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KHPHUI (JIokTOpaHK quccepTanusacd AaHHOTALMACH)

JAuccepranmss MaB3yCHHUHI J0Ji3ap0auru  Ba 3apyparu. JKaxoH
Mukécuna  TpomOoduiusa — OujaH  KacaJUlaHTaH — XOMWIamop  aémiapia
Ky3aTWJIauraH MyJaaTuaan oijauuarua Tyrpykiaap (MOT)ra terunum TuOOMii-
TAIIKUIIUN TaAOUpIApHUHT aMalira OIMPUINIINA Ba MYAAAT/IaH OJJIMHTY TYFUJITaH
OonanapHy TalIXMUCTAIl Ba JaBoJjall COXacHUJa JSPUIIMITaH MyaulsiH IOTyKjIapra
Kapamai, ymoy MyaMMO A0J3apOiuMruda KoJMOKjaa. JKaxoH COFJIMKHM cakjall
tamkwiotd (QKCCT) mawsnymotnapura kypa (2015), xomwragopiavkHUHT 22-
xadracugan Oomiad mepuHaTan YIMM X0JdaTIapuHu Kaiia ataau, 184 mamitakaTaa
MOT wactotacu Tyrwiran Oonamap conmra HucOatan 5% man 18% ra Kamap
TeOpaHud Typaau, xap WuiaH 15 MUUIHOH TyaaKiap MyIIaTUAAH OJIIUH TYFUJIaIH
Ba Oy kypcatkuu TobOopa ycub OGopmoxma. MOT oxubatumaru acopatiap Oer
émrava 6ynaran Oonanap YIMMUHUHT acocuil cabadburcu xuco0iaanu0, 2013 imina
MOT pespnu 1 MIIITMOH XoJulapja YiauM OwilaH sSKyH TomnraH. MynanaTtuaaH
OJITUHTH TYFPYKJIap ydpamu Typiu nasinamiapiaa 6% nan 12% raga y3rapu0
Typaau, 11y OwiaH Oupra cyHru Hwulapjaa ymly KYpCaTKUYHHHT OPTHUII
TEHJICHIUSACK Ky3aTwiMoKaa. Xomuia BasHU 500 rp Ba yHJaH OpTUK Oyiranma
WIK HeoHaTan ynuMm xonatinapuuar 60-70% Ba OGonanap YiauMu XoJaTIapUHUHT
65-75% Ba yana TyrwiIraH 6oJanap yJiymmira TyFpu Keiau.

XO03Upru BakT/a MEPUHATOJOTHUS aMaMETHU]Ia TAIIXHUCIAINTHUHT CTaHIapT
ycyiuiapu €plaMuia MyaaaTuaaH OJIMHTY TYFPYKJIApHU 3pTa aHUKJIAI1a WIMUK-
aMaliiii KUXATJaH MabJiyM KUWMHYWIMKIAp MaBxyd. Yama Tyrwiran Oojanap
ypTacuma nepuHaTan yiauM XoJiaTiaapu MyAjJaThra e€Tud TyFuiran OosajiapiaH
kypa 33 Oapobap rokopu. Ilepunaran Ttanmodarmap Ba Oosamapigard OFUP
HOTHPOHJIMKHUHT OJITUHW OJIMIIHUHT acOCHH WYIM TecTalmus MyAJaTH Ba
XOMWJIAaHUHT TYFUJTAHJAard TaHa Ba3HUHU OIMMPHUIIIaH wubOopar. MyamarmaH
OJNITUHTH  TYFPYKJIAPHUHT  THOOWUN-MKTUMOMI  aXaMmMHUsTH  PENpPOAYKTHB
NYKOTUIIApDHUHT HHUCOATaH IOKOPHU dKaHiuru Ownan Oornukaup. Kym #usmmap
MoOaitHu1a aémiapaara TpoMOo3i1ap Ba TPOMOOIMOOIHS aCOpATIAPUHUHT OJAMHH
onmub Oynmaiinu ne® xucoOmaHap 31u. ApTepuan Ba BEHO3 TPOMOO3JIapHMUHT,
IIYHUHTJEK TPOMOOAIMOONMSJIADUHUHT f03ara KeJauluaa TpoMOO(pHIMSHUHT
OPTTUPWITaH Ba UPCHil cababiiapu MyxuM poil YiHaiiau, OyHnmaii cababmapra
antudochomunun cungpom (ADC) Ba KOH HBUIIM OMWUIAPUHHHT HUPCUN
MyTarnusiiapu €KW KOH WBHIN WHTHOWTOPJIAPUHUHT HWPCUAT OWiaaH OOFIIUK
tankuciukiapu: FV Leiden omunmn myranuscu, npotpoMOoun myrtauusicu, AT 111,
C, S npoTrenHIapu TAaHKUCIIMTH Ba X.K. KUPAJIW. XOMIIAIOPIUK JaBpUIa MaBXy/l
TpoMOOuIus Heruzujaa TpomMOodIMOOIusi acopariapu xaBpu VHIA0, XaTTOKU
103120 Oapobap opTaau. XO03Upru nNauTAa yMyMHM MNOMYJSALUMSIAA 3HT Ky
Ky3aTuiaaurad tpomOodpunus upcuit maxuiapuaudr (FV Leiden myranwmsicu,
PtG20210A, MTHFR C677T) akyuiepiauk acopatiapu Ty3WJIMacHIard poJiv
xagan YypranuwiMmokna. Kmmauk amammérra antudochonunu aHTUTaHAIAp Ba
TpoMOO3ra Kapiim XUMOsS MeXaHW3MIapu (aoNHMSITHHU H3JaH YMKAPYyBYH HPCUN
TpoMOOpuusAIap — TaOWWUN AHTUKOATYJSHTIAP, DSHIOTENHH, (UOPUHOIN3
TU3UMHUHU aHUKJIAIITAa OWJ[ SHTU TEXHOJOTHUSIIAPDHUHT TaI0WK JTHIWIIN OWIaH
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TpoMOO37ap Ba TPOMOOTHK acopaTiapHH Y3 BaKTHAA TaIIXHUCIANl Ba OJIUHU
OJIMIITHUHT UMKOHUSTIApU Nai10 OYIiIu.

KaxoH TaxpubacHHMHT KypcaTHInda, TpoMOoduins OWiIaH KacaJlJlaHTaH
XOMHJIaJop aéiapia Ky3aTWilaJuran Myajnatujiad oiauHru tyrpykiap (MOT)
y3apo TabCUpH, TAIIXUC Ba JIaBOJAIll YCYJJIAPUHU TAaKOMUJUIAIITUPUIL OYitnda Oup
KaTop WJIMHUKA-aMAIMK MyaMMOJIapHH, aWHUKCAa KyWHAArdjapHu WIMHN KUXATAaH
XaJl JTUII 3apyplaup: TpomOoduius OwiaH xXoMmuiaanop aéijuapaa dHT Ky
Ky3aTWJIaJuraH Xojarjap Ba TYpJH KacaUIMKJIapJAa MyJIJaTUAaH OJJUHIU
TYFPyKJIap  pPHUBOXJIAHUII ~ XaBGW  Ba  UMKOHHUATIAPUHHU aHWKJIaIIT;
XOMUJIAIOPIUKHUHT HOXYII OKHOATIapuHH Oaxojall, MyAJaTHAaH OJITUHTU
TYyFpYKJIap Kailn stunran aémnapiaa TpoMOODMIMSHUHT UPCHUIl Ba OPTTHUPUITAH
MaK/UTlapura MOWUIMTUHUHT MaBXYUTUTHHW aHUKJIAII, MYAJAaTUIaH OJIUHTU
TyFpykiap puBoxianummaa FV  Jlefinen omwmm, npotpoMoun G20210A,
MeTUJICHTeTparuApodorarpeykTaza MyTalUsJIapUHUHT KYIIWINO KETUIIUHUHT,
IIYHUHTACK YJIApHUHT TPOMOO(IIMS OPTTHPUITAH IMIAKIIApu OWjaH KYIIMiuO
KEeNUIIMHUHT KIMHUK JUATHOCTUK aXaMHUSTHHU KHECHM Oaxounail; MyajaaThiaH
OJNIMH TyFUIl XaBPU IOKopu Oyiaran acmiapaa TpoMOOpwiIMs TeHIIapu
NOJIMMOPGU3MHUHN ~ AHUKJIAIIHUHT  MPOTHOCTUK ~ MOXMSTHHH  (CE3yBUYAHIIMK,
MaxCyCluK, WxXOOMH Ba cajOMi TPOTHOCTUK AaXaMUSATHHHM) aHUKJIAII;
TPOMOODUIUSHUHUT TYpJu IHaK/UIapyd Kalj JTwiraH aémiapjia MyJaaThiaH
OJIIMHTY TYFPYKJIapJa T€MOCTa3HUHI alpUM KYpCATKUWIAPWUHU KHUECUM YpraHWII;
TpoMOOPUINAIAa XOMIIJIOPIUKHA OO OOpHII aJrOPUTMUHM HILIA0 YUKHUII Ba
VHUHT KJIMHUK CaMapaJopJMrUHM OaxojlaraH XoJjja, TpoMOo3japra Kapiiu
MpO(HIAKTUKA Ba JABOJAIIHU YCYJUIAPUHHA TAKOMUIIAIITHPULI 3apyp.

[Mymnap 6unan Oupra, TEKIWKUPYyBIapUMU3ra Kypa, Tpomoopumusna MOTHu
KOPPEKIHS KWINII YCYJUIAPUHUHT CaMapalopiauru aTuru 78%HU TaIIKWI KUIaIau.
By aca, XOMWIaIOPJIMKHUHT acopaTiiv KEUUIITMHU MPOTHO3JAII Ba XOMIJIAIOPIUK
acoparjiapy  pUBOXJIAHMINWATA  MOWWIIMTH  OYynraHn  aéuiapHu  aHUKJIAII
3apypauruiu Ba MOT HuHT OupiamMyu npopuIaKTUKAcH OYiirua KOMIUIEKC
aacTypiap uniad Yukuin yuyyH TpomOodums rennapu — FV reaununar G1691A
Ba MTHFR renununr C677T reHOTHILUIApYHHA aHUKJIAIl YCYJUIAPUHU YTKA3UIIHU
oJNIMHIaH Oenrmiad Oepaau, Xamja KWUCKa MyJJariapia Ba aHMK Makcaira
HYHAITUPWITaH MakcuMas camapa Ousian TpoMmOoduIusiga MyaIaTUaaH OJITUHTH
TYFPYK TpoQuUIaKTHKA YCysuiapu, TpoMOodwins MaBxkyn OYiaraH XOMUIIAI0p
aémmapna  TpomOo3znapra  Kapuum - guddepeHnuaniaHraH - JaBojaml  Ba
BUTAMHUHTEpAIUs YTKA3UIITHA amMalira OITUPHUIIT UIMKOHHHH Oepaji.

V36exucron Pecniy6mukacu Ipesunentununar 2014 iimn 19 peppanmaru ITK-
2133-con «Cornom Oona Mwim» JlaBnat pacTypu TYFpUCHUAA»TU Kapopuia
OenrunaHrad BasudaniapHu MyailsiH Aapaxaja Xaj 3THILIra Ma3Kyp JuccepTarus
TaJKUKOTH XU3MAT KUJIA]IH.

TagKUKOTHHHT pecny0/nka dan Ba TEeXHOJIOTUSJIaApU
PMBOXJIAHMIIMHUHI  YCTYBOp HyHaguumuiapura OOFJIMKJIMIH. Ma3skyp
aUCCepTalysl  TAaAKUKOTH  PECIyOJIMKa dan  Ba  TEXHOJOTHSJIAPHU
PUBOMUIAHTUPUITHUHT «TubOuér Ba (dapmMakoaorus» YCTUBOpP MYHATUIITUTA
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myBopux JUTH-9 «Opmam kacamnukiaapu NpoQHUIAKTUKACH, TaIIXHCIAII,
JaBOJIAlll Ba peaOUIUTAIUSICUTa JOUP SHIU TEXHOJOTHUSIIAPUHU WIUIA0 YUKHUIID)
Jolurxacu Joupacujia baxkapuira.

JAuccepranus MaB3ycu OyiM4Ya XOPHMKMH WJIMHI-TAAKHUKOTJIAP IIAPXH.
Akymepiukaa — TpoMOODHWIIMK — KacayUIMKJIApPHM  3aMOHAaBUM  YpraHuiira
Oarunuianran Oup MyHuYa Oatadcuil Ba Xap TOMOHJIaMa EPUTHITAH WIMHUN
U3JIAHUIUIAp AYHEHUHT €TaKYd TUOOWM WIMUN MapKaszjiapy Ba OJIMM TabJIUM
Myaccacajapu, kymtanaH, American Perelman and Claudia Cohen Center for
Reproductive Medicine (I'epmanus), Weill Cornell Medical College (Anrmus),
New York Presbyterian Hospital-Weill Cornell Medical Center, and New York
University School of Medicine (AKII), Charite (I'epmanms), The Medical
University of Vienna (Asctpus), Heart Hospital (byrok-bBpuranus), American
Heart Association (AKIII) omu6 6opruiMoxkia.

AmManra OmMpUITaH WIMHUN M3JaHUILIAD HATHWXKadapu TPOMOOPUIHSIHUHT
aKcapusAT HAcIuM{ IMAKWIIapu oOpacuja pEnpoayKTUB WMYKOTHUILIap Ba
aKylmiepiuKIara acopariap xonaruaa EBpoma Ba Amepuka axojucu ypracuaa
METHJICHTET-paruapodoarpeykraza TeHn Mytanusacd, xamaa FV o (Leiden)
OMIJIM MYTAIMSICK MyXUM YpuHra sra skannuru anukiaanau. Charite (I'epmanus)
Ba Medical University of Vienna (ABctpus) MOT puBoxianum xaBhu 2
6apobapra ommb xkeryBun MTHFR Ba MOT rerepo3uror myranusiap ypracuaa
aHUK y3apo OOFIMKIMK ucOoTnanrad 0ymmo, ymoy mytamus MOT Ounan ofrpuran
46% aénmnapna anukinanran.MTHFR C677T myranuscu Ba MOT ypracuaa y3apo
oormmkimkinap anukiaanmaran (Weill Cornell Medical College (Anrmums), New
York Presbyterian Hospital-Weill Cornell Medical Center, and New York
University School of Medicine (AKIII).

byryHnru kynga tpoMOoduimsaaa MyaaaTHAAH OJAWHTHA TYFPYKJIap, YIapHH
TaIIXHUCIANl Ba OJAUHU ONUIN OVinW4Ya NyHEHWHT WIMHA MapKazjapuja Typiu
nyHanmumiapaa, kymiana: TpomOodwmmms dounumaru MOT Hu mporHosnaii,
TypAu XuJd TpPoMOODUIUK MapKEpPIApHUHT TEeMOCTa3 THU3MMUTa TabCUPUHU
aHUKJIAIl Ba YJIApHU XOMIIAJOPIUKHH KEUYyBU Ba PEMPOAKYTHUB THU3UMHIa
TAbCUPUHHU YPraHUI, XOMUJIA NEPUHATAT KACA/UIMKJIAPUHU OJIIMHU OJUII KaOu
YCTHUBOP MyHANUIIIApAA WIMUN-TaIKUKOTIIAp amMajra OIIUPUIMOKIA.

MyaMMOHMHI VPraHW/JITaHJIUK Japaxkacu. Ma3Kyp KacajauKka OuJ
MyaMMOJIApHU TaAKWK 3Tulura Oarunuianrad wimuil nmap AKI, ['epmanus,
Ky6a, Xunnucton, Typkus, Y36exucron Pecniybimkacy, Poccns ®eneparmsicn a
OoImKa XaMAyCTIWK JaBlaTiapd OJIMM-MyTaxacHucclapu TOMOHHAH amaira
omMpuIaéTral UIUTAPHU aJoXuaa TAbKUIa0 YTHII 3apyp.

R.L.Bick Ba xammyammudmuapu (2008) mabaymornapura kypa, MTHFR
rerepo3urora Mmytauusicu ousian MOT ypracusa aHuK OOFIIUKIMK MaBxXy[ OViuo,
OynmapHUHT pHUBOXJAHWUII xaBpu 2 Oapobapra opragu. B.Brenner Ba
xammyaimudaap (2009) ¢pukpura xypa, Oynnaii mytarus MOT kaiig stunrad 46%
aénaa kysarwirad. Aiaun maiitaa W.H. Kutteh (2006) MTHFR renununr C677T
MyTaIMsICH Ba OJATUM XOMWJIA TYIIMIIA YpTacujaa aHUK OOFIUKJIUK MaBXKYl
smaciauruau anukiarad. S.C. Guba Ba xammyammudmap (2009), V. Kakkar Ba
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xammyaimmudaap (2011) ¥3 tagkukoTiapuga MyTAUSHUHT TETEPO3UTOTa IMAKIIN
Ba OJaTHI XOMUJIA TYLIMIIM YpTacuja aHUK OOFIMKJIMK MaBXyHJIUTMHU, OyHJa
xaB 2 Oapobap oprummHM kKypcatud Oepau. MOT kailn sTwiran aéniapHu
tekmupud P.M. Ridker FV (Leiden) oMun mMyTanuscHHUHT ydpaimu ynapjaa 2-3
O6apobap optumrHu aHukiIaau. [llyHuHrIeK, MyTalusSHUHT YOy TypH Ba XOMMJIA
HOOy#n  Oynumn  cuHApomisiapu  ypracuga OOFIMKIMK — aHUKJIAaHMalauraH
TaJAKUKOTIIAp XaM MaBxyd. bynmaii nHatmxkamapra W.H. Kutten (2005), A.lL
Pabinger Ba xammyammudiap (2007) sra Oymmmm, ynap FV (Leiden) omum
MyTanuscuga TpomOosnap xaBGuHUHT 3 Oapobap OPTHUIIMHU aHUKJIAIITaH
o6yncana, oupok MOT Gunan OOFIMKINK MaBXKy/UIMTHHU aHUKJIAIMaaud. byrynru
KyHJa TYpJIM MabIyMOTIap MaBXyJ, aMMO yJIApHUHT OapyacuHM Kamiiad XyJsoca
K MyMKuHKA, XaTToku FV (Leiden) oMWIMHHMHT reTepo3urora MyTaIusch
xaMm MOT puBoxiaHuI XaBGUHUHT MYyXUM OMWUIApUAAH OWpHU XHCOOTaHAIH.
MTHFR C677T myTauMsiCHHUHT TYpJu STHUK TypyXJjapaa TapKairanaurua 4%
naH 65% rada, S’bHU ce3wiapiu BapuanusiaHaau. Ocué nomynsnusicu ypracujia
KyWugard MabJyMOTJap aHuKJaHrad: Snonusma romosurotanap 13,1%,
rereposuroranap — 47,5%, Xurtoitga — moc paBumiaa 14,0 Ba 43,8% nu, Kopes
nonyisiuuscua — Moc pasuiaa 7,3 Ba 66,1% uu tamkua 3tagu. KeHnr mukécnaru
HazopaT KWIMHAIUTaH TaJAKUKOTIap/a XOMWIa  YCHUIIM  CEKWHJIAIIraH,
NPEedKIAMIICHS, TUIALIEHTa KY4WIId EKU XOMWIAJOPJIUK TYXTaranjurd Kaij
srmnran 52% aénma FV  (Leiden) éxm PtG20210A II omwmnap Oyiinya
rerepo3urotaiuk €ku MTHFR renu 6yiinua romo3urotainuk (Ha3opar rypyxuaaru
17% ra Hucbatan) anukianrad. by wMabaymornap MOT kailn stunran
XoMuIaopiaapaa upcuid TpoMOODUIHSIIApHA aHUKJIAIIHYU, IIYHUHTAEK Hadakart
aéllapHUHT  y3uja, Oanku SKWH KapuHAOLUIapuUaa TpoMmOO3lap MaBxXy[
Oynranuaa upcuii TpoMOOdUIUATIApHU aHUKIAIl Oyinya MakOypHil TEKIIHUPYB
YTKa3uIl 3apypiauruHd Takazo stagu. MOT cababnapuHu ypraHumiga 3THHK
TapKUOHUHT, WIYHUHTJACK TAHJIOB  MEB3OHJAPUHUHT  TYPJIM-TYMaHJIUTHUTa
KapamacaaHn Oapua tagkukoriaapga MOT kaiin stunran aémaapga FV o (Leiden)
OMIIA MYTAIUSICHHUHT YCTYHJIMK KUJIMIII 9YaCTOTACH CE3UJIapJid IOKOPUIIUTH KAl
ATUJITaH.

I'emocta3z Tu3uMugaru Oy3WIUIIUIAPHUHT, XYyCyCaH TPOMOOMUIUSHUHT
MyIJaTUJaH OJIJIMHTH TYFPYKJIap pUBOXKJIaHUIN cababnapunan Oupu cudarumaru
pOJIH KYTI COHJIM TaaKuKoTiIapaa ucootinanrad (Byuenneu B., 2009; Candra M. J.,
2011). Cyurru munapaa Tyrma, 0ab3ujaa 3ca XxaéT MoOaiHKUIa OPTTUPUIITaH KOH
ia3Macujard OKCWJIap HYKCOHJIapura KaTTa axamusaT OepuiaMmokna, Oy
HYKCOHJIAp TpPOMO XOoCHJI OyIuiiura MOWWJIJIMKHM KEeITHpUO 4YHKapaaud Ba
TpoMOO371ap PUBOXKIIAHUII XaBOUHUHT MyCTakuil oMuiau caHananu (balimypanosa
C. M., 2005; bmunenkas C.JI., 2009). Typau TpomMOOTHK acopaTiapra o0Jui0
KEeJIyBYM TE€MOCTa3 THU3UMHJIATH KATOp HOMABJIyM HWPCUH HYKCOHJAPHHHT:
G20210A, mpoTpoMOWH  MYTalNMsICH, METHJICHTETparuapoQo-iaTpeaykrasa
(MTHFR, C677T) wmyraumscu, TpoMOOIUTap perentopiaap MoJIuMophu3Mu,
mwiasmuaored (PA 1-146156) akTHBaTOPUHHMHT Kalid OSTUIHIIN aKyIIepIIHK-
TUHEKOJIOTHSl aMamuETUAaru TypJd acopariiap MNaTOTEHE3WHW MYTJIOK SHTHU
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no3unusaaan Oaxonam uMkoHuHu Oepau (Alonso A. et al, 2010). bynpan
TallKapu, PEeNpoAYKTHB WYKOTHMLUIAp TreHe3ujaa Hadakar oHa, OalKku XOMHIIa
TPOMOO(DUITUSCUHUHT XaM aXaMHsTIra 3Tra IKaHJIUTH XaKuJla MabJIyMOTJIap XaKuaa
Tabpud Oepuira.

