforming growth factor (FGF and TGF).

We have found differences in the level of VEGF in the blood serum of the
patients (Table 3). The level of VEGF in Group 1 was 2.5 times higher (p<0.001),
while in Group 2 it was 1.5 times higher than in the control (47.1£2.3 ng/ml). Its
level was also significantly higher in Group 1 compared to Group 2 (p<0.001).

This difference confirms that compared with simple myomas, in proliferating
myomas there is an active process of neoangiogenesis facilitating the formation of
new nodes.

In order to study the relationship between the indicators of the level of VEGF
in the blood serum and the indicator of RI in the blood vessels of myomatous
nodes, we performed a correlation analysis (Table 4).
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Table 3
Indicators of VEGF before and after treatment (M+m)

Control Group 1 with Group 2 with
Groups group proliferative myomas simple myomas
n=16 n=30 n=22
Before 47.142.3 116.244.6™ /A 66.6+2.55™
treatment
After treatment - 69.6+2.85 &N 46.9+1.84%%

Note: * - reliable compared to the control (" - p<0.05; - p<0.01; - p<0.001)
A - reliable compared to Group 2 (* - p <0.05; M - p<0.01; M - p<0.001)
& - reliable compared to those before treatment (&- p<0.05; && - p<0.01; &&& - p<0.001)

There was an inverse medium strength in Group 1 and Group 2, and after
treatment - a direct link in simple myomas. The correlative analysis confirmed the
inverse relationship between the values of VEGF and RI, indicating the degree of
vascularization of nodes.

Table 4
Indicators of Pearson (r) between the levels of VEGF and RI

Before treatment After treatment
VEGF RI r VEGF RI r
Proliferative

type 116.2+4.6 | 0.47+0.01 | -0.63 | 69.6+2.85 | 0.65+0.01 | 0.1

Simple type | 66.6+2.55 | 0.78+0.02 | -0.39 | 46.9+1.84 | 0.82+0.01 | 0.6
P <0.001 <0.001 | <0.01| <0.001 <0.001 | <0.01
Note: * - reliable compared to Group 2

Indicators

In proliferating myomas, the definition of VEGF - positive prognostic
significance was 87%, negative prognostic significance was 13%, confidence
interval (Cl) was 106.8-125.5, confidential accuracy (CA) — 95%, statistical
probability of the risk assessment (RA) — 86.7%, assessment of chances (AC) —
4.7%. In the postoperative period, the assessment of the risk of myoma relapse was
31.8%.

In simple myomas, the definition of VEGF - positive prognostic significance
was 77%, negative prognostic significance was 23%, Cl was 61.3-71.9, CA was
95%, statistical probability of the RA of proliferative activity — 33.3%, AC — 1.7%.

One of the main growth factors involved in the pathogenesis of uterine
myomas is a transforming growth factor TGF. It is a multifunctional cytokine that
plays a key role in the implementation and regulation of such mechanisms as cell
migration, proliferation and differentiation of tissues, inflammation process, etc.

We performed studies to determine the cytotoxic activity of factor TGF-f32
regarding the temporary cell culture derived from the samples of
proliferative uterine myomas depending on the influencing dose in vitro (Table 5).
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Table 5

Cytotoxic activity of factor TGF-f2 regarding the cells of proliferative
uterine myomas in vitro

No| Group /dose of TGF-B2 Number |4 op |APOPIOSIS | oo op
of cells %
. 6
g | TOFPR AN MO0 1000 | 56.504.5% | 3.0:0.4% [41.0+5.0%
. 6
o | TOFR2, Sgé)”‘;lkg/ 101071 1000 | 41.0£5.0 | 3.0£0.8% |56.0+4.0%
. 6
. 6
, | TGFB2. IC(()e Irlrslkg/ 10-10 1000 | 21.042.0 | 2.0£0.4* | 77.042.0
5 Control 1000 | 19.5+1.5 0 80.5+1.5

Note: *- p<0,05 compared to the control

The results showed that TGF-2 in the growth process of myomas is capable
to suppress the tumour growth under certain conditions and dosage of
influence. The greatest efficiency of the suppression of vital activity of
transformed cells was observed under the influence of factor TGF-532 in the dose of
1000 mkg/10-10° cells. Possessing strong dose-dependent cytotoxic effect
regarding the cells of proliferating uterine myomas, factor TGF-2 is able to
induce the appearance of apoptotic cells.