X.51. KapumoB Ba K.T.Bo6oermap (2008) 6up rypyx myammudiaap Ouiad
Ooupranukaa Oup katop reHetuk MapkepiaapHur — FV (G1691A) omun reHu, KoH
usutl |l omun renn (G20210A) Ba metunenterparuapodanarpenykraza (MTHFR)
reau (C677T) myraumscu XoJIaTJapUHHUHI y4ypall CypbhbaTUHU YPraHMII YCTHIA
U3JIaHUIUIap onaub Oopaunap. Yiap ToMOHUAAH oau0O OOpWIraH M3JIaHUILIAP
HATIKACHIAa Y30EKMCTOHAArM OeMopiap YypTacuiaa MyTaHT —ajuleIUIapHHHT
tapkanranaura FV Leiden yuyn — 12,9%, MTHFR yuyn — 47,8% Tamkun Kuiaau.
Kentupuiran myTranusiapHUHT OEKJIapJard 4yKyp BeHajlap TpoMOO3W XOCHII
OynuIuaary YpHHU Ba pojid OaxoJIaH N,

3amonaBuil amabuétnapaa tpombodpmmmsna MOT nap pUBOXKIAHUIIIMHUHT
SHTYM KJIMHUK-TIATOJIOTUK OMWUIAPUHU W37a0 TOIMMII Ba YpraHuiira KapaTwiraH
O0ynu0O, ymOy MaToJOTMsSHM AAaBOJIAIl Ba OJAWMHU OJMUIIHUHI camMapad dYopa-
TaIOUpPIApUHN WIUIA0 YUKWIMIIWTAa eTapiinda 3bTHOOp KapatuiaMmaraH. Onub
Oopwiran unuiap OwiaH KUECHMH Taxiwulap MabIyMOTJIApPUHU XHcoOra oo,
IIYHH TACcOUKJIAIl MYMKHHKH, ymIOy TeKmupyB PecnyOnmkammsga Wik Oop
peXanamTUPHUIMOKIA.

bynap 6apuacu TpomOoduiamns OuilaH XOMUIIaI0piiapaa My IIaTU/IaH OJIIUHTH
TYFPYKJIapHU 3pTa aHMKJIAI, JaBOJIAIl Ba OJIIMHU OJUIIHUHT caMapaju 4opa-
TaO0UpIApUHM UIUIA0 YMKHUII y4yH acoc Oynub xucobnaHamu, Oy ¥3 HaBOaTtuia
MYaMMOHUHT JI0JI3apOJIUTy Ba YCTUBOPJIUTHMHU Oenruiad 6epaau.

Jucceprauuss MAaB3yCHHHUHI [HcCepTalus OakapuiaérraH WJIMMI-
TAAKUKOT MYacCACACUHUHI WIMHIA-TAAKMKOT MILIAPU OWJIaH OOFIMKJIMIH.
Huccepranmst  TagkukoTh  PecrnyOimka — akymepiauK  Ba  THHEKOJIOTHS
UXTUCOCITAIITUPUIITAH WIMHA-aMaauil THOOMET MapKa3WHUHT WIMHMU-TAJIKAKOT
pexacura myBohuxk MTCC.3.1 «'ectanus naBpuaa TpoMOOQpuiIns XojaTiapu Ba
yIapHUHT acopaTjJapyHM TallIXUCIall, OJIIUHU OJHII Ba (apMaKOKMHETHKA
acocuja JaBoJialll TaMOWMWJUIAPH KOMILICKC JacTypuHH Hiniad ugukuimy (2009-
2011 wit..), AACC.2.1. «Xomunagop aémiapaa ¢erornaneHTap eTUIIMOBYUINK
[aTOT€HE3d, IWAarHOCTMKACH, OJIAMHU ojuin Ba ngasojammy (2012-2014 i
JoWMXaNapy Ioupacuaa Oaxapuiras.

TaagKMKOTHUHT MaKcaaW MYJaTHAAH OJAWHTU TYFPYKJIAp PHUBOMKJIAHMIII
MEXaHU3MHJIa KOH WBHUII TU3UMH TCHJIAPUHUHT MOJUMOP(HU3M POJIMHUA aHMKJIAII,
MPOTHO3JANIIa XaB() OMIIIAPUHUHT axXaMUSTHHH OaxoJyaml Ba MaTOTEHETHK
acocliaHTaH npoduIakTHKa TaAOUpIapUHA UIUTa0 YUKHIIAH HOOoparT.

Ymlby wMakcaara OHpUIIAII YYyH KyHUZarn TaAKUKOT Basudaaapu
OeyruiaHraH:

PETPOCIIEKTHB Ba MPOCHEKTUB TaxXJuia acocupa PecmyOnmka mepuHaTal
MapKa3d MHUCONUAA MYAJATUAAH OJIMHTH TYFpPYKJIap Ba TMepUHATAI YIUM
XOJaTIaph YaCTOTACHHU aHHUKJIAIIL;



OHAJIap/a 3HT Ky Ky3aTWJIaJUraH XOoJaTiap Ba KacauIMKIapaa MyAJaTuIaH
OJITUHTH TYFPYKJIAp PUBOXIAHMIN XaB(U Ba UMKOHHUSTIAPWHU aHUKJIAII, XaM[a
XOMMJIQJIOPIUKHUHT HOXYII OKUOATIapUHU 0axOJIATHUHT MPOTHOCTUK ME30HUHU
UIIa0 YMKHIIL,

MyJIJAaTUIAH OJIIMHTY TYFPYKJIap KaiJ dTUIraH aéimiapaa TpoMOO(DIUSHUHT
UpCHl Ba OPTTUPWITAH MAKIUIAPU CTPYKTYPACUHM TaXJIMJI 3THII Ba 4YaCTOTACHHU
aHUKJIAII;

MyIOaTHAaH OJJIMHTH TyFpykiaap puBoxianumuga FV  Leiden owmmim,
npotpoMOuH G 20210A, MetunenrerparuapodonaTpeykTaza MyTallsUIapUHIHT
KYIIWINO KEMUIIMHUHT, IIYHUHTJEK YyJIApHUHT TPOMOO(PWINS OPTTHPUITaH
maKiapy OWiaH KYmWinO KEIUIIWHUHT KIWHUK JUAarHOCTUK aXaMHSITHHU
Ku€cuii 6axoan;

MyIJaTHAaH OJJIMH TYFUII XaBpU IOKOpU OynraH aémiapaa TpomMOoGuiIus
TeHJIApU MOTUMOP(OU3MUHN aHUKJIAIIIHUHT TPOTHOCTUK MOXUSTUHU (CE3yBUAHIIHUK,
criennpUKINK, UKOOMM Ba caJOMi MPOTHOCTUK aXaMUSTHHH) aHUKJIAIIL,

TPOMOODUIUSHUHUT TYpJIU MAKIJIApU Kaiia 3TwiraH aémiapja MyaaTHaaH
OJITUHTH TYFPYKJIap/ia FTeMOCTa3HUHT allpuM KYpCcaTKUUJIapUHU KUECUM YpraHul;

ianeHTagara -~ MophoJIOTUK — y3rapunuiap OuigaH  TpoMOO(DUIUSHUHT
PUBOXIIAHUIII OMWUIAPH Xamja MyJJaTAaH OJAWUHTA TYFPYKHHHT MYZJaTd
ypTacunaru OOFIMKIMKHU aHUKJIAI;

TpoMOO(UINS TEeHJIAPUHUHT XaB( OMIILIIApH, MNOJIUMOPPHU3MH, TEeMOCTa3
KYpCaTKUWIapUHU XHcOOra oOJIraH XoJiJa MYyJJaTHAAH OJIJUHTH TYFpYyKJap
MaTOr€HE3MHUHT CXEMACHHH UITA0 YUKHUILL

TpoMOOpUIUsAIa XOMWIJIOPIUKHN OJUO OOPHUIl aITOPUTMUHU UIILIA0 YUKHII
Ba YHUHT KJIIMHUK camapaiopJIMruHu Oaxoalll.

TaakuKoTHUHT 00beKkTH cudaTuaa PecnyOnrka nepuHaranm MapKa3WHUHT
akymepnuk Oynmumimapuna 121 wadap Mmyamaruman onauH Tyfradn aén Ba 114
Hadap ¥3 MyanaTuaa TyFran aémiap OyIau.

TaakukoTHUHT mpeaMeTH. [lepudepuk KoH, MmareHTa.

TaakuKOTHUHT ycyJuiapu. TagkuKoT kapa€Huaa YMyMKIWHUK, J1JabopaTop,
IFEHETUK, TIeMOCTa3HOJOrMK, MOpP(}OJOrMK Ba  CTATUCTHK  yCyJJapJaH
ol nanaHuIIN.

TaaKUKOTHUHT MJIMHUI SHTMJIMTY KyHugaruinapaan nuoopar:

MyJIaTHIaH OJIUHTH TYFpyK puBoxianum xaBpura FV G1691A+MTHFR
C677T reHOoTUIIApUHU OUprayiuKAa TAllyBYAHJIMKHUHT IOKOPHU Aapa)kaja TabCUP
ATUIIN AHUKJIaHTaH;

aénnapga Myanatuaad onauHru  Tyrpykaa MTHFR  renunwnr C677T
rOMO3UI0Ta T€HOTUIIM MYXUM OMMUJI SKAHJIMTH Xamja MyAJaTuJaH OJIUH TyfraH
aémnapaa TpoMO0o(uIIMA YacTOTacH Ba YJIAPHUHT CTPYKTYPACH aHUKJIAHTaH;

TpoMOOduIusAIN aémiapaa MyagaTHAAH OJIIUHTH TYFPYKHHHT PUBOKJIAHHUIII
MEXaHU3MHJIa OHA-TIJIAICHTa-XOMUJIa TU3UMHUJIATH MUKPOITUPKYJISIINS Ba TeMOCTa3
TU3UMHUAArd Oy3WJUIUIAp €TaK4YM YpUH TYTUINIUM Xamjaa Oy deroraneHTap
ETUIIIMOBYMIIMK PUBOXIIAHUIIINTA Ba XOMUJIAJAOPIUKHUHT MYJIaTHAAH OJIIUHTH
TYFPYK OMJIaH SIKYH TONHUIINTa OJIMO KEJIUIIN UCOOTIaHTaH;
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TpoMOOdUIUAIA MYIAATHIAH OJAUHTH TYFPYKHU MPOTHO3JIAN MEb30HIIAPH,
TpoMOOpUIUsAIa XOMIIAIOPIUKHU OO OOPUI aIrOPUTMH XOMUJIAIOPJIMKHUHT
yii0y acOpaTUHUHT OJIIMHU OJIMIITa JIOMP MNAaTOrE€HETHUK EHJIONUIYBIAp MILIA0
YUKUJITaH.

TaagKUKOTHHHT aMaJIMii HATHXKAJIApPM KyHuaruiapaad noopar:

XOMUJIAJIOPIUK acopaTiiapd PUBOKJIAHUIINTA MOWMJUIMIY OYnraH aéiiapHu
anukiam Ba MOT HuHT OupiamMuu npouiiakTukacu 0yitnya KOMIUIEKC AacTypliap
unuiad yukum yuayH tpombodunus rewnapu — FV reaunuar G1691A sa MTHFR
reHuHUHr C677T reHoTUNIapvHU Xamja yJIApHUHT OUpra KEIUIIWHU aHUKJIaIl
MakcaJra MyBO(QHUKINTY aCOCTaHTaH;

TaIKUKOT HaTWXajdapu Oyiindya XOMUIAJAOPIUKHUHT acopaTii KEUMUIIUHU
MIPOTHO3JIAII TIKaJacH KYJIAaHWIMIIWHUHT MakKcaara MyBOGUKIUTH HUCOOTIaHTaH
(0y mikasia MOT ro3ara kenuimunu 78% xo0Jataa nporHo3ian UIMKOHHUHU OepraH);

aHaMHE3WJa Typiau XWJ MyIJaTAaH OJJMH TYFPYK Ba XOMIUIA WYKOTHUII
CUHIpOMHU OWIaH aéiiapjia MyAJaTAaH OJITUH TYFPYKHU OJIIMHU OJIUIN OYiinua
OJIMHTaH HaTwkajgap Oy rypyx OeMop aémiapuHUHT Xa€T cU(ATHHM SXIIHIIALI,
nepuHaTall KacaJJIAHUII Ba YIMMHU KaMalTUPUILI UMKOHUHU OepraH;

TpoMOOuUIUs MaBxya OViaran xommianop aémiapjaa TpoMmOo3japra Kapiiu
mubdepeHnalaHral  JaBojall Ba BUTAMUHTEpanusl YTKa3WIl 3apypHUsTH
acoCJaHraH;

TpomOopunusina “Knexkcan™” mpemnapatu €paamujaa XOMUIAJAOPIUK acopart-
JIAPUHUHT OJIIMHU OJIUII IOKOPU camapa OCpUIlld aHUKJIAHTaH.

TagkukoT HATHXKAJAPUHUHT WINOHWIWINIA yciayOuil EHomyB Ba
OOBEKTHB KJIMHHUK, KIMHUK-TA0OpaTop, J1aboparop Ba CTAaTUCTUK TEKIIHUPYB
YCYJUITApUHUHT 00BEKTUB KYpCaTKUWIapy OUJIaH TacaUKIaHTaH.

TagKuKOT HATHKAJIAPUHMHT WIMHI Ba aMajuil axaMusaTu. {uccepranus
TaKUKOTHUJIa OJMHTAH WJIMHUN HATIDKaJaApHUHT WIMHA axaMUsSTH TpomMOoduivs
dboHMIArn MyAmaTUAAH OJITUH TYFPYKIApPHU WHIWBHIyal OJJMHH OJHUII Ba
JaBoyamira EHAANIYBIAPHU HWILIA0 YHUKUII, XOMWIaAop a€lHu MyJJAaTHIaH
OJITUHTH TYFPYK PUBOKJIAHUII XaB( TypyXura ¥3 BaKTUIa KUPUTHUII OPKAJIU, KyHn
MOJIEKYJIAIH TernapuHiap épaamuaa TpoMOoopuiiis acopaTiapuHUHT OJIMHH OJTUII
Ba Jjapojam camapagopsuruaud - omupum, MOT xaBdu rokopu Oynran
XOMHJIQJIOpap/ia  TeMOCTA3UOJIOTHK  OY3WIMIIJIAPHU — OJAWMHU  OJUII  Ba
JABOJIAIHUHT ~ camMapalid yCYJ/UIApMHU TaKOMWJUIALITUpHUILAA, Oy ycysiap
nepuHaTan YJIMM Ba KacaJUIAHMII XOJATIApUHUA KaMauTUPHUILKIA WIMHI-yCITyOui
anmnapat cudaTuaa aman KWidigaH uoopar.

TagkUKOT HaTHKAJTAPUHUHT aMaJIMi aXaMHsATH TaJKUKOT HaTXKalapuliaH
TpoMmOodmmst poruaaru MOT napHu onub Oopui kapaéHuaa reMOCTa3uoJIOTHK
KYpCAaTKUWIApDHU  OapKapoOpJAIITUPUIL ~ WUMKOHMHU  OEpyBUM  camMmapaliu
npenapariapHu (KjaekcaH) anukiami, myHuHTAek, MOT puBoxianumn xaBhu
IOKOpU OYynraH XoMuiIaaopiapia TpOMOO(DIMSHUHT OJIMHUA OJIUII Ba JaBOJIAII
Oyiinua unad YMKWITaH aJropuTM aKyIIepJIMK Ba IMEpUHATA acopatiiap COHUHU
KaMaWTHPHUII UIMKOHUHU OSpHIIN OMIIaH U30X1aHAIH.
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TaaKuKOT HATHXKAJIAPUHUHT Kopuil KuauHumu. Tpombodmmsana MOT
HUHT MAaTOT€HETHK XyCycusiTiaapu Oyilnua oJIMHraH WIMUN HaTHXKallap acocua:

«MyUIaTHAaH ONJIMH TYFPYKHHM HPOTHO3JIANI YCYIH» Oyiinua Y30eKHCTOH
Pecnybnmukacununr uxtupo mnateHtuna (NelAP 20150358, 21.09.2015i1.) ¥3
aKCMHM TOMNraH. Ymoy ycyn TpoMOoduiusga MyAJaTUaH OJJAUHTU TYFPYKJIap
NaTOT€HETHK TAIIXUCH Ba OJIIUHU OJIMII CU(ATUHU OLIUPHUIITra UMKOH OepraH;

«Mypaaatuian oJiiuH TYFPYKJIap PUBOMIIAHUIINIA TPOMOODUIUSHUHT POIH
yCIIyOuMd TaBCUsJIapH acOCHJAa COFJIMKHM CaKjIall aMalueéTura, >KyMJjaiaH,
Axkymepiuk Ba ruHekonoruss PUMATM, PecnybOivka nepuHatan Mapka3ud Ba
Kuzzax, Yupuuk, Anamxon, byxopo, HaBouit Ba Cuppapé BuIOST mepuHaTal
Mapkasnapu, TomKeHT maxpugaru 9- , 5-, 8-, 6-coHnM TyFpyK Maxmyajapu
(paosmgTUra TAOMK STUITaH (COFIMKHYU CaKIall Ba3UPIUTHHUHT 6-COH XYJIOCAaCH;
19.01.2015 #.). Wnvuii HaTWKATApHUHT aManuérra SKOPUH  KWIHHUIIA
XOMUJIQJIOPIUK Ba TYFPYKJIAPHUHT KEUYUIIMHM CE3UJIApJId SIXIIWJIAIl  Xamja
MyAJaTUAaH OJIIMHTY TYFPYKJIAp Ba YJIApHUHT acopaTiapu yactoracu 24,6 gowusra
KaMaTHpUIIT UMKOHUHU OepraH.

TaagkuKOT HATHKAJAPUMHMHI anpodamusicn. Jluccepranus TaaKUKOTH
HaTIKanapy 0aéH KUIIMHraH acocuil xonatnap «Em onummap KyHiaapuy» HIMHIi-
amanuit kondeperrmsacu (Tomkent, 2009), V36ekucton Pecrniybnmkacu akymep-
ruHekosiormapuuHr VII cee3nu (Tomkent, 2010), Akyliepiuk Ba TMHEKOJIOTHUS
PUUATM wnmuit kenramm (Tomkent, 2014), Xankapo oJumiiap UIITUPOKUAATH
V36ekncron Pecry6imkacu axymrep-ruaexonoriapuauar VI cvesau (TommkeHT,
2010), «Ona Ba Ooma» Xanmkapo ¢opymuga (MockBa, 2014) wmabpy3anap
KWJIMHTaH.

TagkukKoT HATWKAJAPUHMHI JbJOH KWIMHranauru. Jluccepramus
MaB3ycu Oyimua 40 Ta wnmuil wmr: mry kymnagan, 19 ta wimMuii Makona,
mymapaan 14 Tacm  V3bekucton — PecnyGnmkacu  Omuit  aTTectarus
KOMHCCHUSICHHUHT JOKTOPJIMK JAUCCEPTAlMsUIApU aCOCUU WIMHUN HaTWKaJlapUuHU
YOIl JTHII TAaBCHUS OTWITaH WIMUKA HAIIpJiap pYyMXaTHIAru KypHauapaa,
KyMIIaJiaH, 3 Tacu XOpHXKaa WIMUN HaIIpiapaa 4yom dTUJITaH.

JuccepTanMsiHUHT TY3WJIMIIM Ba XamMu. Jluccepramusi KUpUI, ONTHTA
600, xynoca Ba (organanwiran agabuérnap pyiixaru, 41 ta xaaBanman, 27 Ta
pacMjiaH Tamkui Tonran 178 caxudanan noopar.

JTUCCEPTALIUSIHUHT ACOCUIA MAZMYHHU

Kupum xucmuga MaB3yHUHT J0J13apOJIMTHM acOCTaHTaH, TaJKUKOTHUHT
MakcaJl Ba Bazudanapu, WIMHN SHIUINTHA Ba aMajTui axaMusITH 0a€H dTUIITaH.

HucceprauustHuHT OUpuHIN 000U «TpomMOopuansigaru My IaTuaaH oJAHH
TYFPYKJAp XaKuAa 3aMOHABMHM TyIIYHYaJap (3THOJOrHMS, MATOreHe3,
TAIXMCJIA Ba JaBoJiam)»aa anabueT TaxJ WM KEITUPWITaH. AKYIIEPINK
aCOPATIApUHUHT PHBOXKIAHHUIIHIA TPOMOO(IIIHS UPCHUN IIAK/UTAPWHUHT POJIA Ba
ymapauar MOT puBOXIaHUIIMIATH SXTUMOJIMA TabCUPU KypcaTUO Oepuiras.
Mynnatuaan OJNJIMHTH TYFPYKJIApPHUHT OJIIMHUA OJMIN Ba JaBoJiaml Oopacuja
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MaBxKy ycysutap Oaradcwn kypub uynkmirad. MyanaTtuaas OJIUHTH TyFpyKJIapaa
TpOoMOOGUINK OYy3WIMIIJIAPDHUHT OJIIMHM OJIMII Ba JaBOJlAlIAa  MaBXYJ]
yCYJUTAPHUHT ad3aJUTUKIIAPU Ba KaMUYMJIMKIIApH TaXJIMJI STUJITaH.

JuccepTaustHUHT UKKUHYM 000U «TpoMOOPMINSHUHT Typ/u AKIJIAPH
X0JIaTHAA MYQIATAAH OJJIMHTH TYFPYK XOJATHAArU A/UIaPHM TeKIIWPHII
ycyJuiapu»Ja TaIKUKOT MaTepuallapd Ba YCyJUlapu, KIMHHUK Marepuasuiap
TaBCcU(IIapU, TAAKUKOTHUHT KIMHHUK, MOP(QOJOrMK, TEHETHMK Ba CTaTUCTHK
yCyJUIapH KEITHPUIITAH.