Thus, the results of the studies showed that the use of modern immunological
methods of research testifies to the involvement of the immune system in the
pathogenesis of uterine myomas, the role of neoangiogenesis in the proliferation of
myomas, and makes it possible to clarify the mechanisms of development of
different types of myomatous nodes. The reduction of the level of cytokines of
anti-inflammatory protection and increase of pro-inflammatory cytokines promote
the growth and proliferation of myomas. The results of cultural researches confirm
the participation of growth factors in myoma pathogeneses. We defined dose-
dependent effect of TGF-B2 on the culture of myocytes. The determination of the
level of VEGF before the treatment can be used as a criterion of growth activity of
myomatous nodes to diagnose the type of myomas, and the determination of its
decline after the treatment — to assess the effectiveness of conservative therapy of
myomas and as a prognostic marker, i.e. to predict the risk of development of
myoma relapse. Simultaneous dopplermetry of blood flow in the node in the
dynamics of treatment confirms the obtained results.

The sixth chapter titled “Features of the course of pregnancy and births in
women with uterine myomas™ presents the results of the study of the course of
pregnancy and births in women with uterine myomas and the influence of
pregnancy on the condition of myomatous nodes. In total, there were 74 pregnant
women (Group 3) under our supervision, who received in-patient treatment at
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gestation period and birth in Tashkent Maternity Hospital No6. Their average age
was 34.24+0.8 years old. First pregnant women were 24.3% of the examined, the
other patients were multiparous. In about 80% of the pregnant women, uterine
myomas were found before, in others during the pregnancy.

In the anamnesis of multiparous, previous pregnancy ended with the delivery
in 56.1% of cases. Reproductive losses were in the form of artificial abortions
(21.3%), with spontaneous abortion, undeveloped pregnancy and premature
childbirth (9.7%, 6.9% and 3.7% respectively), significantly more frequently than
in patients of the control group. In nine (12.2%) of them, there were secondary
infertility, about which they received multiple hormonal treatment, stimulating the
therapy. Consequently, complicated reproductive and gynaecological anamnesis
could be a risk factor for the development of myomas in these patients.

Based on the ultrasound and dopplermetry observations the pregnant women
were divided into two subgroups: Subgroup 3a - 36 pregnant women with multiple
nodes, Subgroup 3b - 38 pregnant women who before and during the pregnancy
had only one node. The most common complication was the clinics of threat of
interruption of a pregnancy (in Subgroup 3a - 69.4% and Subgroup 3b - 34.2%). In
Subgroup 3a, the pregnancy finished with spontaneous abortion in 13.9% of
women, in others with the delivery, but the clinics of threatening premature
deliveries was observed practically in all the patients. In Subgroup 3b, the
pregnancy was without any complications.

Ultrasound of the uterus revealed the presence of myomatous nodes primarily
of subserous location. The location of nodes was in the body of the uterus, and in 4
cases at the edge of the placental site, in other cases - separately. This indicates that
the attachment of the ovum and placentation occurs in the areas with better blood
flow, and the appearance of new nodes during the pregnancy occurs where the
blood flow is reduced, and where there are fewer blood vessels.

The dimensions of nodes in the patients of Subgroup 3a ranged from 7 to 80
mm, the number of nodes identified by ultrasound was from 3 to 7. In all the cases,
there was noted increased motor activity of the foetus and an increase of the tone
of the uterus, and in 7 (19.4%) patients the hypotrophy of foetus was revealed.

The dopplermetry study of fetoplacental complex and nodes revealed the 1st
degree disorder of utero-placento-foetal blood flow (UPFBF) only in 19.4% of the
patients of Group 3a and 1 pregnant woman of Group 3b. In the sizes of more than
35 mm, we found intranodular blood flow, RI in the vessels of small nodes ranged
from 0.55 to 0.59, while in the larger and multiple nodes RI in the supply vessel of
the node was in the range of 0.39 - 0.44, which made it possible to include the
nodes to proliferative type. In the patients of Subgroup 3b, the blood flow in the
nodes was characterized by relatively high RI, and ranged from 0.64 - 0.69, which
was characteristic of simple nodes.

Dynamic ultrasound observation revealed that in Subgroup 3b the number and
size of nodes did not increase. In Subgroup 3a, we noted the growth of nodes by
1.5-2 times in 33.3% pregnant women, especially after 20 weeks of gestation, there
was an increase in the number of nodes in 13.9% pregnant women. This allowed to
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include the myomas of the pregnant women of Subgroup 3a to the proliferative
type, and in the pregnant women of Subgroup 3b - to the simple type.

60 pregnant women were allowed to give birth by Caesarean section. The
indications for the surgery were obstetric complications (43), availability of
multiple uterine myomas (13), and malnutrition of nodes (2). The volume of
surgery was predominantly organ preserving, and ME was carried out in 54 (90%)
women. Only in 6 (10%) women with multiple myomas, the uteruses were
amputated during surgical operation without appendages, due to the developed
hypotension of blood flow.

In general, the weight and height figures of the newborn corresponded to the
gestational age. Only in 7 (19.4%) pregnant women of Group 3b, the mass of the
children corresponded to the 1st degree of hypotrophy. The analysis showed that
the presence of uterine myomas can influence on the duration of pregnancy and
childbirth. The proliferating type of myomatous nodes in pregnant women is
characterized by the increase of angiogenesis and reduction of RI that lead to their
growth and increase in the number of nodes. For the diagnosis of malnutrition of
myomatous nodes and solution of the problem of surgical treatment, the most
informative method is the ultrasound with dopplermetry of blood flow in nodes.

The seventh chapter titled “Individual approach to the treatment of
uterine myomas depending on the type of nodes” presents the results of the
provided treatment. In choosing the method of treatment of patients with uterine
myomas, we adopted an individual approach, which is determined by many
factors: age of the patients, clinical manifestations, size and location of myomatous
nodes, intensity of tumour growth, condition of reproductive function and other
parameters.

There were 121 women with uterine myomas under our supervision, who
received medicament treatment. After the examinations, the patients were divided
into 2 groups: Group 1 - 69 women with the proliferating type of nodes and Group
2 - 52 women with the simple type of nodes. Of them, 54 women had
infertility. Clinical examinations were conducted in two stages.

Step | of the examinations:

1. We chose the duration of the treatment of a myoma - a-GnRH (3 and 6
months) and determined its effectiveness.

2. We determined the peculiarities of surgical treatment and the amount of
blood loss when conservative myomectomy was performed after 3 and 6 months of
treatment with the medication a-GnRH.

Depending on the type of the provided medicament treatment, the patients
were divided into subgroups: 1a and 2a, who received the medication a-GnRH for
3 months, 1b and 2b, who received the same a-GnRH, but for 6 months.

The medication a-GnRH was injected intramuscularly every 4 weeks for 3 or
6 months continuously. The clinical picture in all the patients of Groups 1 and 2
was similar and characterized by amenorrhea and signs of hypoestrogenemy
(perspiring - 36.9%, feeling of “tides” - 22.6%, decreased libido - 14.3%). Clinical
manifestations were more expressed in the patients of Subgroups 1b and 2b, who
were treated with a-GnRH for 6 months.
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Ultrasound monitoring of the decrease of the size of myomatous nodes was
carried out simultaneously with dopplermetry.

So, before the treatment of the patients of Groups 1a and 1b, the RI ranged
from 0.48 to 0.52. After a 3-month-treatment with this medication, the RI
increased in proliferating myomas by 0.62-0.68, indicating the deterioration of the
blood flow around myomatous nodes, along with a decrease of their sizes. In
Groups 2a and 2b, the RI before the treatment was from 0.50 to 0.55, after 6
months — 0.68-0.80, while in the ultrasound after 6 injections of a-GnRH there was
no significant reduction in the size of nodes, as it was after the first 3 injections. At
the same time, the RI in the simple myomas significantly increased (p<0.05), while
in proliferative myomas it increased to 0.57-0.64, but the difference in the data
before the treatment was not reliable. In general, the size of the nodes reduced
compared to the initial by 31-42%.

After the treatment for the prevention of the myoma recurrence, the patients
of Groups 1 and 2 were assigned oral contraceptive drugs from 3 to 6
months. Dynamic ultrasound monitoring of the size of the nodes and the nature of
the blood flow in the nodes demonstrated that the transfer of the patients of Group
1 to oral contraceptive drugs did not cause the relapse of formation of the nodes,
did not lead to an improvement of the blood supply and changes in Rl in 89.3%
patients. However, in 10.7% patients the dimensions of the nodes did not change,
but the RI was higher than the initial for 25%, while in the remaining patients - for
40-42% of the initial dimension. This was seen by us as the risk of myoma
recurrence.