K¥yiunran makcaara spumimin Ba OenruiaHrad BazuQalapHu Xal THUII YUyH
TaJKUKOT OWp Heua OOCKHUY/Ia YTKAZUIIIH.

1. Myganatugadn OJAMHTH TYFPYKJIAp 4YacTOTacH, CTPYKTypacu Ba XxaBg
OMWJUTAPUHU aHUKJIAII MaKCaJAu1a TAAKUKOTHUHT OupuHuu 6ockuunaa 2007-2011
nnmtap mobaiiauaa PIIM ma 6ynran 3890 madap xomunanop aéutapHUHT TYFPYK
TapuXJapy PETPOCHEKTUB TaXJIUIU KWIMHU, Oy aémiapuunr 700 nadbapuga MOT
Kalg dTUJITaH.

2. TankukoTHUHT UKKHUHYK Oockuunaa 121 nadap Myamgatuian oaauH TyFrad
aén (acocuii rypyx) Ba 114 nHadap y3 myanatuaa Tyrrad (Hazopat Trypyxu) aémiap
o6eBocuta Hazoparra onuHau Ba Tekmupwiad. MTHFR renununr C677T
mytamusicu, FV (Leiden) Ba mpoTpoMOUH MyTalUsuIapUHUA TallyBUYaHJIUTHHU
TaXMUHUHN aHUKJIAII YYyH MYJJaTHAaH OJIMH TyFrad 121 Ba ¥3 My aaTuaa TyFrad
114 wadap aénuunar JAHK HamyHanapu MOJIEKYJsIp TE€HETUK TEKIIMPYBIAH
YTKa3WIIN. Tpombodunusia MyZAaaTUAAH OJIIVHT U TYFPYKJIApHH
PUBOKJIAHUIIIMHUHT MATOTEHETUK MEXaHU3MJIAPUHU YpraHuil Y4yH Te€MOCTa3
TU3UMU TEKIIUPYBIIApU YTKAZUIIIH.

3. Yuunum Oockuyma MOT kaiig H>TWiraH XOMWIAJIOPJIAPHU OJUO
OOPUIIHUHT UILIA0 YMKUITaH aJrOPUTMH caMapaJopJIMIMHU aHUKJIAIl MaKcaauaa
62 Hadap xoMwiIamop aén TEKIIMPWIAM Ba JUHAMHUKAAA Ky3aTWIAU, yJIapHUHT
Oapuacu XOMHJIQJOPIUKHUHT OJIUO OOPWIIMINM TAKTUKACUTa KYpa UKKU TypyXra
axpatuian. Acocuit rypyxau anamuesuaa MOT Oynaran xamaa unuiad YuKuIrad
anroputmra MyBopuk onubd Oopunaétran 38 Hadap aén Ba aHamuesuma MOT
Oynran, amMMO TErunuiM npoduIaKTHKa MyoJaxanapuHu onmaraH 24 Hadap
XOMUIAA0p €N TAlIKWI STAU.

Tankukor Hatmwkamapu IBM SPSS V20 Ba Microsoft Excel crartucrux
TaXJIWJIM  YYYH MYJDKQJUIAaHTaH JacTypuid TabMHUHOT €paaMuaa yMyMKaOyll
KWIMHTaH BapHallOH CTAaTUCTHKA YCYJHJAa WUUIOB Oepuiiau, ypTraya apumeTHk
(M), ypraua xBagpatuk orumiap (y), ypraua apudmeTuk xaronap (m), HUCOUUN
KuiiMaTiap XucoOma® dYukapwigy (dactora, %). YpTrada KuiiMaTiap OuiaH
KUECIAHTaHAa OJMHTaH YTYOBJIAPHUHT CTATUCTUK axaMusiTh CThIOJEHT (t) ME30HU
Oyiinua sxtumonuid xaronap (P) TakcumiaHuil MEbEPHAIUTMHU TEKIIUPHUII
(akcriecc me3oHu OVitmua) Ba 6omm qucnepcusiiap (dumep-F me30Hn) TeHrmuruaa
oenmruna® omuHAu. CTAaTUCTUK  Cce3Wapiv  Y3rapUIUIAPHUHT  aCOCTWIIHK,
UIMoOHWTWIMK aapaxacu P<0,05 ne6 xkabyn kunuamau. CudaT KuWMaTIapuHUHT
CTATHCTHK aXaMHSTH 4° ME30H (XH-KBAApaT) Ba z-ME30H &pHaMuaa XHcoOmab
YUKApUJIJIH.
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JuccepranussHUHT yuuH4Y 000u «MyagaTuaaH OJJAUHTH TYFPYK Ba
NMEePUHATAJ AKYHJIAPHUHT XaB( oMUJLJIapU Ba yJapHU nporHo3siaamm»aa 2007-
2011 vwmnnap moOGaitauaaru 3890 Hadap xoMunaaop a€IHUHT TYFPYK TApUXHUHHUHT
pPETPOCHEeKTUB TaxJwin Hatwkanapu, MOT puBoxiaHuIIM Ba XaBd OMUILIapU
ypTacugaru cabab-okuOaT OOFIMKIMKIAPUHM aHUKIAIl y4yH Oy OeMopiapja
MOT 1o3ara kenumuHuHr UMKOHUATH (OR) Ba xaBdu (RR) HU xuco01ad ymkui
HaTtwkanapu, MOT puBoxianum xaBhu TYpPyXUHU TY3UII YYyH HWIIOHYIIU
CTaTUCTHKA EpaaMuaa HSXTUMOJUN XaBd) OMIIIIAPWHHM aHUKJIAII HaTWXadapu
E€pUTHIITAH.

PerpocniektuB Taxmmn HaTwkacuma skamu 3890 aémamar 700 Hadapuma
MOT «kaiing stunran. PerpocnexktuB Taxjiun MOT HUHT OKOpU Japaxkana
skanuruau kypcatau, MOT gyactotacu 18% HU TalIkuiI 3TIU.

MOT cababnapuan YpraHuin HaTHKAcH IITYHU KYPCATANKH Oy X0JIaT KYTPOK
rectauussHUHT 34-36 Xadranuk wmynnatiaapuga (51,6%) Ba 28-33 xadranuk
mynaatiaapunaa (43,4%) cogup 6ynmamgu. MOT 22-27 xadranmuk recrammscunga 5%
aémnapuna Ky3atunau. MOT na nepunatan yiaum xounatiaapu 274,8%o HU TalIKuil
STIW Ba Yakasokjap TaHa BazHu 500 man 999 r raua Oynran xojatiaapaa IOKOPH
oymu — 928,7%o.

VTKkaswiran — TaAKHKOTIAp  HATWXKACH  IOyHH  KypcaTmukn, MOT
PUBOXIIAHMINIUTA aéJlap/a CYpyHKaI COMATHK MaTOJIOTHs, IIyJIap/laH CypyHKaJIn
touswuut (F=17,3; P<0,01), cypynkanmu nuenoneppur (F=14,6; P<0,01) xabu
Oup Heuta Ho3oJOrUsuIap Tabcup KypcatraH. MOT conup Oynran aémiapHUHT
KaCaJUIMK CTPYKTypacuja BapuUKO3 KACAUIMTUHUHT IOKOPU KYpCATKUYU Kailj
stunub (F=8,4; P<0,01), Oy remocta3 tuzumuga Oy3WIHIILIAp MaBXKYyAJIUTUJIaH
nanoJiat 6epaau Ba peToruiarieHTap KOMIUIEKC GYHKIUSCHIAa MYXUM POJT YAHANIH.
MOT puBoxinanuimura anamuesuga oeunxtuépuii 6osa tanuviam (F=11,8; P<0,05),
puBoxkianMmaran xomwiaaopauk (F=10,6; P<0,05), Myaaatuaan OIAUMHTH TYFPYK
(F=26,3; P<0,001), nepunaran iykorunwap (F=5,5; P<0,01) maBxynmuru xam
tabcup 3tau. MOT Oynran aémiapaa KUYMK YaHOK ab30JIAPUHUHT SULTAFITAHUIIL
kacammmkiaapu (KUASK) (F=25,43; P<0,001), Oaxrtepuan Ba/€ku BUPYCIH
undexmusnap (F=24,7; P<0,001) MaBXyaauru xaMm MyXuM axamusiTra ara Oyiam.

PerpocnexktuB Ttaxaun MOT Oynran aémmapiaa TeCTalMSIHUHT acopatiiv
KSUMIIMHYU Kypcatau, Oy 3ca y¥3 HaBOaTHIa MyalssH Japaxaaa MyIJaTuIaH OJITAH
TyFpykka cabad Oynau. MOT HUHr 5Hr KyO Ky3aTWITaH OMMLIAPU YTKUP
pectmpatop wmHpekmus (YPH) (F=10,6; P<0,001), npeskmammcns (F=22,3;
P<0,01), peromnanenrap ernmmoBumiuk (PIIE) (F=17,8; P<0,001) 6ynau. MOT
PUBOXKIIAHUILINTA XOMWIAIOPJIMKHUHT HOXYII SIKYHJIapu Oyinya UpCcuil MOMMILIIMK
xaM ce3unapiiu Tabeup kypcaranu (F=40,5; P<0,001).

MOT puBoxJjanumu Ba XaBd oOMWUIApU YpTracujgard cabad-okuOar
OOFJIMKJIMKJIAPUHUA aHUKJAm ydyyH Oy Oemopnapaa MOT ro3zara KeJIUIIUHUHT
umMkonusTH (OR) Ba xaBdu (RR) xucob6mad unkmiau.

CypyHKanu TOH3WUIMT Ba BapHWKO3 KacajUIMTW OWJIaH OfpuraH aémiapnaa
MOT puBoxnanum uMkonusTH 3,3 Ba 9,6 wMapra Kopu OViau.
PuBoxnanumHUHT HEUCOMI XaBhu Oy XonaTmaa moc pasuiina 2,7 Ba 8,1 6apobdap
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Oammann O6ynau. by kacammukiap TpoMOO(DMIMSHWHT OPTTHPWITAH MIAKIIapua
(ADC) MOT puBOXIIaHUIIMAA aXaMUST KacO 3TajIu.

MOT puBOXJIaHUIIYM UMKOHMSTIIApU Ba HUCOUN XaB( IOKOpHU KypcaTKuuiIapu
cypyHKanu nuenonedpuru 6op aémiapaa kang stungu (OR=2.4; RR=2,3).

MOT =M nporHosnamijia acoparjaHTaH aKylIepJMK aHaMHE3U XaM MYyXHM
pon YitHaliau. AHamHe3uaa OeuxTu€puit 0ona tanuiam Ba MOT kaiiag sTuiran
aénmnapaa keiumHru xomwiagopiukaa MOT puBokiaHUIl UMKOHUATH 2,3 Ba 7
Oapobap roKopu, HUCOUH pUBOXKIAHUII XaBdu - 2,3 Ba 8,9 Gapobap roKopH.

I'muekonoruk kacamukiapaan sHuoMmerput (OR=1,9; RR=1,92), UIE
(OR=8,5; RR=7,2) MOT puBOXJIaHHIIUJATH MYyXUM Xarap OMWJUIApU
xucobnanau. bakrepuan Ba/€ku Bupycin nHpEKnusiap Ounan orpurad aémiapaa
Oy wHbeknumsutlap OunaH orpumaraH aémiaapra HucOatran MOT puBokITaHUIIT
MMKOHMSITH Ba HucOMiA xaBu 10,6 Ba 8,9 mapTa rokopwu.

XoMuinaaopauk acopamiapu uwumpa npesknamncus (OR=7,9; RR=7.5),
XOMMJIAHUHT puBOkIaHuian opkana ko (XPOK) (OR=10,4; RR=8,7) MOT
PUBOMIIAHUIIIMHUHT aXaMHUSTIIM XaB() oMUIUIapuaaH Oyiam.

MOT puBOXJIaHHUIIN/IA, FOKOPUIA KAilJ STWITAHUIEK, XOMUJIAIOPIUKHUHT
HOXYII SIKyHJapu Oyiinya HpcUil MOMWUIMK MyXuUM pona YiHaiimau. HMoxoOuit
upcusTra sra aémiapra HucOataH upcui movwuru Oynran aémiapga MOT
PUBOXIIAHUIII UMKOHUATH Ba HECOUi xaBdu 13,1 Ba 10 mapTa rokopwu.

[IporHocTuk kypcaTkuuwiap Ba XaBd oMWUIapu OyiiMya 3HT KaTTa TYpyXHH
kyn omwmn MOT kaiin stunran xomuiiaaopiap (26,8%) tamkun 3tau, OyHaa oup
BAKTHUHT Y3WJa SUUIMFJIAHUIN, ayTOUMMYH Ba UPCUM reHe3aaru oMusuiap OyJIuiig
MyMKkuH. Kyn xaBd omwumm aémnapaa OWTTa HO30J0TWsIM aémiapra HUcOAaTaH
MOT puBoxJIaHUII UMKOHUATH 14 MapTa FOKOpH.

TagkUKOT  HaTWXKaJapyu  TaXJWIW  I[IyHH  KYpCATAMKH,  IATOJIOTHS
PUBOMIIAHUIIIMHUHT TYpJid XaB() OMIIJIapU MaBxky, Oy XaB( oMILIapu aJoXuaa
Oenrunap Oyiimua Ba yMymud axauT Oenrwiap  Oyiimua xam  MOT
PUBOMIIAHUIIIMHUHT POTHOCTUK Ba KIMHUK ME30HJIapU OO Xu3MaT KUJIaau.

HuccepraimstHuHr  TYpTHHYH  0600u  «TpomOodguausina MygaTuaaH
OJIIMHTHM TYFPYK KalJl KWIMHIaH aéiiapaa reMocra3 TU3MMUHHUHI Te€HETHK
sxuxaraapmwyaa xomuiaagopiaapaa MTHFR reamnunr C677T wmyramusacu, FV
(Leiden) oMunu Ba mpOTPOMOWMH TE€HH MYTAIUSJIAPUHUHT MOJICKYJISP-TCHETHK
TEKIIUPYBIApU HaTwkanapu kentupwiraH. MOT kaiig stwiran 121 nHadap
xomuiaaopaa (acocuit rypyx) Ba ¥3 mynnatunaa tyrrad 114 madap xomunagopaa
(Ha3zopar rypyxH) MpOCHEKTUB TEKIIUPYBIAp YTKazunau. Acocuid rypyxaaru 106
(87,7%) Ba Hazopar rypyxuaaru 54 (48,0%) nadap xomunaaopaa OpTTUPHIITaH,
upcuii  €kM  MyIbTUIeH TpoMOOGUIMS  aHUKJIaHraH. TpomMOOpHIMSIHUHT
oprrupuiran mwakiu, sieHu A®C, acocuit rypyxaa 41,9% xomunamopnapaa
TAIIXUCIIAHTaH, MIyiapaaH u3ossusuianrad makau 51,3% wma (20 nadapuma)
aHWKJIaHTaH, KonraH 48,7% aénna Oomka MyTarusiiap OuilaH Oupra Ky3aTHIITaH.
Hazopar rypyxuma sca A®DC xamu Ttekmmpwirannapauar 4,1% naruna
tamxucinanrad. Kypunu6 typubnuku, MOT puBoxnanum xaBpu ADC HHUHT
M3OJSIUSTIAHTaH IIaKIuAa XaM, YHUHT TPOMOO(WIMSHUHT OOIKa MIaKuIapu
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OwIaH YUFyHJIAITyBUJA XaM JESIpiau Oup X, Oy Ky3aTHJIUII YaCTOTACH KaMaMHIII
TeHJieHuscura 3ra 0ynmaradn A®C HuUHT puBOoXxkiIaHuII XaBd rypyxiaapuaa MOT
HU MPOTHO3JIAII 3apYPIUTHHU acocaad Oepaau.

Acocuit rypyxaa tpombodunuk mytamusiiap MOT kaiin stuiran 75 (62%)
Hadap aénnapaa, MyaaaTaard TyFpyk oyarad aémiap ypracuaa aca 32,4% xosnataa
aHukJaHrad. TpoMmOoduaus Mapkepiapy CTPYKTYpaCMHU VpraHuil IIyHH
kypcatnuku (1-pacm), MOT coxup Oyaran aémiapia YHHHT SHT Ky TapKaJraH
makai MTHFR reauaunar C677T nonmuMoppu3Mu 3KaHIUTH aHUKJTAH]TH.

MTIr®P reHmn C677T

OMWNUHWUHI MTI®P renn C677T
reTeposuror OMUNUHUHT
MyTauusiCK; 73,30"/ /// romMosuroT
’ ////// ///,.ﬁi myTauuscu; 10,70%
7/ o

MpoTpom6GuH
reHuHuHr G20210A

MyTaumsicn : 4% V (Leiden) omunu
’ o

myTauuscu ; 12%

Pacm 1. MOT coaup 6yaran aénnapaa tpom0opuans MmapkepJapu
CTPYKTYPACH Ba YaCTOTACH

By myrarus 63 (84,0%) nadbap xomunaaopaa aHuK1aHuoO, mryHaan 8 (12,7%)
Hadapuga — romosurotanu Ba 55 (87,3%) nadapuma - rerepo3uroraiu MIaKiIu
tamxuciaangu. FV Leiden omwnmm myramuscu MOT xaiin stunran 12% aénna
aHUKJaHIu Ba Oy amapHUHT Oapyacu TEeTEpO3UTrOTaANIM TEHOTHUIl TallyBUYHUCH
O0ymu0 yukau. Ocué€ momynsdiusicuia KamMJaH-KaM Ky3aTWjaguraH TpOoTpOMOWH
reHuHuHr G20210A wmytamusacu MOT kaiin stunran 4% nadap aénmaruHa
AQHUKJIAHJY, YJApHUHT Oapyacu TeTepO3UroTald TEeHOTHI TallyBYUCU OYiIno
YUKIH.

Vrkasuiaran tankukoTiaap MOT comup O6ynran aémiapaa TpoMOOPUIUSHUHT
OPTUPWIITAH, HUPCHA KENMHO YMKHILIM €KW MYJBTHTEH IMaKUIAPUHU FOKOPH
yactotacuHu (62%) anukmad Oepau, Oy 5ca Ma3Kyp MaTOJOTHS TEHE3UJa
TPOMOO(DUIUSHUHT MyXUM axaMUAT KacO STUIIMIAH JajiojaT oepaau.

XOMUIAOPJIMKHU KyTapa OJMACIMKHUHI 3pTa MyJAaaTiapuia KylnuHYa
TpoMOopumussHuHT oprTupuiran (ADC) — 44,4% Ba kymma makimapu - 38,9%
XoJlaTAa  aHWKJIAHAW. XOMUJIQJAOPJIMKHU  KyTapa  OJMACIMKHUHT  KEYKH
Myaaatiaapuaa TPOMOODUIUSHUHT HPCUN IMakutapuHu TanryBuaHiauk (90,6%)
ky3atwiny, myHaadi MTHFR reaununr C677T myranusicu — 82,8% xonarna, FV
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Leiden renunnunr mytanusicu — 13,8% xonataa Ba nporpomOun renungaru G2021
OA myTtanusicu — 3,4% xomnaTtaa Kaia STUIIu.

Monekynsap-TeHeTUK TeKIIUPYBIap HATIKAacUIa KyHuJarujiapHu aHUKJIaIra
myBaddak OYIuHIU:

- MTHFR renununr TT romo3uroranu BapuaHTHHU TamryB4aHiuk MOT
puBOJaHuil xaBpuuu 4,1 maprara omupanu,

- MTHFR renununr CT rerepo3uroTtayii BapuaHTUHU TamryB4aHiauk MOT
puBOXJIaHHII XaBpuuu 2,4 MapTara ommpaau, >Hr Hoxym amen T — 2,4 maprara
OIIAPAIHN,

- FV Leiden omun reanauaT AG reTepo3uroTaiy BapuaHTHHU TallyBYaHIHK
MOT puBoxnanum xaBhpunu 3,9 maprara, sHr Hoxym amien G — 3,7 maprara
OIIUAPAIHN,

- poTpoMOUH TeHHMHHHT GA TeTepOo3WroTaid BapHaHTHHU TalTyBYaHIINK
MOT puBoxianum xaBhunu 18 maprara, sHr Hoxym ajmien A - 17,7 maprara
OIIUPAIH.

OnuHran HaTWXxaaap MyHU KYpcaTAUKH, YpraHWIrad reHiap noJamMophusmMu
HOXYIII TEHOTUILIAPUHU TalllyBYaHIMK y30ek nmonyssiuusicuaa MOT puBoXkiaHuIil
XaB(OUHUHT CTATUCTHUK >KUXATAAH acOCIaHTaH UPCUN OMIILUIApU XHCOOIaHaau, Oy
HucOuit xaBp OR korppurmenTu kypcarkudiiapu OuiiaH TacAUKIAHATH.

Mynaait Kunub, TEKIIUPYBIAPUMU3 HaTWXKajlapu KyWHJArwiapHU Xysoca
K uMkoHUHU Oepaau: aémmapga MOT nartorenesusa MTHFR reHunuHr
C677T MyTauusiCu MUCCEHCH MYXUM YPUH drajijiaiiiy, Oy mia3mMaga rOMOIIMCTEUH
TYTUTAHWUIIY Ba OKCWJIHHHT ()epMEHTATUB (PaOJITUTH MTacalnIIura 0JIM0 KeJlaJ uraH
C677T xonatmaru UMTO3MHHUHT TUMHUHTA aJIMAllIMHYBU (aifHUKCA TOMO3UTOTaIU
reHotun  T/T) Owran Oofnuk. [‘uneproMouucTeMHEMUsi KOH TOMUpJAp
SHIOTEMICH IIUKACTIaHUIIUra oJub Kenaau, Oy a30T OKCUAM CHUHTE3WHUHT
KaMaluIlg, SHAOTENHAl HIMKACTIAHUIIT MapKepJapuHUHT (aosutamryBu Ousiad
SUUTUFJIAHUIT  OMWJJTAPUHUHT OPTUINK  Xamza suudeinanumra Kapmm  HWJI-10
Kamaiinimm OwiaH kedamu. by skapa€H Hatwkacuma aén opraHu3Muja SIdpuH
TpoMOOGUINS MAKIIAHUO, Y KEATHPUO YUKAPYBYM OMUJUIAP TahCHUPH OCTH]IA
TYpAU aKyHIepiMK acopaTiapHuHr, 1y kymuianan MOT puBoxianummra oo
KEJaau. Tpombodunmusaga MOT PUBOXKJIAHUIIMHUHT MMAaTOr€HETUK
MEXaHU3MJIAPUHH YPTaHUIIl YIyH XOMIUIAIOPINK TUHAMHUKACHA TeMOCTa3 TU3UMHU
Ba DHAOTETHAN (PYHKIUS TEKIIUPYBIAPH YTKAZHIIIH.

Onuuran Hatwkanapra myBopuk, MOT Ba TpomOoduians Kailag STUIraH
aéuap/ia TUIepKOoAryIsSIUsIIad OJIIMH PUBOKIIAHAIUTAH KOATYJISAIIMOH OTEHIAT
Ba TpoMmOouuTiap (QyHKIMOHAT (PAOJUIMTMHUHT OPTUIIM Ky3aTwiaaud. byHna
TpomOopuaussHuHr AD®C Ba MyJIBTUTEH MIAKIUIapyU OOp aémiap Typyxuia sSKKOJ
udoaananran y3rapuuuiap Ky3aTHiJIu.

TexmupyBnap mynu kypcarnuku, TpomOodpmmmsma MOT commp Oynran
aénapaa XOMWIAIOPIIUK >KapaCHUHUHT OOIIHMIaH OXUpHUTAYa TeMOCTa3 TH3UMHUA
AKKOJ ~ y3rapumuiap  Ky3aTWiagu: XOMUJQJAOPIMKHUHT |  TpumecTpuma
TPOMOOIIUTIIAP TUTIEPATPETAIUSACH, XOMUTIAJAOPINK JUHAMUKACHA TEeMOCTA3HUHT
Ma3Ma XaJKacuja TUIEPKOAryJssius KYIIWiIaaW, y MapKepiap maimo Oyiumm
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OWJIaH KOH TOMUP W4H KOH WBHUIIH (haosutantyBuaad oJAMHPOK Oonutananau. byHma
xomunaaopaukHuHr Il TpumecTtpuaa TpoOMOOPMIMSHUHT HMPCHM IIAKIA KA
STWIraH OeMopiiapia T€MOCTa3HUHT IUla3Ma Ba TPOMOOIUTAp XajKacuaa SKKOJI
udoaananran y3rapumuiap Kysatuiaau (1-xaaBai).

I'ecranus mymnatu optud Oopuim OGapobapuaa Oapua aémiapia riasmasa
spyBuan pubdpunoren Mmuxkaopu (IO®MK) xam optub 6opau. Acocuit rypyxaa 0y
KypcaTKu4 Hazopar Kypcarkuuugan 1,8 Oapobap rokopu Oynau (6,8+0,5ra
HucbOatan 8,8+0,2 mkr/100 mur; P<0,01). [Tnazmana SOMK muknopu ¢pudpuHoreH
KOHIICHTPAIIMSACHHUHT OPTHIN Japakack OwiaH yprada MycOar OOFIWKINKIA
koppemsmusuianay (1=+0,59), Oy KOH WBUIMMHUHT (haoJIalraHInK XOJIaTHIaH
nanonat Oepaim.

1-skagBaj
MyaaaTuaan oJIMH TY¥raH aéiiapaa XoMWIaaopIuKHUHT
III TpumecTpuIa KoaryjjorpaMmMa KypcaTrKu4iapu

. bemopnap rypyxu
Kypeari Hazopat, N=50 acocuit, n=119* P
TpomMOoIUTIap COHH, 10%/n 203,6+10,8 235,84+6,6 <0,05
TpombGonutiap arperamusicu, % 105,3+3,2 97,1+£2,0 <0,05
AIITB, ¢ 35,5+0,8 35,9+0,3 >0,05
IIB, c 14,9+0,2 15,4+0,1 <0,05
dubpuHoreH, r/1 3,1+0,1 3,8+0,2 <0,01
DOMK, Mkr/100 mi 6,8+0,5 8,8+0,2 <0,01

N3ox. * - TaHJOBHUHI KHYMKIUTU cababmu xucoOmaH 24-25 xadranwk recramus
mMyjaatuaar 2 ta sxxyzaa spra MOT xonatu ynkapu6 TaiiiaHu.

Maszkyp 6eMopiiapHUHT TiepudepruKk KOHUAATH TPOMOOILMTIIAP COHU Ha30paT
IYpYXUIard aéapHUKHAAH CesWIapmd fokopu oOymmk (235,8+46,6x10%m ra
HucOaTaH 203,6i10,8X109/H; H%=+13,6; P<0,05), Oy, myOxacu3, reMOCTa3HUHT
TpoMmOonMTap Xankacu (QaosutamryBu OuiaH OOFIMKIUpP. AcOoCHi  TypyX
O6emoprapuia TPOMOOIMTIAPHUHT arperanvoH (aouuru JIespiau  y3rapMasu,
Hazopat rypyxuaan ¢gapkianmaau (moc pasumiga 97,1£2,0 Ba 105,3+£3,2%, J1%=-
7,8; P>0,05), 6y E.A. AnsGeeBanunr (2008) TtpomO Xocun Oynuiiura UpcHid
MOMWIIUTH IOKOpU OYIraH XOMWIAJopiap XakuJarn MabIyMOTJIapu OwuiiaH
XaMOXaHTIHP.

[lynpait kb, MyIIaTHIaH OJIIMHTH TYFPYKJIap Kaiia STuiraH aémiapa
reMocTa3 TU3MMU XoMIIaaopaukauHr 111 TpumecTpuaa TpoMOOIUTIAp COHUHUHAT
OPTULIM XHUCOOHWTa TPOMOOLMTAp TEMOCTAa3HUHT (haosulallyBU, WBHUII OMUIUIAPH
MPOKOAryJsSHT (AOJUIMTMHUHT OPTUIIM Ba KOH IUia3Macuja (pubpuHoreH
3aXUpPAHUHT CE3WJIAPIAM KEHTalMIIKd XUCcOOUTra KOAryJsliMOH MOTEHIIMAIHUHT
Ky4daluinu (TUnepkoaryssiius) OuiaH XapakTepJiaHId, HaTHUXaja TPOMOWHEMUS
Mapkepiiapu - OOMK Muknopu anda opTam.

HucceprauustHuHT OemurHYn 000 «MyaaaTuaaH OJIMHIU TYFPYK COAUP
Oyaran aé/uiapga XOMWIAMOPJAMK, TYFPYK Ba TYFPYKIAH KeHWMHIH
AABPJAPHUHT KJIMHHUK KeuydMmm»aa TpoMOodbunus makaura kypa MOT
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PUBOMUIAHMIT ~ XaB$)  OMWUIAPUHUHT  TaXJWIH  >KapaHuAa  Ky3aTWITaH
KYpCaTKUWIAPHM AaHUKJIAIITra JOUMp TAAKUKOTIIAp HaTKajapu Oa€H STHITaH.
TpoMbopunus maknura kypa acocuit rypyx Oemopiapu 3 Ta rypyxuanapra
takcuminanau: 1- rypyxra — MOT Ba ADC xaiin stuiran 20 6emop, 2-rypyxra —
MOT Ba TpoMOOGUIUSHUHT UpPCUM INAKIW Kaiia stuiaran 46 aén, 3- rypyxra —
MOT Ba TpoMOOGUIUSHUHT MYJIBTUTEH IIAKIN Kai aTrirad 27 Hadap ac.

[TpocnekTuB taxaun Hatwxkacuga MOT kympok 25-29 €mparu Ba 30 émman
IOKOpHY aéiapia Ky3aTWIMIIKA aHukiIaHau (yprada €m 30,445,8 iwii, Takkocnanl
rypyxuaa — 27,6+8,4 iiun). 34,4% OeMOpHMHT OWJIaBUI aHAMEH3UAAa TPOMOOTHK
smu3opiap (YTKkup MuoKapa WHGAPKTH, WHCYIBT, YyKyp BEHajlap TPOMOO3H),
ITYHUHTACK MyJJaTUIaH OJIIMHTY TYFUII XOJaTIapy aHUKJIaHTaH.

MOT xaitg stunrad aémiap TypyXHJa COMATUK MAaTOJOTHSIAH IOPAK-KOH
TOMHUP TU3UMU KaCaJUTMKJIAPH, CYPYHKAIN TOH3UJUIUT, BAPUKO3 KacaJuIUTH, Oyhpak
KacaJUTMKJIapU TaKKOCTall TypyxXujaaru aéinapra HucOataH KYynpoK aHUKJIaHIu (2-
KajBa).

2-KaaBaJ
MOT Ba TpoMOOGUIMSAHUHT TYPJIH IIAKIAPU KAl I THITaH
XOMMJIA0PJIAPAa COMATHK NATOJIOTHSJIAP

MOT Ba ADC, MOT Ba upcuit MOT Ba MynbTUTEH
Comatuk _ _ —
. n=20 maxsuiap, N=46 makyuiap, N=27
P a0c. % a0c. % aoc. %
Kasmorcumott Ges 5 | 250 | 13 28,3 10 37,0
KacaJUTHKJIapy
IOKTT kacammmkinapu 3 15,0 8 17,4 16 59,3**
Bapuko3 kacainuru 6 30,0 12 26,1 10 37,0
bonanap o | 450 15 32,6 15 55,6
uHOEKIMsIIapu
Bylipak kacamiukiapu 11 55,0 20 43,5 18 66,7
N3zox. * - P<0,05 1-rypyx 6emopnapura HucOaTaH
Kaig osmvm  JI03UMKH, HOPak-KOH TOMHUP TU3UMH  KacaJUIMKJIApU

(peBMOKapaUT, apTepuan TUMEPTEH3Hs, MUOKAPAUT, IOPAKHUHT OPTTHUPUIITaH
HYKCOHJIApW — MHUTpaAJ CTEHO3) OWjiaH acocuil rypyx aémiapu 2,2 mMapTa KYIpoK
XaCTaJIaHTaH.

XoMunaopauk  OommaHraHma — aéiiapard  MaBXyJ] — THHEKOJIOTHK
KacaJUIMKJIapJaH acoCUi TrypyxJa MPOTHOCTHUK >kuxargaH Hoxym ae0 KUASMK
TONWIAM, Oy KacaJUIMKJap dYacToTacu acocuil rypyxaa 54,8% HM, TaKKociall
rypyxuzaa sca 20,1% Hu Tamkuia 3TAM, SbHU 2,5 MapTa KaM y4dpaad. Takkocnanml
rypyxygara oOemopiapaa OadajoH OYWHM »po3usacH, OCEMyIITIMK Ba OadaloH
MHOMAacH MoC paBuia 2 Ba 3 O6apobap kaMm aHukjaHau. Kailj >Tuin J103uMKH,
anamue3usia MOT Oynran 6emopnapuunr 12,9% wupa OemymTiauK Ky3aTWUJITaH,
myHaan 7,5% wuna OenmymTiuk Oupiamuu (OCMyIITIMKHU JaBOJaraHgaH KeHuH
MOT xy3zarunran) 0ymu0, 5,4% wuna - UKKuUJIamM4u, SbHA Oup €ku OuUp HeuTa
XOMHJIAJIOPIUKHUHT HOXYIII SIKYH TOMUIIUaH KEUUHTY OCTYIITIMK aHUKJIAHTaH
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Tyrpykiap maputeTn TaxIWiuAa acopaTjiaHTaH aKylIIEpJIUK aHaMHE3Wra ra
KaiiTa xomwmiagop OynraH aémmap acocuid TypyxJa TaKKOCHall TypyXujarura
Hucbaran 4,4 wmapra xyn (P<0,001), 6ynna ADC Ba TpoMOODUIUSHUHT
MYyJIbTUTEH IIAKIM Kalj odTuirad aémiap TypyXuJa aHya Kym SKaHJIUTU
AHUKJIAH/H.

MOT kaiig 3Tuiarad XoMIIaaopiap penpoaykTuB GyHKIUICH TaXJIHIIN IIYHU
Kkypcatnuku, 12 xadgraraua 6ynran 6euxtuépuii xomuia rananuiap Kynpok ADOC
6op rypyxzma (40,0%) Ba TpoMOOGMIMAHUHT MYJIBTHUTECH MIakiaun Oop aémiap
rypyxuaa (51,9%) xysatunau, TpoMOOGMIMSHUHT HMPCUN IIAKIW TypyXuaa
Hucbaran kam Kaig stunan— 30,4%. 12 xadraman keiinH OeuxTUEpHl XOMHIIA
Tanuianuiap Kynpoxk TpoMOODMIUSIHUHT upcuid makian 6op rypyxuaa ADC kaiia
STHIITaH aéiiap rypyxura HucOaran 1,8 mapTta Ba TpOMOODUIMSHUHT MYJIbTHUTCH
mrakiau 6op aémap rypyxura Hucoaraun 2,1 mapra xyn kyzatunau (P>0,05).

MOT 22-27 xadranuk recrauus myagatriaapuna 40%mnm, 28-33 xadranuk
myaaataa — 36% uu, 34-37 xadranuk myaaatiapaa — 24% Tamkua KAaau.

Maskyp XOMIIAIOPJUKHUHT SHT Ky Ky3aTWJIaJuraH acopaTyiapujiaH Oupu
npeskyiamicust Oynnau, Oy pEeTpPOCNeKTHB TaxXJWil HaTHXKajlapyu OujlaH XaMm
TacaukiIaHaau. Exrun mpeskiamrcus TpOMOODUIUSHUHT TYpJid IIAKJLIapu Oop
aéimapHuHT O6apya rypyxJjapuia Ky3aTwiran Oyicana, TpoMOO(UIUSHUHT UPCHI
(26,1%) Ba mynbTuTeH (22,2%) makmuiapu 60p acminapia y KYnpoK aHUKJIaH/IH.
Orfup mnpeskiaMricuss TPOMOOPMIMSHUHT MYJBTUTEH IIakiau Oop aémiap
rypyxugaruiHa kyzatwian (29,6%). Ilpesknamncusnan dapkiu ynapok, PIIE
aéutapHUHT Oapya TypyxJapuja Ba KYIOPOK TPOMOOPUIUSHUHT MYJIbTUTEH
(51,9%) makmu xampa ADC kain stunran rypyxaa (40%) kysatuwnau, Oy
TPOMOO(DUIUSHUHT UPCUH IIAKJIM OMJIaH XacTajlaHraH aéiap rypyxura HucOataH
Moc pasuia 2,2 Ba 1,7 Mmapra Kynaup.

Kopuit xomunanopauk Taxjauian (3-)KaaBasl) IIYHH KYpcaTOuKd, pTa Oosa
tanutam (11,1%), xomwnanudr anteHatan youmu (18,5%), yakaloKJIapHUHT
HeoHatan ymumu (33,3%) kabu XOMMJIAQIOPJIMKHUHT OKuOatmapu Qakar
TPOMOO(DUIUSHUHT MYJIBTUTEH IIAKJIK O0p aéuiap rypyxuaaruaa kyzaruiau. Keu
Oona TanuramIiap XaMm TPOMOOGWIMSHUHT MYJIbTUTEH Makiau Oop aémiap
rypyxuaa kynpok kysatwimd (25,9%). Ilynnait xkuiaub, YTKaswiraH TaxJIul
TPOMOODUIUSHUHT TypJid TIAK/UIapu OwiiaH XactajaHraH Oapya aéminapaa
acopaTJiaHTaH aKylIepJIMK aHaMHe3W, COMAaTHUK Kaca/UTMKIap Ba ylap KeITHpUO
YUKapaJurad acopamiap, Xama sUDTHFIaHHII jkapaéHiapy I0KOpH 9acToTa OuiIaH
Ky3aTWIMIIUAAH Janonar Oepaau, BaxOJaHKH, Ha3opar Typyxuaard aémiapra
XOMMJIAJIOPIUK OOIIJIAHUIIN Ba KEUUIIHM YUYH aH4ya MKOOUH (hOH KA1 STUIIN.

XOMHUIIAZIOPIMK KacaUIMKJIapy Ba aCOpPATJIApUHUHT FOKOPU YacTOTacu
OupuHYM HaBOaTaa (eToIIaneHTap KOMIUIEKC CTPYKTypacu Ba (yHKIMICHIA Y3
akcWHHM Tomanu. TpomMOODUIMK OMWIIAD TabCUP AAPaKACUHU AaHHWKJIANI YIyH
TpoMOOGUIHNS TIAKIUTa OOFIUK PaBUIIA TUIAIIEHTA X0JaTH YpraHWIJIH.

[manenranu MOpdoIOTUK yprasuu HaTHXaJIapu KeyaJaurad
naromopdosoruk  y3rapunuiap — wHGApPKTIAp, CYpFAWIapapo  OYIUIMKAA
GbubpuHOM TYTIJIAHWIITN, BOPCUHKA, CTpOMa Ba KOH TOMHpJIAp JE€BOpJIapUaru
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SOUTENMUHUHT  (GuOpuHOMA KaiiTa xocun Oynuinu, Y3aK Ba TepMHUHAI
cypruwiapiard KOH TOMHUpJAp COHMHMHI KaMaiumu (2-pacm), cyprudiapapo
OYLUUIMK XaXMHU pPEIyKUuscH, AucTpoduss Oenrmgapura 3ra CHUMILIACTHK
KypTaKJIapHUHT KaTTajJalllyBH, IUIALIEHTAHUHT MOP(OJOTUK €THUIMaraHjury,
OpaJUK CYPFUWIAPHUHI YCTYHJIUTM Ba KOTEJIMIOHJIAPHUHI JHCCOLMALMSAIAHTaH
PUBOKJIAHUILN OUJIAaH XapaKTEpJaHUIINHU KYpCaTay.

3-KaaBaJ

MOT Ba TpoMOOGUIHAHMHT TYPJIH AKJJIAPH KalJ dTHITaH aéjiiap
aHAMHe3M/1a PeNPOAYKTHB HYKOTHIIAP Ba OOIIKA acopaTjiap Ty3WJIMacH

MOT Ba MOT sa
MOT Ba TpoMBoduIIA TpoMOODHITUSTHUH
C ADC, g T DA T MYJIbTUTEH
TpyKiypa n=20 P — [IAKJIH,
mIakiau, N=46 n=07
a0c. % a0c. % a0c. %
12 xadraraua 6ynaran 6enxTHEpHiA 8 40,0 14 30,4 14 51.9
XOMUJIa Tanuiamiap
12 xadraman kelinH OenxTUEpUit 5 25,0 21 45,7 5 22.2
XOMMJIa Tanuialiap
XOMWIAHUHT aHTCHATAIT YIINMHA 4 20,0 7 15,2 9 33,3
Mynmatuiad OJAUHTH TYFPYKIap 7 35,0 11 23,9 7 25,9
YakanoKkJapHUHT HEOHATAJ YIMMHU 2 10,0 7 15,2 10 37,0*

Cypruunap Ba Xopuall IUIACTUHKAJIAp KOH TOMHpJapu TpoMOO3u Xamja
CTpOMa HIIEMHUSCH PUBOKIIAHUINN Ba (PUOpUMHOMA TYIUIAHUIIM Kalj >Twiiau (3-
pacm).

2-pacm. Xomuaaznop P., 20 émna, 1T 3-pacm. Xomuaaznop T., 21 émpna. 1
XOMHJIaI0PJIHK, I TYyFpyk, 32 XOMWJIAIOPJIHK, I TyFpyK, 29
xapranuk. ['eMaTOKCHINH Ba 03UH xadraiuk. I'eMaTOKCHINH BA J03UH
omwran 6ysuran. 06.10, ox.10. ousan 6ysiaran. 06.10, ox.10.

TagkuKOT HaTWXalapuaaH Keaud 4YuKKaH xosjga Tpombodmmusga MOT
PUBOXIIAHMII MEXaHU3MM Kyihuparnda udonananaau (4-pacm ). TpomOodumms
PUBOYKITAHUIIIA HETU3H/IA KOH TOMUPJIAP SHIOTEIMHUCHIArH SUDTHFIAHUII KapagHIapy
Ba YHUHT OKMOATHIark TPOMOOIUTIIAP QYHKITUSICHHUHT Y3rapuIly ETaju.
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Cypyukamm suummnanu xapaéumapu (OT'K, KUASK)
v
Kon Tomupnap sHIOTENMMICHHUHT MINKACTIAHHUIITN

DHpotenmuit AucYHKINICH Ba
TPOMOOLUTAAP ()YHKIUSICHHUHT TPOMBOOWJIVS
Oy3mIMILIapH
OptTupuiran Apanam Upcuii
JHK gecrpykuusicu
A 4
ADC C677T IIporpoMbuH Leiden FV

MTHFR MYTalHsICH
\ ! ! /

I'emocras Oy3unmuuiapu (miasma Ba
TpoMOOLMTAp XaJKaxaru
TUITEPKOAT yJISIIUs)

> [MnanenTagaru MopdocTpyKTypaBuit
y3rapunuiap

l

MypaaTunan OIAUHTH TYFPYKIap

4-pacm. TpomOopuansiza My IaTHIAH OJAMHIY TYFPYKHUHT PUBOXKJIAHUII
MeXaHU3MH

OHpoTeNmMid Ba JIEHKOIMTIAp (aoijallyBd y3BUU OOFNIaHraH >kapa€H
xucoonananu. CypyHKaIM SUUTMFJIAHMIL >KapaCHiapy IIApOWTIIApHUIIa, SHAOTETral
JerkouuTap ¥y3apo OOFIMKIMKIAP, Y3WIMAC XaJKAaHU TallKWI ATaad, HaTHKaga
TU3UMIIA  SUUTMFJIQHUII  5KaBOOM  SHIOTENMWHUHT TOTaJl IIMKACTJIIAHWIIM Ba
TpoMOO(MIHS PUBOMKIIAHUIIIATA OTUO KETyBUYM Oapya ab30 Ba OPraHu3M TYKUMallapu
GyHkuMsnapy Oy3unaau. DHIOTENUN SULTUFIAHUIIN (PHAOTENHaNl AUCHYHKIMS) Ba
TpoMOOUUTIap  (YHKUMACUHUHT  Y3rapuiiy  TpoMOO(WIHMS  PUBOXKIIAHUILIUTA
KYMakJjalaay, s’kHU TeMOCTa3 TU3MMHUHUHI HUPCUM HYKCOHJapuaa TpoMmOodumus
PUBOXJIAHUIIMHUHT,  MIyHUHTIeK A®PC  pUBOXKIAHULIIMHUHT  OOLUIAHFUY
MEXaHU3MUTa aiaaHagu, TpoMOopuiaus TeHiIapuHUHT upcuil Hykconmapu JIHK
yulapuaa TeloMepa3aHuHT Kuckapumuaan wubopar, Oy JHK crpykrypacununr
y3rapuiniapura - aMuHOKHCIIOTAIAPHUHT KaiTa (hopMaTIaHUIINTA, XyKalpaTapHUHT
MUTO3 y3rapuiniapura (feH MyTalusCcura) om0 KellaIu.