Step 11 of the examinations:

1. The definition of the comparative effectiveness of a-GnRH and the drug
esmiya (5 mg for 84 days).

2. The selection of the strategy of treatment depending on the nature of the
reproductive function.

We carried out studies on the effectiveness of the treatment of the drug
esmiya in 37 women with uterine myomas. To determine the effectiveness of
esmiya at various types of myomas, as well as compare with a-GnRH, these
patients were divided into 2 groups: 1c - 21 women with the proliferating node
type and 2c - 16 women with the simple type of myomas. The obtained results
were compared with the figures of Groups 1a and 2a, who received treatment with
a-GnRH also for three months.

The patients with large nodes to 78 mm in diameter made one third in Group
1c (33.3%) and about one-fifth (18.8%) in Group 2c. Group 1c also included five
women who were previously treated with drugs a-GnRH. Three of them had
recurrence of nodes, and two of them had no significant reduction of nodes after 6
injections.

The clinical manifestations in the patients of both groups were characterized
by amenorrhea. The signs of hypoestrogenemy while taking esmiya were noted
only in 3 (8.1%) patients.

Dynamic ultrasonic observation showed that in Group 1, esmiya application
led to the decrease of the size of nodes by 35-50% of the initial. Big nodes
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decreased by 30-35% as compared with the initial. The nodes to 2 cm in size were
not determined in Groups 1c and 2c after the treatment. Medium nodes decreased
by 2 times in more than half of the patients (56.3%).

The study of the blood flow in myoma nodes showed that the decrease of
medium nodes by half and more resulted in vanishing of intranodular and sharp
deterioration of blood flow around nodes, while the RI was 0.71-0.77 and 3 months
later it increased to 0.9. Some nodes became avascular, indicating the effectiveness
of the treatment.

The second phase of the examinations on defining the efficacy of esmiya
showed that the latter had the best results compared to the drug a-GnRH according
to the speed of involution of nodes and better tolerability.

The results of our studies suggest that early diagnosis and use of pathogenetic
therapy for uterine myomas can replace the surgery with medicament treatment or
significantly reduce their size. All this allowed reducing the number of the patients
who underwent hysterectomy. Performing the myomectomy after esmiya is
characterized by less blood loss, and better mobilization of nodes, due to a
significant deterioration of blood flow in nodes compared to a-GnRH.

For the rehabilitation treatment, we used the drug Kukumazim — a natural
complex of proteolytic enzymes, possessing a broad-spectrum of proteolytic
activity: necrolytical, fibrinolitical, anti-inflammatory. The use of Kukumazim in
the postoperative period in the form of electrophoresis after ME helped to the
improvement of the contours of the uterus and disappearance of the myometrium
heterogeneity. Further observation of the patients showed that the recurrence of
nodes was not observed in them, while in the comparison group, 16.7% patients,
who did not take rehabilitation treatment, had recurrent nodes of myomas during
14 months after the operation.

The research methods conducted by us allowed establishing correct
diagnoses, choosing the methods of treatment and reducing the frequency of
radical operations. This in turn led to the achievement of economic efficiency such
as shortening the term of hospital stay after ME operation compared with radical
operations, and reducing the temporary disability in the postoperative period.

The economic efficiency of shortening the term of temporary disability in the
postoperative period was calculated according to the formula by T.l. Iskandarov
(2005):

Bp=(—A)x(T+E)x H-0,15x K

Where /[, - the average number of days of disability of one patient because of
this disease before the introduction of the method; A, - the average number of days
of disability because of this disease after the introduction; I - daily average
individual output, soum/day: E- average amount of temporary disability
allowance, soum/day; H- scale of introduction (number of patients per year, who
are expected to receive or have already received the new method of
treatment); 0.15 - normal efficiency coefficient; K - the estimated cost for the
introduction of this method.
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The average economic efficiency of the proposed method of research and
treatment was about 13 634 430 soums for 200 patients or about 70 thousand
soums per patient. The economy of medicaments for one patient (when esmiya was
assigned) averaged 2 250 000 soums. The introduction of the proposed algorithm
of examination of patients allowed improving the quality of diagnosis, determining
the types of myomatous nodes, providing medicament treatment and preserving the
reproductive organ in 80% cases, and restoring the fertility in 36.4%. Social
importance of the conducted research, organ-preserving treatment and restoration
of the reproductive function is in that they improve the life quality of women and
reduce the frequency of radical operations.