Upcwuii TpomOodunms mapxymmuruiaa (Leiden myrarwsicn, TpoTpoOMOWH TeHH
MyTalUsACH) MPOTPOMOOTHK MEXaHW3MIIAPUHUHT (haoJUTAllyBH, SIbHA MBUII Ba
TpoMOMHEMUsT (aosl OMWUIAPU MUKJIOPUHUHI KYMalWIM, XyXailpaBuid reMocrtas
daosutairyBu (TpoMOOLIUTIAP) OPKAJIM TEMOCTAa3HUHT OEBOCUTA Oy3WIIHIILIIApU COAUP
oynamu. FV Leiden MyTanusiCHHUHT MaBXYAJUTH Ba OMUJIHHUHT (paosuiamran
npotrenH C OwiaH MapyajlaHUAIIMra HUCOATAH CE3TUPIMKHUHT WyKonumwura, V
OMWJIHUHT JIeTpajlaliusick  Oy3widiura oiubd kenagu, Oy TpOMOMH — XOCHII
OYIMIIMHUHT Ky4aluIy OuiaH Keyau.
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bynnan Tamkapu V myrant omuin Villa omunauHr (paonnamran nporenn C
Ounan HelTpamm3anusi TU3MMUAArd Kodaktop (aoMKHM Kamailtupanu. by
¢daomnamran nporenH C ra pe3UCTEHTIMK /10 HOMIIAHYBYM XOJATHUHT lo3ara
Kenumura onub kenanu. Hatwxkana npoTpoMOMH TreHepanusicu OpTaaud  Ba
TUIIEPKOATYJISIIMST  XOJIaTh  o3ara kemagu, Oy dca ¥3 HaBOaruga TpomOO03
PUBOKITAHUIIN XaBPUHU OLLIUPATU

[TporpoMOMH reHr MyTaIuscuaa MPOTPOMOMHHMHT Y3U1a Xe4 KaHaal KUMEBUM
y3rapunuiap cogup OyiIMaian, aMMoO HOpMaji MPOTPOMOMH MUKIOPUHHHI OPTHLIH
Ky3atwiaau, Oyaun MPHK GapKapopIuruHUHT OpTHINHN OMIaH U30XTaHa/IH.

Upcuit tpombodpunust — MTHFR reaununr C677T myTtanusicn MaBxyUTATHIA
I1a3Majga TOMOIMCTEMH MUKIOPUHUHT OPTUIM Ba METHOHWH MHKIOPUHUHT
kamarumnm conup Oymaan. MTHFR dyrkmusicn macaiiranaa (osat KAcIoTaCHHUHT
erka3u0d Oepwnuimyd Ba MeTabomu3Mu  Oy3wnaad, Oy KOHJA TOMOIMCTEHH
TYIJIQaHUIUTA ONUO KeJaJau, CYHITH XOJIaT TpPOMOOMOIYJIMH CHHTE3UHUHT
Oyswmuiy, Il aHTUTpOMOMH Ba HHIOTEeH TenapuH (AOJUIMTMHUHT [TacaluIlIy,
IIYHUHTACK A2 TpoMOOKCaH HIUIA0 YHKAPWIMIIUHUHT (haosuianryBu OeBocHTa
Koppersiiusuianaan. by  y3rapunuiap  MHKpoTpomOnap Xocua  OYnMIM  Ba
MUKPOLUPKYISIIIUSHAHT OY3UIUIIIMHU KEITUPUO YUKapaiu.

XaBd omwim cudarvna Typu Ba IIAKIUra Kypa (OpTTHUPWITaH, UPCUU EKU
MYJIbTUTEH) TPOMOODWIMSIHUHT MaBXKYJIMTH OEBOCUTA TeMOCTa3 Oy3WIWIIMra -
TUTMIEPKOAryJsIUATa, KEHMMHYAIMK 3ca (ETOIIalleHTap ETUIIMOBUYMIMK XaMmaa
MaxXaJUIMA aHTUKOATYJSAHTIIAD (AOJUTUTMHUHT —Tacalui, OadaJoH-TUTAlleHTap
OacceliHd reMOJIMHAMUKACH Y3rapulluiapy OWaH XapaKTepaHaIurad IulaleHTagaru
MOp(hOCTPYKTypaBuil (MIIEMUs Ba HEKPO3 KYPUHUIIMIATH) y3rapunuiapra oiauo
kemagn. Okubartoa MyAgaTWAaH ONJUHTH TYFPYKIap pPUBOXKJIAHUIINA — YUyH
[IapouTIIap sipaTuiaIu.

HuccepraiussHuar  ontuHun  600u  «TpomOoduausi maBxkya aémiapaa
XOMWJIAJIOPJIUK Ba TYFPYKHHM 0JM0 Oopuil TaModmiapu»aa TpoMmOoduiusaa
XOMWIop aéuiapHu Ooiau0 OOPHUIIHUHT WNUIA0 YWKWIraH OOCKMYMa-00CKUY
aropuT™My 0aéH STWITaH Ba YHUHT camapaaopiuru Oaxosanrad. TpomOodumusiia
XOMUJIAJIop a€yuiapHu OO OOpHII alrOpuTMHU OUp Hewa OocKuuiapaan uoopar (5-
pacm). bupunun 6ockudy MOT HHM NPOTHO3MAIIHMHT WIUIA0 YUKHWITAH KaJIBajH
oyiinua MOT puBokianuin xaBd OMWUIAPWHU aHUKJAIIaH uoopar. MkkuH4M
O0ockuuga TeMocTa3 Oy3WIMIUIAPHUHT Japa)kacd Ba TPOMOODWINS MaBXKYIJTUTH
aHuKiIaHaay. YuuHud Oockmyna MTHFR renu C677T myrarmmscu, FV (Leiden)
OMWJIM MyTalusicl, MpoTpoMOuH TeHUHUHT G20210A MyTauuscu TalryBYaHIUTUHU
MOJIEKYJISIp TE€HETHK TEKIMpPYBH YTKazwiagu. Typrunun Oockuu aémHunr MOT
PUBOXKIIAHWII XaBPHW TypyXWra KHPHUIIM AaHWKJIAHTAHIA, IIyHWHIJICK TEeMOCTa3
THU3UMUJArd Oy3WIMIIUIAp Ba TEHETHK Y3rapuiuiap aHWKJIAHTaHIA aHTHArperaHT
npernapariap Ba MyJIbTUBUTAMUHIIAP OMJIaH aHTUTPOMOOTHK MYOJIaXKa TalUHIIAHUIIIN
opkamu ymi0y Oy3wmnuiapHuHar auddepeHnuanysiianrad  npoQuIaKTHKAaCHHA
YTKa3HII 3apyp.
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MOT puBo:kIaHHIINTa KYPA KOPH XaB( rypyXura KUpyBYH XOMHIALOPIAPHH 0110 O0pUIHIIH

AJITOPUTMHU
’ | 6ockuy. KiMHuK-aHAMHECTHK MabJIyMOTIApHH 001aH YpraHui ‘
Acopatnanran ABBan yTkasran Kou nBrmmHzrHr Acopatianran
aKYIIEPINK MHEKIMOH EKH Oy3umII OuJIaH KedyBYH TPOMOOTHK

aHAMHC31 TU3UMIJIM KaCAJJTMKIIApU XdMpPOX KaCaJUTMKJIAp AHAMHC3
| \

’ 11 6ockuy. I'emocTas Tu3nMuHM 0axonaum Ba BA HH aHHKIa1M ‘

’ AQC (+) ‘ ’ 3(DM\£< ¢H Hq]?‘l"‘—)’ AHTB"P’ Quilpuﬂoreﬂ 'PH Tp\;)MﬁOHHTLl/I‘ H FAT'?“

’ 111 ockuy. MoJekyasip-reHeTHK TeKIIHPYB ‘%

’ Leiden (V) + H MTGFR + ‘_>’ Protrombin (11) + H MTGFR+Leiden (V) + ‘

{ Aéanapuu XaB() rypyxura Kypa Moc paBHIIJIa TAKCHMJIALI }

OpTTHpPWITaH Hpcnii
Y %’ Kyiin xa¢s ‘ ’ FOKopu xaBg ‘% P
’ 1V 6ockuy. [poduiakTika Tag0HpAapHHH YTKAZHIT ‘
’ XOoMHIATOPJIHKAAH 0JTHH ‘ ’ | Tpnmechlua k ’l || TpumecTpaa ‘
v [ v d
’ HoMeIiKaMenTo3 ‘Q [ 4 MeHKaMenTO3 }_l Temocra3 Tu3umu
XOJIATHHH Oaxomant

’ ®onar kucaI0TA ‘ ’ Kunekcan (KMT') ‘

S-pacm. TpomOGopuans Ba MyaaaTiaaH OJAMHIY TYFPYK PUBOKJIAHUII XaB(uU
KAl dTWITaH aé/UIapHU JaBOJIAaLl AJITOPUTMHU

lynman tpomOodmmmsuin xaBd rypyxumaru 45 Hadap aén (acocuit rypyx)
XOMUJIQIOPTIUKHUHT 5-6 XadTacuman 6onuiad MOT HUHT OJIMHU OJIMII MaKCaIuaa
naToreHeTuk Tepanusi (0a3uc Tepamnusi) KOMIUIEKCHAA OWU3 TakiauQ STraH J1aBOHU
OJIUIIIJTU, PETIPE3EHTATUB TypyXJaaru 24 xomuiazaop aén pakar «0azuc-tepanusd Kady
KUJTHIIIH.

Tpombobwmmsa doHMIa XOMWIAAOPIUKHUHT KEUUIIMHU TaXJIUA STUII UIYHU
KYpCaTAMKH, KJIEKCaH MpernapaTy KyIIUiraH KOMILIEKC MyoJiaka OJITaH XOMUJIaIopJiap
TypyXua XOMIJIQIOPJIMKHUHT aH4ya WKOOMM KEeUMINW Kalja HSTwiaw, Oy Xakaa
TAKKOCTAIll Typyxura HUCOaTaH XOMMJIQJIOPJIMK acopaTyiapd COHUHHMHI KaMIJIUTH
nanonar Oepaau. Aé&mmap TrypyxJapuaa XOMWIAJIOPIUK SIKYHUHHHT —TaXJIAJIH
XOMWJIQJAOPJIMKHUHT YpTada JAaBOMHUIUIATH Ba Y3 MYIJATUIATW TYFPYKJIap 4acToTacu
Ou3 Takmd OTraH TepanusHU oJraH afdiap TypyXula XaKKOHUM FOKOpU
oymranmruan  kypcatnu (u2=6,37; P<0,05), mry Owman Owp BakTAa MyagaTHAaH
OJIIMHTY TYFPYKJIAp YacTOTacH acociu paBuiia 3 6apobap xam (u2=3,52; P<0,02),
XOMUJIaHUHT HOOYJ OYyimin yactotacu 3 Oapobap kam Oymummm (42=3,69; P<0,05)
Kaia sTwiad. XOMWJIQIOPJIMK Ba TYFPYKJIAPHUHT WKOOMH KEUHMIIM YaKaJIOKJap
X0JIaTha XaM Y3 akCMHU Toru. TpomMOodmivs acopaTaapuHUHT OJIIMHHU OJIMII OUJIaH
OUprajavkaard KOMIUIEKC Teparivs epUHaTall acopaTiiap YaCTOTACMHUHI KaMaluIIra
épnam Oepau, OyHnma xommia acdukcusicu yacroracu 23,6% (P<0,05), xomuia
runiorpodusicu 21,4% (P<0,05) ra kamaiinu. lynnait kumud MOT puBoskiaHuin
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XaB(ura KUpyBUM XOMHJIAOPJIapaa KOMIUIEKC aHTUTPOMOOTHK Ba BUTAMHUHTEpAITHS
KYJUTaHWIMIIA XOMWIAJIOPIMKHUHT WXOOMM KEUYMIIM Ba SIKYH TOINMILIUMTA WMKOH
sAparajiy.

MOT npodunaktikacy YTKazwirad aéiap rypyxujia amaia JaBiaT TOMOHHUIaH
capduiaHraH xapakaT MUKIOPHUHM (OWJIBOCMTAa XapakaTjiap) MasKyp Wusuiap
Mmobaitiuaa PIIM na comup Oynran sxamu MOT nap ydyH naBiat TOMOHUAAH capd
KWIMHTaH OMJIBOCHTA Xapa)ariap MUKIOpPH OWiaH COMMINTUpAUK. ByHnaH Tamkapw,
Ma3Kyp Typyxzaaru aémwiapaa arap MOT HuHr npoduiakTUKach YTKa3uiIMaran
Takaupaa, ynaapaa anorarta MOT ky3arwmmmmau Xpcobra onu0, mpoduiakTHKa
VTKa3wiranuad capd Xapakar KaHda MHKIOpra KaMaWuImiHU OaxoJann MaKcaauaa
MOT yuyH ongvHAaH peXalallTUPWIAAUTaH [aBiarT Mabjarnapyd OWiaH Xam
comutrupwiad. MOT npodumakTrkacu HaTWKacuIa MKTHCOIui camapaaopiuk 2011
v 76,6% wun, 2012 vmn 73,48% wm Ba 2013 #mmga aca 77,99% HM TaIKWI KAJIIH.
Jlemak, XapakaTJIApHUHI KUCKAPTUPWIMIIM Moc paBuiaa 28456750, 22348800 Ba
36195600 cyMHU TAITKUIT KUJIJIH.

PIIM kecumunia MOT comup Oynranuna ypraya érok kynu 2011, 2012 Ba 2013
Wumapna moc  paBumiga 15, 13,2 Ba 15,9 kxywnum Tamkun  kwign. MOT
npoduiakTukacu  onud  OopwiaraH aémap rypyxuaa 9ca  NpoduIaKTHKa
TaIOUPJIAPUHUHT OKOpY KJIMHUK CaMapaJIopJIiId  HaTWKacuia ynapjaa TYFPYK
myiatiaa cogup 0ymau. [y cababmu ypraya €rok kynu 3,2 KyHIaH ubopat OVIim.
Jemak, KypuHuO TypuOAMKH, Ma3Kyp Typyxaark aémiapaa MOT comup Oynran
acrapra HucOaTaH yprada €Tok KyHu 4,5 6apobapra Kuckapra.

Tuo6mit HatmkaBuink koddduumentr 2011 #un 0,84 wu, 2012 imn 0,83 Ba
2013 ¥mn sca 0,87 HM TalIKWI KWIAA. AJoxuga Tabkuaaam Jjo3umku, MOT
npouIakTUKacH KaHYaJIMK KYm coHjard aémiapna om0 Oopusica THOOMIA
HATIKABUMIIMK KOA(PUIIMEHTH 1Ty Adapaxaja roKopu Oynmamu, Oy 3ca ¥3 HaBOaTuaa
ymymuit nomyssiipst Mukécuna MOT dacToTaCMHMHT KaMaWuIura oJii0 KejlaJiu.
Woxtumontit konukapmuk kodpduumentnan MOT npodunaktukacu ommb 6opuiran
aéulapHuHT Oapyacuaa aHKeTa CYpoBH opkaimu Oaxonamuk. CYpoB HaTwkacuaa
aémnapauHr Oapyacu ytkaswirad MOT mnpodwmnaktukacugaH KOHUKMAHIMKIAPU
MabJIyM OY7iu, Ba 11y cadbadmu yioy KodhduIeHT | Hu Talkuia KU,

XVJIOCA

1. Mynaatiunad ONMHIY TYFPYKJap 4acTOTacH FOKOPWJIMIMYA KOJIWO, ypTaya
18% HM TamIKWI 3TACTraHIMIy aHUKJIaHTaH, Kynaa spra MOTnap ynyum - 5%, spra
MOTnap - 43,4% Ba MOT - 51,6% ra teur. MOT na nepunaTtayn yaum XoJsaTiapu
274,8%0HU TaIIKUJ ATM, OyHIA SHT FOKOpU Kypcartkuu 28-33 Xadranmk recrariust
MYIATH]Ia KAW]T STUIITaH.

2. MOTHuHr mMyxuMm xaBd omMwuiapu opacugaH Duinep ME30HMHU Kyiuiald
Xuco0nad yuKuiaraHaa, oupuHun YpuHHu wupcuid monwumk (F=40,5); ukkuxHun
Vpunan — KUYAMAK (F=25,3); ayrommmyn Oy3wmnuiap (F=15,9) osrammamm.
Huarnoctuk anukyuru Oyiinya MOT puUBOMXKIIQHUIIMHUHT KYIIIMa OMUJIIapU TYPYXH
KYTIPOK yCcTyHJIMKKA 3ra 6ynau. MOT puBOKIIaHUIII UMKOHUSITIIApY Ba HUCOUWI XaBu
- npesknnamiicus (OR=7,9; RR=7.5), uctmuk-tiepBukan etuimmMoBYmwiimK (OR= 8.5;
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RR=7,2), Bapuko3 xacayumru (OR=9,6; RR=8,1) 6unan orpuran aémiapaa, Gakrepuat
Ba/€ku BuUpyciu uHpekmmsiap Mamkymmruaa (OR=6,4; RR=4.5), myHuHrmek
aKyIlepJvK aHaMHe3uAa oenxtuépuil 6omna tamnpiamra Mmodwumk (OR=2,6; RR=2,3),
Myaaatiaad oiauH Tyrumra Mok (OR=7,0; RR=8,9) marxymmuruaa rokopu
oynmu. XaBd omuuiapuHu Oamtapaa G6axomamt MOTHu 78%xomaTna mporHo3miani
UMKOHUHH Oepajiu.

3. Admiapna MyagaTuAaH —OJJIUMHTU  TYFpyK cababiapu CTpyKTypacuzaa
TPOMOOPWIMSIHUHT Upcui makwiapu 62% HU TamKWI 3Taad. 1poMOOGUITUSTHIHT
upcuii makiviapuaad MTHFR renununr C677T romosurota mytanuscu MOT
puBOxIanummaa 73,3% xonarga yCTYHJIMK KWIYyBYM XaB( omuiu xucoOmanaau. 11
OMWJT - IPOTPOMOMH T'€HUHUHT rerepo3urora mytamusicd — MOT kaiin stwirad aémiap
¥pracuaa xxyaa kaM Ky3atwiaau (2,3%).

4, MTHFR renununar upcuii TpomOodmmusgarn C677T momumopd mapkepu
aémapna MOT puBonanuim OwnaH 0ok, byHnma, aitHukca romosurotamu T/T
TEHOTHUIIH TalllyBUYAHJIMTU KyWId XUcoOianau, Oy reHotun aéiwiapaa sxyaa spra MOT
103ara KeJIMIITMHA XaKKOHUM Tap3aa 5,5 6apobapaH OPTUKPOK KYTaUTUPaIn (q2:5,55;
P=0,01;0R=5,8; 95% CI 1,134- 29,6).

5. bemopnap reHotunmma OMp BaKTHUHT Y3ujga TpomOodwmmk mapkepnap FV
G1691A+MTHFR C677T xoMOMHAUMSUITApUHUHT OV 3pTa Ba kKyda spra MOT
PUBOKIIAHAII XaBhUHU cesmtapmd - 9,5%ra ommpanu (4°=11,06; P=0,0004; OR=9,5;
95% CI (FV + MTHFR), 0y »sca xomwianopiuk madtiaa MOTHuHT 3pra
PHUBOXKJIAHUILIN/IA TEHOTUTUTIAPHUHT OyHIal YIUFYHIUTUHU MYXUM OMIJITa ailJTaHTUPa/Iu.

6. MOT «xaiim otwiran aémwiapaa TPOMOOPWIMSHUHT HMPCHA  IIAKIUIApy
MaBKYIJINTHIA XOMIJIQIOPJIMK TIAWTHUAArM TeMOCTa3 XOJaTH Oup  KaTtop
XycycusiTiapra sra 0ymu0, Oy XycycHsTiap KOaryjsiiiMOH MOTeHIMa (haosuialryBu
Ownan TaBcudyanau Ba (UOPUMHOTEH KOHIEHTpauusichHUHr 29% ra, DOMK
MUKIOPUHHHT 36,7% ra ommiiy OuinaH udoIanaHam.

7. MOT puUBOXJIAHUIIHUHT TAaTOMOP(OJIOTHK OeNTuiapy HWYujaa IUIaleHTa
JECTpYKIMsicuTa oMb KelmyBuM Oup-Ompu OwiaH uyambapyac OOFIHMK >Kapa&Hiiap
dapxmanagu. OpTtrupwirad Ba TyrmMa TpomOodummsuiap cababnu ro3ara KelraH
reéMOCTa3UOJIOTUK TU3UM OYy3WIHIIIIAPH MaXaJUIMA aHTHKOATYJISIIMOH MEXaHU3MIIap
CYCTJIAIIMIIINA, TEeMOAWMHAMUKAHUHT Oa4yaJIOH-TUIAIICHTa XaB3acHUIard Y3rapuiuiapu
Oustan Oupra Ke4yajiu.

8. IlnamenTamarm  JAeCTpyKIus — JKapaCHIApUHU  TaBCH(IOBYM  TeMOCTa3
TU3UMUJIATM TEHETUK OYy3WIMIUIQPHA XUCOOra OJIraH XOoJiga XaB() OMUJUIAPUHUHT
aHMKJIAaHTaH KOHYHUSTIApU WMIILTA0 YMKWITAH MAaTOreHe3 CXeMacu acocuia &ramu, Oy
MOT pna oHa-IIaneHTa-XOMHWIa TH3UMHIArd Oy3WHILIAD JapaskaCHHU OaxoJial
UMKOHHWHHU Oepain

9. KoMmruieke NTUHAMUK Ky3aTyB Ba TMATOI€HETUK MpoduiakThKa TpoMOOodmvs
donnma MOT puBoxaHuil xaBpu TypyXura MaHCYO XoMWiIaaop aémiapaa
TeMOCTA3HUOJIOTUK KYPCATKMWIAPHUHT MEBEPIAITaHu OOMC XOMIIATIOPJIMK Ba TYFPYK
acopatimapu dactotacuru (u2=6,37; P<0,05), MymmatumaH OJOMHTH TYFpyKJIap
yactoTacuuu 3 Oapobap (u2=3,52; P<0,02) Ba XOMWJIAHHHI MepHHaTal TatodaTiapu
YyacToTacuHu 3 Gapobapaan 3uénpok kamaitupui (42=3,69; P<0,05) umxonnnau Gepau.
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BBE/IEHUE (aHHOTALMS I0KTOPCKOM AUCCEPTALMH)

AKTYaJIbHOCTHh U BOCTPe0OOBAHHOCTH TeMbl AuccepTranuu. HecMoTps Ha
yCHeXH, JOCTUTHYTHIEC B pe3yJIbTaTe MPOBEICHUS MEIUIIMHCKUX OPTaHU3AIMOHHBIX
MEp MO MpeAyNpexIACHUI0 TpexaeBpeMeHHbXx poaoB (IIP) y OepemeHHBIX ¢
TpoMOOuUINEeH, TUArHOCTUKE W JICYECHUIO HEJAOHOIICHHBIX JeTed mpobdieMa
IIPEKJIEBPEMEHHBIX POJIOB OCTAETCS aKTyallbHOM B MUPOBOM ypoBHE. [10 TaHHBIM
BO3 (2015), ydyer nepuHaTaibHOM CMEPTHOCTH OCYHIECTBIISIETCS C 22-X HE/AeIb
o6epemenHocty, B 184 crpanax mupa yactorta [IP Bapsupytorcs ot 5% m0 18% ot
o0IIero yucia poKICHHBIX JIE€TEH, €XKEroJHO 15 MUIUIMOHOB JIETE POXKIAIOTCS
MPEeKICBPEMEHHO, TpUuYéM HAOMIOJAeTCsl TEHACHIUS K YBEIHYCHHIO 3TOTO
nokazarena. OcnoxkHeHus B pesyibrare [IP sBisIOTCS OCHOBHOM NpUYMHON
CMEpTH AETeN B BO3pacTe A0 IATH JieT, B 2013 rogy 3Ty OCIIOKHEHMS NPUBEIN
MOYTH K OJTHOMY MUJUIMOHY ciydaeB cMepTu. [Ipu macce mnona 500 r u 6osee Ha
JOJIF0  HEJIOHOWIEHHBbIX Jerel mpuxonutcs 60-70% paHHE HeoHaTalIbHOU
cMepTHOCTHU U 65-75% NeTCKOil CMEPTHOCTH.

B Hacrosimiee BpeMsi B NMEpUHATATIbHOM JHArHOCTUKE PAHHETO BbISBICHMS
IPEXKIEBPEMEHHBIX POJOB C MOMOUIBIO CTAHJAPTHBIX METOJIOB MMEIOTCSI HAyYHO-
OPAKTUYECKHE CIOKHOCTH. lleprHaranpHas CMEpPTHOCTh CpPEAU HEIOHOIICHHBIX
HOBOPOXKJICHHBIX B 33 pa3za Bbllle, YeM Y JOHOIICHHbIX. OCHOBHON IyTh
NPEeayNpeKICHUS TEPUHATAIIBHBIX TOTEPh M TSHKEJIOW HWHBAIMAM3AIMU JIeTel
3aKJII0YAETCS B YBEJIIMYEHUM TECTAlMOHHOTO CpPOKa M MacChl Teja IUioJa IpHU
POKJICHUU.

Menuko-conraiibHas 3HAYMMOCTh MPEKIEBPEMEHHBIX POJIOB 00YCIOBJIEHA
OTHOCUTEJILHO BBICOKMMU PENPOAYKTUBHBIMU NOTEpsAMH. Ha MpoTsHKEHMM MHOTHX
JeT TpoMOO3bl M TPOMOOAIMOOJSMM y JKEHIIMH paccMaTpUBAIUCh  Kak
HEIMpEJAOTBPATUMBIE  OCJIOKHEHHMs. BaxkHeillas poib B  BO3HUKHOBEHUU
apTepuaIbHBIX U BEHO3HBIX TPOMOO30B, a TaKKe TPOMOOAIMOONIUN TPUHAIIICHKHUT
NPUOOPETEHHBIM M TEHETHYECKH OOYCIOBJIICHHBIM MPUYUHAM TPOMOOPMIHNH, K
KOTOpbIM OTHOCcATCH aHTtudocomunuanbiii curapom (ADC) u reneruueckue
MyTaluu (akKTOpPOB CBEPTHIBAHUSI WJIM T€HETUYECKH OOYCIIOBJICHHBIE JECPUIIUTHI
MHTHOUTOPOB CBepThiBaHUS: MyTanus ¢akropa V Leiden, MmyTarus npoTpoMOuHa,
nepunutel AT III, nporenna C, S u mip. Puck TpomM605MO0INYECKUX OCTIOKHEHUN
BO BpeMsi OEpEMEHHOCTU TPU TPOMOO(DMIINH TTOBBIIIAECTCS B IECITKHA U COTHH Pa3s.
B Hacrosimiee BpeMsi HMHTEHCHBHO U3y4aeTcsi poJib Hauboyiee 4acTo
BCTpPEYAIONIMXCS B OOHIEH MONyJsUMU TEeHeTHYeCKuX GopM TpoMOOpUINU
(mytammusa FV  Leiden, myranus PtG20210A, MTHFR C677T) B cTpykType
OCHOBHBIX aKYyIIEPCKUX OCIOKHEHHH. C BHEIPEHUEM B KIMHUYECKYIO MPAKTUKY
HOBBIX TEXHOJIOTMM 1O BBISIBIECHUIO aHTU(OCHONMUNHUIHBIX  aHTUTEN H
TFeHEeTUYEeCKUX TpOoMOOGUINi, Hapylawlux (QYHKIIMOHUPOBAHUE 3alIUTHBIX
MEXaHU3MOB MPOTUB TPOMOO3a — €CTECTBEHHBIX AHTHKOATYJSHTOB, SHAOTENHS,
cucTeMbl (PMOPUHOIIN3A, TTOSBUIIACH BO3MOKHOCTh CBOEBPEMEHHON TUATHOCTHKH U
PO MIAKTUKHA TPOMOO30B U TPOMOOTHIECKUX OCTIOKHEHHUM.

Kakx mokaspiBaeT Mm#poBas TPaKTUKA, HCKIIOYUTEIHHOE  3HAYCHUE
npuoOpeTaeT pelleHrue psAla HAyYHO-IPAKTHUYECKUX BOIPOCOB IO BBISBICHUIO
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B3aMMOCBSI3aHHOCTH TPOMOO(MUIUU C MPEXKACBPEMEHHBIMH POJaMHU y >KCHIIUH,
YCOBEPILIEHCTBOBAHUIO METOJOB JTUArHOCTUKM M JICYEHUS, B YACTHOCTH:
orpe/ieieHre IaHCOB U PUCKA Pa3BUTHUS MPEKICBPEMEHHBIX POJIOB MpU Hanbosee
4acTO BCTPEYAIONIMXCS COCTOSIHMSIX W 3a00JIeBaHMSIX MaTepu U pa3padboTaTh
OPOTHOCTHUYECKUI  KpUTepUH IS OLICHKM  HEOJArompusTHOIO  MCXOJa
OCpeMEHHOCTH;  OILICHKa  OCJOKHEHU  OepeMEeHHOCTEW;  ompejesieHHe
FeHETUYECKONM M TPHUOOPETEHHON MPEeApacloiNoKEeHHOCTH K Tpomboduimu y
xeHuH ¢ [IP; cpaBHUTENbHAsS OLEHKA KIMHUKO-THATHOCTUYECKON 3HAYMMOCTH
Haguumst  MyTamuii  aktopa Vo Jleiimen, mnporpombuna G 20210A,
METHJICHTETPAaruaApoPoIaTpeyKTa3bl, a TAKKEe UX COUETaHHs ¢ IPUOOPETEHHBIMU
dbopmamu TPOMOOGUIMK B Pa3BUTHUU TMPEKICBPEMEHHBIX POJOB; OMpEICICHHUE
MIPOTHOCTHUYECKON 3HAYMMOCTH (4yBCTBUTENBHOCTb, cnenuUIHOCTb,
MOJIOKUTENBHYIO U OTPULATEIbHYIO MPOTHOCTUYECKUE LEHHOCTH) OMNpEeeICHUS
nosmMopduzMa TpoMOODUITNIECKUX TEHOB Y KEHITUH BBICOKOTO PUCKA Pa3BUTHS
NPEXKACBPEMEHHBIX POJIOB; CPABHHUTEIBHOE HM3YYEHUE HEKOTOPBIX IOKa3aTesei
reMocTas3a IMpu MPEeXJACBPEMEHHBIX POJIaxX y KEHIIMH C pa3InyHbIMH (opMamMu
TpoMOohuINK; pazpaboTaTh aITOPUTM BEACHUS OEPEMEHHBIX C TPOMOOPMIHSIMU C
HOCIEAYIOUIEH OIEHKOW €ro KIMHUYECKOW 3((EKTUBHOCTH, YCOBEPILIEHCTBOBATh
METO/1bl TPO(DUIAKTUKY U JIEUeHUs TPOMOO30B.

[To pesynpraTam wuccinenoBaHusi 3PGHEKTUBHOCTH METOAOB Koppekiuu [1P
npu TpoMOopuIMu cocTaBisieT Bcero 78% ; JOKazaHa 11€1eco00pa3HOCTh
onpeneneHus reHoB TpomOopuauu — G1691A rera FV u C677T rena MTI' ®P u
UX COYETaHUs [Jis BBISBICHUS >KCHIIUH, MPEAPACHOJIOKEHHBIX K Pa3BUTHIO
OCJIO)KHEHUII ~ OEpeMEHHOCTH, M JaJibHeWlIeld pa3pabOTKM  KOMIUIEKCHOM
mporpammsl 1o nepsudHoi npodunaktrke [1P; a Takxe 000CHOBaHA MPOBEIECHUE
muddepeHurpOBaHHON  MPOTUBOTPOMOOTHYECKOM W BUTAMUHOTEpANlUUd Y
OEepEeMEHHBIX JKEHIIUH C TPOMOOPUITHEH. ;

Hacrosimas aucceprannonHas pabora OyneT crnocoOCTBOBATh PEIICHHUIO
3anay, onpezeneHubix B [locranoBnenuu [Ipesunenta Pecy6nuku Y30ekuctan No
[MI1-2133 ot 19 d¢eBpans 2014 roma «O rocymapcTBeHHOW mnporpamme [ on
3JI0POBOTO PEOCHKAY.

CooTBeTcTBHE  HCCIEIOBAHUST  NPUOPUTETHBIM  HaNpPABJEHUSM
pa3BUTHS HAYKH U TexHosoruil Pecnmyosmkn Y30ekucran. Hacrosimas pabora
BBHITIOJTHEHA B COOTBETCTBUU C MIPUOPUTETHBIMU HAIMIPABICHUSIMU PA3BUTHS HAYKHU U
texHonoruii PecriyOnmuku V36ekuctan «Memaununa u ¢apmakonorus» ['HTII-9
«Pa3paboTka HOBBIX TEXHOJOTUNA MNPOGUIAKTUKH, JUATHOCTUKHU, JICUCHUS U
peabunuTanuu 3a00JICBaHUN YETIOBEKa.

0O030p MeKAYHAPOAHBIX HAYUYHBIX UCCJIEIOBAHUH 110 TeMe JUCCEePTAIMH.

Hanbonee oOcTosiTeIbHbIE U BCECTOPOHHHUE HCCIICIOBAHMS, MOCBSIICHHBIC
COBPEMEHHOMY U3YYEHHUIO TPOMOO(DUINYECKUX 3a00JIEBaHUI B aKyIIEPCTBE,
OCYIIECTBIISIOTCS BEAYIIUMHU MEAUITUHCKUMH HAYYHBIMH IIEHTPAMU U BBICIIMH
y4eOHBIMU 3aBEICHUSIMH MHpa, B ToM uucie American Perelman and Claudia
Cohen Center for Reproductive Medicine (I'epmanus), Weill Cornell Medical
College (Aurmms), New York Presbyterian Hospital-Weill Cornell Medical Center,

30



and New York University School of Medicine (CIIIA), Charite (I'epmanus), The
Medical University of Vienna (ABctpusi), Heart Hospital (BenukoOputanus),
American Heart Association (CIIA).

Pe3ynbTaThl IpOBEACHHBIX HAYYHBIX UCCIICIOBAHUN TTOKA3BIBAIOT, UTO CPEIH
MHOJKECTBa HACJIEJCTBEHHBIX (OpM TPOMOOPWINK BakKHAS POJIb B CTPYKTYpE
PEIPOAYKTUBHBIX TMOTEPh M AaKYHIEPCKUX OCIOKHEHHWH B EBPOMNCHCKON U
aMEpUKaHCKOU TIOTTYJISITIHSIX TIPUHAJICKUAT MYyTaIun reHa
MeTHIIeHTeTparuapodoiaTpeykrassl, a Takke myramuu Qakropa FV (Leiden) u
nporpombuna. B nccnenoBanusix Charite (I'epmanust) u The Medical University
of Vienna (ABcTpusi) Obla JOKa3aHa dYeTKas CBS3b MEXIY T€TE€pPO3UTOTHOMN
mytared MTHFR u TIP, puck pa3BuTHs KOTOpPBIX BO3pacTaeT B 2 pa3a, JaHHas
MyTanus umena mecto y 46% xenuuu c [1P. Ilo qaHHBIM Opyrux ucciaeqoBaHUN
ca3u Mexay myrauped MTHFR C677T u npuBbIYHBIM HEBBIHAIIMBAHUEM HE
obnapyxumuck (Weill Cornell Medical College (Aurausi), New York Presbyterian
Hospital-Weill Cornell Medical Center, and New York University School of
Medicine (CILIA)).

B Hacrosimiee BpeMsi NPOBOJSTCS pa3IMYHbIE HAay4HbIE HCCIIECIOBAHUSA B
Pa3HBIX HAYYHBIX I[IEHTPAX MUPA, MOCBAIIEHHBIX U3yUYCHUIO, JUATHOCTUPOBAHUIO U
OPEIyNPEXICHUIO MPEXKIEBPEMEHHBIX POJOB NMpPHU TPOMOOPHINK, B YaCTHOCTH
nporHo3upoBanuio [P Ha pone TpomOOGhUINY, BEISBICHUIO BIUSHUS PA3IAYHBIX
TPOMOO(PUINIECKIX MapKEpPOB Ha CHCTEMY IéMOCTa3a, TeUeHUEe OepeMEHHOCTH U
PENPOAYKTUBHYIO CHCTEMY, a TakXe BOIMpOcaM MPOQHIAKTUKH MEpUHATATBHBIX
3a00€eBaHUM TII0/A.

CreneHb U3y4eHHOCTH MPo0JeMbl. ClieyeT MOAYEPKHYTh 3aCIyTy YIEHBIX-
cnenuaniuctoB  CIIA, T'epmanuu, KyOs, Wunuu, Typkum, VY30ekucrana,
Poccuiickoii @enepauuivi U Ipyrux CTPaH COAPYKECTBA, YbH PAOOTHI MOCBSAILIECHbI
U3YYCHUIO JAHHOM MaTOJIOTHH.

Tak, mo manusiM R. L. Bick u coast. (2008), umeercss yeTkas CBSI3b MEKIY
rereposuroTHoii mytarueit MTHFR u T1P, puck pa3BuTusi KOTOphIX BO3pacTaeT B
2 paza. [1o manueim B. Brenner u coast. (2009), nanHas MmyTanusi UMeJIO MeCTa y
46% xenmun ¢ [1P. B To xe Bpems W. H. Kutteh (2006) He oOHapyxua cBs3u
mexay mytanmeit MTHFR C677T u npuBblunbiM HeBbiHamuBanueM. S.C. Guba u
coaBT. (2009), V. Kakkar wu coaBr. (2011) B cBOMX HCCICIOBaAHHIX
MPOJEMOHCTPUPOBANIN SBHYIO CBSI3b MEXKAY Te€TePO3UTOTHOM (POpPMOM MyTaIuul
MIPUBLIYHBIM HEBBIHAIIMBAHUEM, PUCK TMPH 3TOM TOBBIMAeTcs B 2 paza. P. M.
Ridker, o6cnenoBap skenmua ¢ [P, oOHapyui, 4To 4yacToTa BCTPEYaCMOCTH
mytaru  ¢aktopa V (Leiden) y Hux Bo3pactaer B 2-3 pasa. Ecte Takke
WCCJICIOBAHUS, B KOTOPBIX CBS3b MEXIY JMaHHBIM BHJIOM MYyTaIlid W CHHJIPOMOM
norepu Iuiofga He oOHapyxkeHa. Takue pesynbTarsl nomyuwnun W. H. Kutten
(2005), A 1. Pabinger u coapt. (2007), KOTOpbIe OOHAPYKUIH TPEXKPATHOE
YBEIIMYCHUE PUCKA Pa3BUTHs TPOMO030B mpu MyTtaiuu ¢daktopa V (Leiden), Ho e
BeIsIBWIN CBsi3h C [IP. CymiecTByrOT pasHble JaHHBIE, HO, BCE K€, CYMMHUPYS UX,
MOXXHO CJIelaTh BBIBOJ, YTO CErojAHS Jake€ Te€TEePO3UTOTHOE HOCHTEIHCTBO
myTaiuu pakropa V (Leiden) sBisieTcst 3HAYMTEIBHBIM (PAKTOPOM PUCKA Pa3BUTHS
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ITP. PacnpoctpanenHocts mytanmu MTHFR C677T B pa3nuuHbIX 3THUYECKUX
rpyInmnax 3HA4YUTENbHO BapbHupyeT oT 4 mo 65%. Cpenn aznarcKux HOMYJISLIMMA
U3BECTHBI CIEYIOUIME JaHHble: B SMOHMM TOMO3UroThl coctaBuian 13,1%,
rerepo3urotsl — 47,5%, B Kutae — coorBerctBenHo 14,0 u 43,8%, B Kopeiickoii
nonyiasiuun — 7,3 uw 66,1%. B paHIOMH3UPOBAHHBIX KpPYMHOMACIITAOHBIX
KOHTPOJUPYEMBIX HCCIeAOBaHUAX 52% KEHUIMH C 3aMeIJieHHeM pocTa IIoAa,
pesKIaMIICueli, OTCIOWKOW IUIalleHThl WIM 3amepiieidl OepeMEeHHOCThIO ObLIN
rerepo3uroTHsl o V wmn Il dpaxTopam umm romosurotssl no reny MTHFR 1o
cpaBHeHUI0O ¢ 17% B KOHTpoJie. DTH MaHHBIE TPEAINOJIaraloT 00s3aTeIHHOE
MCCJIEIOBAaHNE HACJIEICTBEHHBIX TpomOodunuii y O6epemennsix c¢ [IP, a Taxxke
HaiMuuue TPoMOO30B HE TOJIBKO y CaMUX JKEHIIWH, HO M y UX OmmbKalimmx
POACTBEHHUKOB. HECMOTpPS Ha pa3inu4HbIM dTHUYECKUM COCTaB, a4 TAKKE KPUTEPUU
otbopa s uzydenus npuuuH [P Bo Bcex umccienoBaHMsIX 3a0KyMEHTHPOBAHO
3HAYMTEIBHOC TOBBIIICHUE YaCTOThI Tpeobiaganus MyTaru paktopa V (Leiden)
y skeHiuH ¢ [1P. 9To yka3piBaeT Ha BOCTpeOOBAaHHOCTH pa3paboTKu d(PPEKTUBHBIX
METOJIOB MPOTHO3UPOBAHUS U MPOPUIAKTUKH MPEKACBPEMEHHBIX POJIOB Ha (oHE
TPOMOODUITHH.

MHOTOYUCICHHBIMA ~UCCJICOBAHUSAMHU JIOKa3aHa pOJb HapylleHUH B
CUCTEME TeMOCTa3a, B YaCTHOCTH TPOMOOUIINH, KaKk OJHON U3 MPUYUH Pa3BUTHS
npexaeBpeMeHHbIX pooB (Byuenneu B., 2009; Candra M. J., 2011). B nocnenaue
roJibl 0OJIbIIIOE BHUMAHHUE MPUBJICKAIOT BPOXKAECHHBIE, A UHOTJA U MPUOOPETEHHbIE
B IIpolecce JKU3HU JePEeKThl IJa3MEHHBIX OE€JIKOB KPOBH, KOTOpBIE
00yCIIOBIUBAIOT MPEAPACION0KEHHOCTh K TPOMOOOOPAa30BAaHUIO U SIBISIOTCS
CaMOCTOSITENIbHBIM (DakTOpOM pucka pa3BuTusi Tpom0030B (baiimypamosa C. M.,
2005; bmunenkas C.JI., 2009). OTKpbITHE psiia HEU3BECTHBIX T'€HETUYECKHUX
ne(eKTOB CHCTEMbl T€MOCTa3a, MpeApaclojaralolix K pa3zHOOOpa3HbIM
TPOMOOTHYECKUM OCIIOKHEHHUSIM, Takux Kak myranus nporpombOuna G20210A,
myTtanus MetuieHTteTparuapodonarpenykrassl (MTHFR, C677T), momumopduzm
TPOMOOIIMTAPHBIX PELENTOpPOB, akThBaTopa IasmMuHorena (PA 1-146156),
MO3BOJIMJIO C TPUHIIMIHAIHHO HOBBIX MO3HUIIMN OIEHUTh MATOTEHE3 Pa3IMYHbIX
OCJIOXHEHHUH B aKyIIepcKO-TuHeKoaornueckoi npaktuke (Alonso A. et al., 2010).
K ToMy e mosiBWIINCh aHHBIE O POJIM HE TOJBKO MAaTEPUHCKOU, HO M IUIOAOBOU
TpOoMOO(UIINH B T€HE3€ PENPOAYKTHUBHBIX MTOTEPD.