CONCLUSION

1. The results of the studies showed that over the past 10 years there have
been an increase in the morbidity of uterine myomas in women of reproductive age
to 34.6%. In 65.2% cases, surgical treatment in women under 40 years old ended
with the loss of the reproductive organ. Thus, hysterectomy was performed in
39.6% and total hysterectomy — in 25.6%. During the recent 5 years, the frequency
of ME has increased — from 5 to 20% operations on the uterus.

2. The presence of clinical symptoms, the location of the nodes in the upper
and lower thirds of the uterine body characterized by the best blood supply,
recurrence and occurrence of new nodes, especially at the termination of
supporting treatment are characteristic of the proliferating uterine
myomas. Asymptomatic nature and mostly subserous location of the nodes in the
middle third is typical of simple myomas.

3. The dopplermetry definition of blood flow in myomatous nodes allows
identifying the type of myomatous nodes (simple or proliferative) for the choice of
the method of treatment. Ultrasound and dopplermetry markers of proliferating
myomas are: the presence of multiple nodes, increased blood flow in and around
the node, the average level of RI, primarily centripetal growth of nodes. Single,
avascular nodes with high resistance index is characteristic of simple uterine
myomas.

4. Pathomorphological studies conducted using light and electron scanning
microscopy confirmed the presence of active centres of angiogenesis in the
proliferative uterine myomas with the formation of multiple centres of
neovascularization and formation of growth zones of myomatous nodes. The
increase of the area of the vascular node was also discovered, which explains the
clinical symptoms of proliferating myomas.

5. The increase in the levels of pro-inflammatory cytokines (IL-6 by 4-5
times, and TNF-a by 1.7 times) and the reduction of anti-inflammatory cytokines
(IL-10 by 1.4-2.2 times) as compared with the control promote the growth and
proliferation of myomas. In proliferating myomas, a high level of VEGF (by 2.5
times) indicate the activation of angiogenesis which allows using it as a marker of
proliferating fast growing myomas. X-ray contrast studies of myomatous uteruses
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also revealed the increased vascular pattern mainly at proliferating uterine
myomas.

6. Changes in the levels of growth factors (VEGF, TGF-2) demonstrate the
role of the immune system in the pathogenesis of uterine myomas. Transforming
growth factor TGF-B2 has high dose-dependent cytotoxic effect on the cells of
uterine myomas in vitro study. Low concentrations of TGF-f2 stimulate the
proliferation of the cells, and high concentrations block the proliferation and
strengthen the apoptosis.

7. A comprehensive examination, including ultrasound scanning with
dopplermetry, definition of VEGF, IL6, TNF-a allow identifying the type of
myomatous nodes for the choice of the strategy of treatment. The sensitivity of the
complex method of studies comprises 96%, specificity - 91%. There was an
inverse correlation dependence of clinical and laboratory parameters of Rl and
VEGF (r = - 0.37-0.63). The statistical probability of a correct diagnosis of the
proliferating myoma based on data of studies is 0.87.

8. Pregnancy with proliferative-active myomas often occurs with
complications (by 6.6 times) than the simple type of node. The proliferative type of
myomatous nodes is characterized by the growth and increase of the number of
nodes during pregnancy and recurrence of myomas in the postnatal period. The
probability of the risk of recurrence was 8.3%.

9. The efficiency of the organ-preserving treatment for uterine myomas
depends on the duration of the disease, presence of symptoms, early treatment of
myomas with the medicaments a-GnRH and esmiya. The treatment of myomas
with a-GnRH is most effective for small-sized simple non-proliferative
myomas. The probability of the risk of recurrence after the conservative treatment
of the myomas amounted to 4.5%.

10. Preoperative treatment of myomas using the medicament esmiya for 3
months facilitated the performance of ME; laparoscopic ME had advantages over
laparotomic enucleation of nodes in the form of reduced blood loss by 2.8 times
and the time of the operation (2 times faster). The restoration of fertility occurred
when ME was performed by laparoscopy in 3-6 months and by laparotomy in 12
months after the operation. The frequency of radical operations at the time of the
study decreased by 2 times.

11. Comprehensive treatment including the rehabilitation treatment with
proteolytic medications using medicinal electrophoresis increased the efficiency of
modern organ-preserving treatment and promoted the prevention of the recurrence
of uterine myomas. This made it possible to restore the reproductive function in
36.4% women within 12 months after ME.
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