X.A. KapumoB u K.T. BobGoer (2008) ¢ rpymmoii aBTOpOB HCCIEI0BAIU
4acTOTY BCTPEYAEMOCTH MYTallMU psifa T€HETHYECKUX MapKepoB - reHa (paxropa
FV (G1691A), rena dakrtopa II cBepreiBanus kpou (G20210A) u reHa
metunienterparuapodanarpeaykrazsl (MTI'®P) (C677T). B xone ucciienoBanus
UMU YCTaHOBJIEHO, YTO PACIPOCTPAHEHHOCTh MYTAHTHBIX ajlieell cpenn OONbHBIX
B Y30ekucrane cocraiser mis FV Leiden - 12,9 %, nmporpomouna — 4%,
MTI'®P - 47,8%. OueHeHa pojp YHNOMSHYTBIX MyTalUid B BO3HHUKHOBEHUH
TpoM0032a MIyOOKUX BEH HIDKHUX KOHEYHOCTEH.

B coBpemenHo#l auTepaType 00ibIIOE BHUMAHHUE YIENISIETCS H3YyUYEHUIO U
MOMCKY HOBBIX KIMHUKO-TIATOJIOTHYECKUX (DAKTOPOB PA3BUTHUS, HO HE YICICHO
JOJDKHOE€ BHHMaHHE pa3paboTke dS(PGEKTHUBHBIX MEp MPTHO3UPOBAHUS U
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MPOQIIAKTUKA TaHHOW MAaTOJIOTHHU. Y YUTHIBasl PE3yJIbTAThI TPOBEACHHBIX PabOT U
CPaBHUTEJIBHOTO aHAM3a MOXHO TMOJAYEPKHYTh, 4YTO JaHHOE HCCIEAOBaHUE
BIIEPBBIC TUIAHUPYETCS B PECITYOIIHKE.

N3 Bcero BBIMIEU3T0KEHHOTO CIEAYET, YTO BBISBICHUE MPEKICBPEMEHHBIX
POAOB IpH TPOMOODUIUM SIBJISIETCSI OCHOBOM /I pa3paboTku 3G (HEKTUBHBIX MeEp
npoQUIAKTUKA ¢ JICUeHHUs] JaHHOM TATOJIOTMM, M BCE JTO OMNPEIETHIO
aKTyaJbHOCTb U MPUOPUTETHOCTH MOCTABICHHON MPOOJIEMBI.

CBsi3b TeMbl [MCCEPTAIMOHHON PpadoThl € IUIAHAMM HAaY4YHO-
HCCJIEeA0BATEILCKUX  padoT  HAaYYHO-HCCJIEJ0BATENbCKOI0  yYpeKIeHHs.
HuccepranmonHas paboTa BBITIOJIHEHA B cooTBercTBuM IlaHa HUP  AO
PecmyOnmkanckoro CHEIHATU3UPOBAHHOTO HAYYHO-TIPAKTUYECKOTO
MEIUIIMHCKOTO IEHTPa aKyIIepCTBA U THHEKOJIOTHH B paMKax MPUKIAATroro rpaHTa
UTCC.3.1 «Pa3paboTtka KOMILJIEKCHOM IIPOrpamMMBl JUArHOCTUKH
TPOMOO(DUINYECKUX COCTOSHUM M UX OCIOXHEHH B TeCTallMOHHOM TMEpHO/IE,
HOPUHIMIBL PO(UIAKTUKK W JICYeHUs Ha OcHOBe (apmakokuHeTukn» (2009-
2011rr.), B pamkax npoekta AJICC.2.1. «Ilarorenes, auarHocTuka, mpoQriiakTuka
U JeucHue (eTarialieHTapHON HEI0CTATOYHOCTH Y OepeMeHHBIX eHIuH»(2012-
2014rr.).

Heabio uccjieoBaHUA SBUIOCH OMPENEIUTH POJIb MOJIUMOpGHU3MA TEHOB
CBEPTHIBAIONIEH CHUCTEMbI KPOBHM B MEXaHU3ME pa3BUTHUS MPEKICBPEMEHHBIX
POJIOB, OIICHUTHh BaXKHOCTH (DaKTOPOB PHCKAa B MPOTHO3UPOBAHUHU U pa3padoTaTh
MaTOr€HETUYECKH 0OOCHOBAHHYIO MPOPUIAKTHUKY.

JIJist TOCTHKEHHUS 1IeTTH OTIPEAETICHBI CIEIYIOIINE 3aa4 UCCIe0BAHMS.

BBISIBUTh Ha OCHOBAHHWHM PETPOCIIEKTUBHOTO M MPOCICKTHBHOTO aHAIM3a
YacTOTy TPEXKACBPEMEHHBIX POJIOB U MEPUHATAIBHON CMEPTHOCTH Ha MpHMeEpe
Pecnyonukanckoro [lepunaransHoro LleHTpa;

OTPENEINTh IIIAHCHI W PHUCKUA PAa3BUTHUS MPEKIECBPEMEHHBIX POJIOB IPHU
HamOoJiee YacTO BCTPEYAIOUIUXCS COCTOSIHHSIX U 3a00J€BaHUAX MaTepu W
pa3paboTaTh MPOTHOCTHUECKUI KPUTEPUH /I OLIEHKH HEOJAronpusiTHOTO UCX0/1a
OepeMEHHOCTH;

MPOBECTH aHAJIU3 CTPYKTYPhl U OIPEACIUTh YacTOTy HACIEJCTBEHHBIX U
npruoOpeTeHHBIX (GOpM TPOMOODUITNH Y KEHIIUH C TPEKIEBPEMEHHBIMU POJaMU;

IIPOBECTH CPABHUTENIBHYIO OILIEHKY KIMHUKO-IUATrHOCTUYECKON 3HAYMMOCTHU
Haguumst MyTaruid  ¢gakropa FV  Jleiimen, mnporpomOuna G 20210A,
METHJICHTETParuApooIaTpeyKTa3bl, a TAKKE UX COUETaHHs ¢ IPUOOPETEHHBIMU
dbopmamu TpoMOODHIINK B Pa3BUTHH MPEKIEBPEMEHHBIX POJIOB;

OTIpEACTIUTh IIPOTHOCTHYECKYIO 3HaYUMOCTD (4yBCTBHTEILHOCTD,
CHEIU(PUIHOCTh, TOJOKHUTCIPHYI0O W OTPHIATEIBHYIO  MPOTHOCTUYECKUE
IIEHHOCTH) OmpeeeHus nojumMopduszma TpoMOOPMIMUECKUX T€HOB Yy >KCHIIUH
BBICOKOTO PHUCKA Pa3BUTHUS MPEKICBPEMEHHBIX POJIOB;

MPOBECTH CPABHUTEIHLHOE M3yUEHHE HEKOTOPBIX MOKa3aTeliel TeMocTasa mpu
MPEXICBPEMEHHBIX POJaX Y JKEHIIWH C Pa3IMYHBIMU (hopMamMu TpoMOOpHIHH;

OIICHUTh  CBSI3b  MOP(MOJOTHYECKUX  W3MEHEHWHW B  IUIAlleHTe C
TpoMOOUINIECKUMHU (DAKTOPAMU PA3BUTHSI I CPOKOM TPEKIEBPEMEHHBIX POJIOB;

33



pa3paboTath CXeMy TMaTOT€He3a MPEKIACBPEMEHHBIX POJIOB C YYETOM
dbakTopoB pucka, MnoauMopdpuzMa TPOMOOPUIUYECKHX TE€HOB, ITOKa3aTesei
remMocTasa;

pa3paboTarth aJaropuT™M BeJEHUS OCEPEeMEHHBIX C TPOMOOGUIUIMH C
MOCJIETYIONICH OLIEHKOM ero KIMHUYECKOW (P PEKTUBHOCTH.

O0bexkTOM HMccjieloBaHUsI OblTM  OepeMEHHbIe JKEeHIMMHBL: 121 ¢
PEKIEBPEMEHHBIMU pojiaMu U 114 jKeHIIMH, pOJUBIIUX B CPOK.

IIpeamer uccaenoBanus. [lepudeprueckas KpoBsb, MIIANCHTA.

Metoabsl wuccienoBanmsi. B mporecce wuccienoBaHUs MPUMEHSIIUCH
OOIIIEKIMHUYECKUE, JAa0OpaTOpHbIE, TE€HETHUYECKHUE, Te€MOCTa3UOJIOTUYECKUE,
MOP(OJIOTUIECKHUE W CTATUCTUYECKUE METOJIBI.

Hay4nasi HOBU3HA MCCJIEIOBAHUSA 3aKII0YACTCS B CJICIYIOIIEM:

BBISIBIICHA BBICOKAs CTEMCHb BIMSHUS COBMECTHOTO HOCHTEIHCTBA
reHotunioB FV G1691A+MTHFR C677T Ha puck Bo3HukHOBeHus I[IP, uyto
MOJITBEPKIACT 3HAYCHHUE KaK OT/ACNbHBIX ajieJiel IeHOB, TaK U MX COYETAaHUU B
Pa3BUTHHN TPOMOOPHINYECKUX OCIONKHEHUN BO BpeMsi OEpEMEHHOCTH;

YCTAHOBJIEHO, 4TO TOMO3UTroTHBIM reHotun C677T rena MTHFR sBnsieTcs
KitoueBbiM  (aktopom B [IP y oKeHmMH; a TakkKe oOmpenesieHa 4YacToTa
TPOMOO(DUITNH Y KEHIIUH C MPEXKACBPEMEHHBIMU POJIAMH U UX CTPYKTYPA;

YCTaHOBJICHO, YTO B ME€XaHU3Me (POPMUPOBAHUS TIPEKIEBPEMEHHBIX POJIOB Y
KEHIMMH C TpoMOOodwiIMeld BEAyIIyl0 pOjb HUIPAIOT HAPYIICHHWS B CHUCTEME
reMoCTa3a M MHKPOIMPKYJISIMA B CHUCTEME MaTh-TUIAIlCHTA-TUION, YTO BEIET K
Pa3BUTHIO (PETOTUIAIICHTAPHON HEIOCTATOYHOCTH C UCXOJIOM B IPEXKACBPEMEHHbIC
pombL;

pa3paboTaHbl KPUTEPUH TMPOTHOZUPOBAHUS MPEKIACBPEMEHHBIX POIOB TPH
TpOoMOO(UIINY; aNTOPUTM BEACHUS OEPEMEHHOCTU TPU TPOMOOPUINH; MOAXOAbI K
poUIaKTHKE JAHHOTO OCJIOKHEHUS OEPEMEHHOCTH;

IIpakTuyeckue  pe3yabTaTbl  HCCICIOBAHUA  3aKIIOYAIOTCA B
CIeAyIOLEM:

000CHOBaHa IIEJIECOO0OPAa3HOCTh OMpeAeNieHus TEeHOB TpoMOopmmmu —
G1691A rewa FV u C677T rema MTHFR u ux coyeranus Uil BBISIBICHUS
KEHIUH, TPEIPACIONOKEHHBIX K Pa3BUTHUIO OCIOXKHEHHM OEpEeMEHHOCTH, U
JnanbHEHIe  pa3pabOTKM  KOMIUIEKCHOM  MpOrpaMMbl 1O TIEPBUYHOMN
npodunaktuke [1P;

[0 pe3yJibTaTaM HCCJEAOBaHUs JOKa3aHa IeJeCO00pa3HOCTh MPUMEHEHUS
IIKaJIbl MPOTHO3a OCJIO)KHEHHOTO TEYEHUsI OEpPEeMEHHOCTH, KOTOpasi MO3BOJISET
pOrHo3upoBaTh Bo3HUKHOBeHUE [IP B 78% ciyuaes;

MOJIYYEHHBIE PE3yJbTAaThl CIOCOOCTBYIOT YJYYIIEHUIO KaduecTBa JKU3HU
y xeHmmuH ¢ I[P wm ¢ cuHZpOMOM HEBBIHAUBAHUSA OCPEMEHHOCTH,
YMEHBIICHUIO KOJIMYECTBA aKYIIEPCKUX U MTEPUHATATBHBIX OCIIOKHEHH;

o0ocHOBaHA  HEOOXOMMMOCTh  TpoBeneHus  auddepeHIupoBaHHOM
MPOTUBOTPOMOOTHYECKON W BUTAMUHOTEpANMH Yy OCEPEMEHHBIX JKEHIIWH C
TpoMOOopuIHEi;
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yCTaHOBJEHa BbICOKAsT A(P(GEKTUBHOCTh MPOMYUIAKTUKA  OCIOKHEHHIA
OepeMEHHOCTH MPU TPOMOO(UINHU TTpernapaToM KIIEKCaH.

JlocToBEepHOCTH MOJIyYeHHBbIX pe3yJibTaTOB 0o00ocHOBaHa
METOJIOJIOTUYECKUM TOJXOJ0OM U pPe3ysibTaTaMi OOBEKTUBHBIX KIMHUYECKHUX,
KJIIMHUKO-1a00paTOpPHBIX,  JTAOOPATOPHBIX M CTATUCTUYECKUX  METOOB
UCCJICIOBAHMUS.

Teoperuveckass W  NpPaKTHYeCKass  3HAYMMOCTb  Pe3yJbTATOB
uccjaegoBanus. TeopeTuyeckass 3HAYUMOCTh PE3YJIbTATOB  HMCCIEIOBAHUS
3aKJII0YaeTcss B pa3paboTKe MOAXO0J0B K MHAUBHUIAYAIbHOW MPOPUIAKTUKE U
JEUCHUIO TPEXKJAEBPEMEHHBIX poAoB Ha (¢GoHe Tpombodumuu, B
CBOCBPEMEHHOM BKJIOUECHHHU OCEpEMEHHBIX B TPYIIy pHUCKAa Pa3BUTHUS
MPEKJICBPEMEHHBIX POJOB, B TOBBIIICHUH 3(PGEKTUBHOCTH MNPOPHUIAKTUKH U
nedyeHus TpomOodpuinueckux ocinoxknenun HMI, B ycoBepiieHCTBOBaHHUH
3¢(EKTUBHBIX METOMO0B NPOQUIAKTUKA U JIEYEHHUS] TeMOCTa3MOJOTHYECKUX
HapylIeHU! y OepeMEHHBIX C BBICOKUM pUCKOM pa3Butus 1P, koTopeie mpuBoasr
K CHH)KEHUIO MIEpUHATAIILHOM CMEPTHOCTH U 3a00JI€BAEMOCTH.

[IpakTHyeckass 3HaYMMOCTh PE3YJIbTATOB MCCIEAOBAHUS OOBACHIETCA TEM,
yTO  ompeneneHue  HauOosiee  A(POEKTUBHBIX  MpenapatoB  (KJIEKCaH),
CHOCOOCTBYIOUIMX CTA0WJIM3AalMA F€MOCTa3HOJIOTMUECKUX MOKa3aTeNel, a TakkKe
pa3paOoTaHHbIE aQJITOPUTMBl TNPOPUIAKTUKM M JIEYEHHUs TpomMOopumuu Yy
OepeMEeHHBIX BBICOKOTO pucka pa3surtus [P OyayT cnocoOCTBOBaTh YMEHBIIEHUIO
KOJIMYECTBA aKyIIEPCKUX U MIEPUHATATBHBIX OCIOKHEHHA.

Buenpenue pe3yabTaToB uccjegoBanus. Ha ocHOBe MOTydeHHBIX HAyYHBIX
pE3yNIbTAaTOB M0 U3YyUEHHUIO MaToreHeTHueckux actnekToB [1P mpu TpomOodummmu:

noJTyueHa 3asiBKa Ha nmareHT «Croco0 MporHO3UpOBaHUS MPEXKAEBPEMEHHBIX
posoB» (ATEHTCTBO HMHTE/UICKTyanbHOW coOcTBeHHOCTH, NelAP 20150358, or
21.09.2015r.). OTOT €cMOCOO MO3BOJIAET MOBBHICUTH KAUY€CTBO MATOTCHETHUUYECKOTO
nporHo3upoBanus u npodunaktuku [1P mpu Tpombodunum.

Pesynbratel  uccnenoBaHus — OQOpMIIEHBI B BUAE ~ METOAUYECKUX
pexomennauuit «Ponb TpoMOOQMIMK B pa3sBUTHH MHPEXKAECBPEMEHHBIX POJOBY» U
BHEJIPCHBI B ITPAKTHYCCKOE 3/IpaBooxpaHeHue (3axmoueHue Ne 6 ot 19.01.2015 r.)
MunucrtepcTBa 3npaBooxpaHeHus: PecrnyOnmku VY30ekucTaH), B 4YaCTHOCTH B
IPAaKTHYECKYIO JesITeIbHOCTD CHeLMaTN3UPOBAHHbBIX YUpEeXKIECHUN
ponoscriomoxkenusi: AO PCHIIMIAul, PecnyOnukaHCKOro NEpHHATAIIBHOTIO
IEeHTpa, ¥ OOJACTHBIX TIepUHATANBHBIX IIeHTpoB r.J[Ku33aka, r.Uupuuka,
r.Anamxana, r.byxapsl, r.HaBou, r.I'ynucrtan m akymepckux KOMILUIEKCOB Ne9 |
No5 | Ne 8 , No 6 r.TamkenTa. BHenpenue pe3ynbTaTOB UCCIIEIOBAHUS TTO3BOJIUIIO
3HAYUTENIbHO YIIYYIIUTh TEYCHHE OCPEeMEHHOCTH W POJIOB, CHU3HUTH YacCTOTY
NPEXACBPEMEHHBIX POJIOB U MIEPUHATAIBHBIX TOTEPH Ha 24,6%.

Anpobamusi padboTbl. OCHOBHBIC TTOJIOKEHHSI, U3JI0)KEHHBIE B JUCCEPTAIUH,
NpEJCTaBICHbl W JIOJIO)KEHbl HAa HAyYHO-TIPAKTUYECKOW KoH(epeHuuu «JlHu
Mosoablx yuyeHblx» (Tamkent, 2009), VIl cbe3nge akymepoB-THHEKOJIOTOB
Pecniyommuku Y36ekucran (2010), na yuenom coBere AO PCHIIMIAuI" (2014),
Ha VIII  cwesne akymepoB-rmHEeKonoroB PecmyOmmku — Y30ekucran ¢
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MexayHapoaHbiM ydactueM (2010), Ha mexxaynapoanom dopyme «Matb u JAuts»
B T. Mocksa (2014).

Ony0uKoBaHHOCTHL  pe3yibTaToB. [lo Marepuanam  JguccepTanuu
onyosukoBaHo 40 neyaTHbIX padoT, B TOM uncie 19 HaydyHbIX cTaTell U3 KOTOPBIX
14 - B HayuyHBIX u3JaHUAX, pekomMeHnoBaHHbIX BAK PVY3 mua myGnuxanuu
OCHOBHBIX HAay4HBIX PE3yJIbTaTOB JOKTOPCKHUX AMCCEPTALMN, U 3-B 3apyOEKHBIX
Hay4YHBIX JKypHaJax.

Crpykrypa u o0beM auccepramuu. Jluccepramus, usnoxxeHHas Ha 178
CTpPaHMIIAX, COCTOMT M3 BBEIACHUS, WLIECTH IJIaB, 3AKIIOYEHUS U CIHCKa
MCIIOJIb30BaHHOM JUTEepaTyphl, paboTa WLIIOCTpupoBaHa 27 pucyHkamu u 41
Ta0JINLaMU.

OCHOBHOE COIAEPXAHUE IMCCEPTALIMHU

Bo BBegeHuM 00OCHOBaHA aKTyalbHOCTh TEMbI, C(HOPMYIUPOBAHBI LIEIU U
3a/1a4y UCCIIEI0BAHNs, Hay4Hasi HOBU3HA U NIPAKTUYECKAst 3HAYUMOCTb.

B  mepBoil rmaBe  guccepralMoHHOM — paboThl  «CoBpeMeHHbIe
NPEICTABJICHUSA O MPeKIeBPEMEHHBIX Poaax Nnpu TpoMOopuaIun (3THOJIOIHS,
NaToreHe3, JUATHOCTHKA M Je4yeHHue)» nacértcs o030p aureparypsl. Ilokazana
POJIb TeHETHUECKUX (POopM TPOMOODUIUHN B pa3BUTHH aKyIIEPCKUX OCIIOKHEHUHN U
BO3MOKHOTO BiusHUg Ha passutue I[IP. Tlompo6Ho paccmarpuBaroTcs
CYLIECTBYIOIIME METOJbl NPOPUIAKTUKU M JEUEHUS MPEKIECBPEMEHHBIX POJIOB.
[Ipoananu3upoBaHbl MPEUMYIIECTBA W HEJOCTATKU CYLIECTBYIOIIMX METOJIOB
NpOQWIAKTAKA W JIeYeHHs  TpoMOO(DUIMYECKUX  HapyLIeHUHd  1pu
MPEXIEBPEMEHHBIX POAAX.

Bo Bropoii rnaBe auccepraumu «MeToabl 00C/eI0BAHUS KEHIIUH C
NpexaeBpeMeHHbIMU poAaMu Ha ¢oHe pa3au4yHbIX (opm TpoMOOGUIMN)
OMKCaHbl MaTepHabl U METOJAbl HMCCIEIOBaHUA, JaHa OOIlas XapaKTepUcTHUKa
KJIMHUYECKOI0 MaTepuasa, KIMHUKO-Ta0OpaTOPHBIX U JIaDOpaTOPHBIX METOJIOB
UCCJIEIOBAHMSI.

Jnst noCTWKEHHs TOCTABJICHHOM LIEIM W PElICHUS HAMEUYEHHBIX 3a]ad
UCCJIEI0BAHNE MTPOBOJINIIOCH B HECKOJIBKO JTaIIOB:

1.C uenplo ompeneNeHus YacTOThl, CTPYKTYpbl U (DaKTOpOB pHUCKa
IPEKJIEBPEMEHHBIX POJIOB Ha IIEPBOM JTalle MCCIEN0BAHHUS HAMH IPOBEICH
petpocrniekTuBHBIN ananu3 3890 ucrtopuii pomoB 6epemennbix 3a 2007-2011 rr.,
Haxoausimxcs B PIIL, u3 koropsix y 700 6bu1u I1P.

2.Ha BTOpOM »3Tame HCCIEIOBaHUS HEMOCPEICTBEHHOMY HAONIOJACHUIO U
oOcnenoBanuto mnonasepruyta 121 sxenmmua c IIP (ocHoBHas rpynma) u 114
KEHIIUH, pOAMBIIMX B CpoK (KOHTpoibHas rpynna).llpenBapurensHo st
ornpenenenus HocutenbcTBa MyTarmii C677T rena MTHFR, dakropa FV (Leiden)
U MPOTPOMOMHA MPOBEJIEHO MOJIEKYJISIPHO-TEHETHUECKUE UCCIIEJOBAaHUE 00pa3oB
JIHK 121 nanueHTKy ¢ mpexaeBpEMEHHBIMU poJlaMHi B aHaMHe3e U 114 xeHluH
0e3 mpexaAeBpEeMEHHBIX poAoB. i M3ydeHMs] MAaTOT€HETUYECKHMX MEXaHH3MOB
pa3BUTUS  TPEKACBPEMEHHBIX  POAOB IpU  TPOMOODUIMH  BBIOJHEHBI
HCCJIEI0BAHMS CUCTEMBI FEMOCTA3a.

36



3.Ha Tperbem 3Tame c 1enbi0 OLEHKH 3(PPEKTUBHOCTH pazpabOTaHHOTO
anroput™ma BeacHusi 6epemenHbix ¢ I[P u CIIII B anamuese oOcienoBaHbl 62
OepeMeHHbIE, KOTOpbIE B 3aBHUCHUMOCTH OT BEACHHS pa3leieHbl Ha 2 TPYIIIbI.
OcHoBHywo rpynny coctaBwin 38 »xeHuwmH c¢ [IP m CIII B anamuese,
OEpEeMEHHOCTh KOTOPBIX BEJIACh COIJIACHO alroputmy, u 24 6epemensbix ¢ [1P u
CIIII B anamHe3e, KOTOpbIE HE MOTyYaald COOTBETCTBYIOIIYIO TPOPUIAKTHUKY.

PesynbraThl uccienoBanus oO0pabaTHIBAIUCh C MOMOUIBIO MPOrPAMMHOIO
obecrieuenus st cratuctuiaeckoro anaimmza |IBM SPSS V20 u Microsoft Excel
OOIIETPUHATHIM METOJIOM BapUAllMOHHOW CTAaTUCTUKU C BBIYUCICHUEM CpeaHel
apudpmerndeckoir (M), cpeaHeTo KBaAPATUYHOTO OTKIOHEHUS (y), OIIMOKH
cpenneir apudmeTudeckoil (M), OTHOCUTENIBHBIX BeNWYMH (dactoTta, %).
Cratuctuyeckasi 3HQUMMOCTh MOJYYEHHBIX U3MEPEHUN MPU CPABHEHHUM CPEIHUX
BEJIMYUH onpenessiocb 1o Kpureputo CrbrogeHTa (t) €  BBIUKCIECHUEM
BeposiTHocTH ommbOku (P) mpu mpoBepke HOPMaILHOCTH pacmpeneieHus (1o
KPUTEPHUIO DKCIIECCa) W PaBEHCTBa TeHepalibHbIX aucnepcuit (F — kpurepuit
Oumiepa). 3a CTATUCTUYECKHM 3HAYMMbIE W3MEHEHHUS TMPUHUMAIM YPOBEHb
nocroBepHoct P<0,05. Cratuctudeckas 3HauyuMoOCTh g OKadyecTBEHHBIX
BEJTMYMH BBIYHCISUICS C OMOIIBIO 4° KPUTEPHUii (XU-KBAPAT) U Z-KPUTCPHIL.

B tperbeit rnaBe aucceprauuu «@®aKTOpbl PUCKA M NPOTHO3MPOBAHHE
NpexAeBPeMEHHbIX POIOB M MEPUHATAJIBHBIX HCXO0/I0B) OCBEILICHBI PE3YyJIbTAThI
perpocnekTuBHOro aHanm3a 3890 mcropuii ponoB manueHTok 3a 2007-2011 rr.,
npHUBeNeHbI pe3ynbTathl noacuéra mancoB (OR) u pucka (RR) BosaukHoBeHus [1P
y O9TUX TAIMEHTOK ISl BBISBICHUS TPUUYUHHO-CIEICTBEHHOM CBSI3HM MEXIY
dbakTopamu pucka u pasButuem [IP, omucaHbl pe3ynbTaThl OMNPEEICHUS
BO3MOXHBIX (DaKTOpPOB pHUCKAa C TOMOIIBI JOCTOBEPHOW CTATUCTUKHU JIJIst
BBISIBIICHUSL Tpynnbel pucka paszsutus IIP. Ilo pesynpratam peTpOCHEKTHBHOIO
aHanuza y 700 sxeHumH u3 3890 ormeuenHo IIP. PerpocnekTHUBHBIA aHaIU3
MOKa3all CTaOWJIbHO BBICOKHMH YpPOBEHb NPEKIEBPEMEHHBIX PpOJOB, YacTOTa
KOTOpPBIX cocTaBmiia 18%.

N3yuenne cpokoB mpepbiBaHUS OEpeMEHHOCTEHW MOKa3ayio, 4yTo Haubosee
4acTo MPEeXACBPEMEHHBIC POJIbI HAOMI0MaIuCh B cpokax 34-36 nenenu (51,6%) u
28-33 nenenu (43,4%) recranuu. Torna kak B cpoke recrauuu 34-37 nenenu [1P
HaOmonanuch y 5%. [lepunaransuas cmeptHocTs npu 1P cocraBuna 274,8%0 u
Obuta HanboJiee BBHICOKOW MPU Macce Teja HOBOPOXKIAEHHBIX OoT 500 o 999 r —
928.7%o.

AHanu3 TpOBEICHHBIX UCCIICNOBAHUM TTOKa3all, uTo Ha pasButue [P BiusiHue
OKa3bIBaJIM XPOHMYECKAs COMAaTHUYecKas IMAaTOJIOTHS M COYETaHHE HECKOJIbKUX
HO30JIOTHM, TakuX Kak XxpoHumdyeckuid ToH3wmuT (F=17,3; P<0,01), xpoHuueckuit
nuenonedpur (F=14,6; P<0,01). B ctpykrype 3abosieBanuii y xeHmuH ¢ 1P mo
CPaBHEHUIO C KOHTPOJEM OTMedalics 0oJiee BBICOKHI TOKAa3aTellb BapUKO3HOM
6onesnn (F=8,4; P<0,01), yTo yka3pIBaeT Ha HAPYIIEHUS B CUCTEME T'eéMOCTa3a u
UTpaeT HEMAIOBAXHYIO POJib B (YHKIIMK (PeToraneHTapHoro Komruiekca. Ha

pasButue [IP umeno BimMsHUE HATMYHME B aHAMHE3¢ CaMOIPOU3BOJILHBIX BBIKH/IHI-
meit (F=11,8; P<0,05), Hb (F=10,6; P<0,05), npexneBpemeHHbIX posioB (F=26,3;
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P<0,001), mepunatansubix noteps (F=5,5; P<0,01). HemamoBaxxHoe 3HaueHHe
UMEJI0 HAJIUYME Yy JKEHIIMH C NPEXKIACBPEMEHHBIMM POJAMHU BOCHAIUTENBHBIX
3aboneBanuit manoro taza (B3OMT) (F=25,43; P<0,001), GakTepuanbHON W/ Uin
BupycHoi nndexiuu (F=24,7; P<0,001).

PerpocniekTuBHBIN aHamM3 IOKazal, 4ro y »keHuH ¢ [IP ormewanocs
OCJIO)KHEHHO€ TEUEHHE TeCTallii, KOTOpOE B OIpPEACIICHHON CTENeHUu ObLIOo
NPUYMHON TpexAEBPEeMEHHBIX pojaoB. Tak, Hanbonee yacteiMu (aktopamu [P
obum OPU  (F=10,6; P<0,001), mpesxmamcus (F=22,3; P<0,01),
derormanienrapuas HegocrarouHocts  (DITH) (F=17,8; P<0,001). Baxho
OTMETUTh, 4YTO Ha pa3urhe [IP 3HauuTenpHOE BIMSHUE OKa3bIBaja
HacneacTBeHHas oTsaromeHHocTh (F=40,5; P<0,001) mo wHebGmaronpusTHHIM
ucxoaam OEpeMEeHHOCTEH.

J171s1 BBISIBIIGHHSI PUYUHHO-CIICICTBEHHOM CBSI3U MEXAYy (hakTopaMu pucka u
pazsutem [IP Hamu paccuurtan manc (OR) u puck (RR) Bo3nuknoBenus I1P y
ATUX NAlUECHTOK.

VY JKEHIMH C XPOHWYECKUM TOH3WJUIUTOM M BapUKO3HOU OOJIE3HBIO IIIAHC
pazButus 1P 6b11 B 3,3 1 9,6 pa3a BbIIIe, YeM Y JKCHIIMH 0€3 3TOW MaTOJIOTHHU.
OTHOCHUTENBHBIN PUCK Pa3BUTHUSI MPU ATOM ObUT COOTBETCTBEHHO B 2,7 u 8,1 pasa
BbIllIe. DTU 3a00JieBaHUsI UTPAIOT Poib B paszputuu [P mpu mpuoOGpeTeHHBIX
dopmax Tpombodpunu (ADC).

Bricokue mokazaTend OTHOIICHHUS IIAHCOB M OTHOCHUTEIBHOTO pHCKa
pazButust [IP peructpupoBaiiCh y JKEHIIMH C XPOHUYECKUM MUEIOHEPPUTOM
(OR=2,4; RR=2,3).

HemanoBaxnyto pone B mnporHo3upoBanum I[P wurpaer oraromeHHbIn
aKymepckuil aHamues. Tak, y *EHIIUH ¢ CaMOIPOU3BOJIbHBIMU BBIKUJBIIIIAMU U
ITP B anamuese manc pazButus [IP npu cnenyromieit 6epemenHocty B 2,3 u 7 pasza
BBIIIE, OTHOCUTENIbHBIN PUCK pa3BUTHS — B 2,3 U 8,9 pasa BbIIlIe.

Cpenn THUHEKOJOTUYECKHX 3a00JIeBaHUN 3HAYUMBIMU (aKTOpaMu pHCKa
passutus 1P Obum samomerpur (OR=1,9; RR=1,92), UIIH (OR=8,5; RR=7,2).
[Ilanc u oTHOCUTENBHBIN puck paszButus [P y xeHuH ¢ GakTepuaabHON W/WiH
BupycHoi nndexmueit B 10,6 u 8,9 pasa Bbiiie, 4yeM y KCHIIUH 0€3 HHPEKIIUU.

Cpenu ocnoxkHeHU 6EpEeMEHHOCTH 3HAYMMBIMK (DAKTOPAMU PUCKA PA3BUTHS
ITP obumn npesknamicus (OR=7,9; RR=7,5), CuaapoM orpaHnyYeHUs pOCTa II0aa
(COPII) (OR=10,4; RR=8,7).

HemanoBaxnyio ponbs B pa3zButud [IP, kak ObLJIO OTMEUEHO paHee, Urpaer
HACJIEJICTBEHHAs! OTATOIIEHHOCTD 10 HEOJIArOoNMpHUsATHBIM MUCX0JIaM O€pEeMEHHOCTEH.
Tak, maHC M OTHOCUTENIbHBIN PUCK pa3BUTUA [IP y >KEHIMH C OTATOLIEHHOU
HaciencTBeHHOCThiO B 13,1 u 10 pasza Bbilie, yeM y KEHIIMH ¢ OJAronoixy4yHoOu
HACJIEJICTBEHHOCTHIO.

HaunGonpiryro rpyrimy mo mporHoOCTHYECKUM TTOKa3aTeNsaM U (hakTopaM pucKa
cocraBmm OepemenHsie ¢ [P ¢ coderannoit matomorueir (26,8%), B KOTOpOW
MOTYT OBITh OJTHOBPEMEHHO (DaKTOPhI PUCKA BOCTIAIUTEIHLHOTO, Ay TOMMMYHHOTO 1
FEHETUYECKOr0 IreHe3a M T.JA. Tak, y KEHIIWH C COYETAHHOM IMAaTOJIOTHEMN IIaHC
paszButus 1P B 14 pa3 Bblle, 4eM y KEHIIHUH C OJTHON HO30J0THUEH.
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AHanu3 pe3ysibTaTOB MCCIENOBAaHUS MOKa3al, YTO CYHIECTBYIOT pPa3IUYHbIC
(dakTopbl pucKa pa3BUTHUSI MATOJOTUH, KOTOPbIE KaK Pa3/elIbHO, MO OTAEIbHBIM
npU3HaKaM, Tak U B COBOKYITHOCTH CJIyKaT MPOTHOCTUYECKUMH U KIIMHUYECKUMHU
KpuTepusiMu passutus 11P.

B uetBeptoii rnaBe nuccepranuu «l'eHeTHYecKHe AacMeKTbl CHUCTEMbI
reMoCcTasa y JKeHIIUH C MpexIeBpeMeHHbIMH PoAaMH NpPH TPoMOOuInm»
IPEICTaBICHbl  PE3yJbTaThl MOJIEKYJISIPHO-TEHETUYECKUX HCCIIEJOBAaHUN Ha
HocutenbcTBO Mytanuid C677T rema MTHFR, dakropa FV (Leiden) u rena
nmpoTpoMbOuHa y 6epeMeHHbIX. [IpocTieKTUBHBIE HccaeaoBanus MpoBeacHs y 121
oepemennbix ¢ [IP (ocHoBHas rpynma) um 114 >KeHOIMH € poAaMHu B CPOK
(xouTpOodpHAs Tpynma). Y 106 (87,7%) GepemeHHBIX OCHOBHOU Uy 54 (48,0%) —
KOHTPOJILHOM Trpymmbl ObUTa  yCTaHOBIIGHA TPHOOPETCHHAS, TCHETHYCCKU
oOyCIIOBJICHHass WM MyJbTUTeHHas Tpombodunus. [IpuoOperennas ¢opma
tpomOopunuu, T.6. ADPC, nuarHoctupoBaHa B OCHOBHOW rpymme y 41,9%
o6epemennbix ¢ [IP u tpomOGodunuelt, npu stom wuzonupoaHHas ¢opma ADC
oOHapyxkena y 20 u3 51,3%, a y octanbHbix 48,7% BBISBICHO COYETAHUE C
apyrumu mytanusimu. B koHtposnbHOU Tpynne ADC AuarHOCTUPOBaH JUIIL Y
4,1% ob6cnenoBannbix. Kak BumHO, puck pa3Butusi [P mouytu paBHO3HauUeH Kak
pyu HAMM4KU u3osmpoBaHHo dhopmbl ADC, Tak v pU €ro COYETaHUU C APYTUMHU
dbopmamu TpoMOOPHIIHHM, YTO OOOCHOBBIBAET HEOOXOAMMOCTH MPOTHO3UPOBAHUS
IIP B rpynmax pucka pas3sutua APC, yactotTa KOTOPOro HE UMEET TEHACHUUN K
CHUKCHHUIO.

TpoMOopuarueckue MyTalii B OCHOBHOM rpymine oOHapykeHbl y 75 (62%)
nanueHTok ¢ [1P, a cpeny sxeHIuH ¢ GU3HOIOTHICCKAM TeUeHHEM OepEMEHHOCTH
—y 32,4%. UccnenoBanue CTpyKTypbl MapkepoB TpoMOoduinu mokaszaio (puc. 1),
4yTO HauboJsiee pacmpoCTpaHEHHOU e€ Gopmoil B OOIIel MOMyJISAUUHA Y KEHIIUH C
TP okazancs momumopduszm C677T rena MTI'®P, koTopslil nuarHocTUpoOBaH y 63
(84,0%) mammentok, u3 Hux y 8 (12,7%) — romosurotHas u y 55 (87,3%) —
reTepo3uroTHas opma.

Teteposurotrnan K220 22222 2 7 A7 i I'omo3urorna

1yTanust (pakTopa MyTanusa GpakT(
C677T rena C677T rena
MTI' ®P MTT ®P
73,3% 10,7%

Myranua G20210A MyTanus paxTopa
reHa npoTrpoMouHa V Leiden

4% 12%

Puc. 1. CTpykTypa 1 4acToTa HACJAEACTBEHHBIX (popM TpOMOOPUINH Yy
skeHuuH ¢ IIP.

Myrtanus gakxropa FV Leiden o6Hapyxena y 7,4% >xenmus c I1P, u Bce oHM
OKa3aJiCh HOCUTEIBHUIIAMH Te€TepO3UTOTHOrO reHotuna. Peakas s a3umatckoi
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nonynsinuu MyTarus G20210A rena mpoTpoMmOuHa ompeneneHa Bcero y 2,3%
xeHuuH ¢ [IP, Bce OHU Takke UMeNU TeTepO3UTOTHBIN T€HOTHII.

[IpoBeneHHbIE HMCCIIEIOBAHUSI BBISABIIIM BBICOKYIO HAacTOTY MPHOOPETEHHOM!,
IF€HETUYECKU OOYCIIOBJIECHHOW WM MYJIbTUTEHHOW TpoMOODUINM y MAIMEHTOK C
[P, xoropast coctaBuna 62%, 4YTO CBUIETEIBCTBYET O 3HAYUTEIBHOW POJIU
TpOoMOO(UIINH B Te€HE3E JAHHOW MATOJIOTHH.

[Ipu paHHMX CpoKax HEBBIHAIIMBAHMS Yalle BBIABISUIUCH MPUOOPETEHHbBIE
(ADC) — B 44,4% u xomOunupoBaHHbe (Gopmbl TpomOopumuu — B 38,9%. B
0oJjiee MO3/IHNE CPOKH HEBBIHALITMBAHUS HAOII0/1a710Ch HOCUTEIHCTBO T€HETUYECKH
oOycnoBneHHbIX GopM Tpombodumuu (90,6%), n3 Hux mytamus MTHFR C677T —
B 82,8%, mytanus Leiden — B 13,8% u myranus B rene nporpombuna G20210A —
B 3,4%.

MonekyasipHO-TeHETUYECKHUE UCCIIEI0BAHUS BhISIBUJIU:

- HOCUTEJIHCTBO roMo3uroTHoro Bapuanta reHa MTHFR TT yBenuuuBaer puck
paszButus [1P B 4,1 paza;

- HOCHUTEIIbCTBO rerepo3urotHoro Bapuanta rena MTHFR CT mnoBeimaer puck
pasButus [1P B 2,4 pa3a, a HauOosiee HeOmaronpusaTHbIN auiens T — B 2,4 pa3a;

- HOCHUTEIIbCTBO TeTepo3urotHoro Bapuanta AG rena daktopa V yBeaumuuBaeT
puck paszsutusa 1P B 3,9 pasa, a Haubosee HeOmaronpusatHeidi ayens G — B 3,7
pasa;

- HOCHTEIBCTBO TeTepO3UTOTHOTO BapuanTa GA reHa mpoTpoMOWHA yBEIUYUBACT
puck pazsutus [P B 18 pa3, a Haubonee HeOmaronpusaTHeIA amiens A — B 17,7
paza.

[lomy4yeHHble pe3ynbTaThl MOKA3aJM, YTO HOCUTEIBCTBO HEOIArONMPHUSATHBIX
FEHOTUIIOB MOJUMOP(U3MOB HU3Y4a€MbIX T'€HOB SBISETCS CTaTUCTUYECKU
JOCTOBEPHBIM TE€HETHUYECKUM (akTopoMm pucka paszsutusi [IP B y30ekckoi
MOMYJISIUN, YTO TOJATBEPKAACTCS 3HAUYCHUSIMH KOd((HIIMEHTa OTHOCUTEIHLHOTO
pucka OR.

Takum o0pa3om, pe3yibTaThl HAIIMX HCCIEIOBAHUN TO3BOIMIA CHETATh
CIeayomui BeIBOA: B naroreHe3e [IP y >kxeHIMH BaXHOE MECTO NMPUHAIJIEKHUT
muccenc myrtanuu C677T rena MTHFR, cBs3anHol ¢ 3aMeHOM ITMTO3MHA Ha
TUMUH B moJoxkeHun 677 (ocoOeHHO roMo3uroTHeid reHotun T/T), Bemymieit k
CHUKEHUIO ()epPMEHTATUBHON aKTUBHOCTH O€JKa C HAaKOIJIEHHEM TOMOITUCTEHHA B
maasme. ['uneproMonucTenHeMUs IPUBOAUT K TOBPEXKACHUIO YHIOTENHUS COCYIOB,
KOTOpPOE€ COMPOBOXKAAETCS CHI)KEHHMEM CHHTE€3a OKHUCH a30Ta, aKTHBalUeu
MapKepoB JHAOTEIMAIBHOTO TIOBPEXKJIEHUSI C TOBBIIICHUEM BOCTAIUTEIIBHBIX
(dakTopoB U cHMxKeHueM nportuBoBocnaiutensHoro NJI-10. B pe3ynbrare 3Toro
npolecca B OpraHu3Me >KeHIIUH (OPMHUPYETCSl CKpbITas TpoMOodumus, KoTopas
MO/ BO3/ICHCTBUEM MPOBOIUPYIONTUX (haKTOPOB MPUBOJAUT K PA3BUTHIO PA3TUUHBIX
AKYILIEPCKUX OCIIO)KHEHUHU, B TOM yuciie u [1P. [l u3ydyenus natoreHeTuaeckunx
MexaHu3MoB pa3Butus [IP mpu TpoMmOoduanm ObUIM MPOBEACHBI HCCIETIOBAHUS
CUCTEMBI T€MOCTa3a 1 YHAOTETUATHHOU (PYHKIINN B TMHAMUKE OEPEMEHHOCTH.

CornacHO TMOJIyYEHHBIM JaHHBIM, y mnamueHtok ¢ I[P u TpombGodumueit
OTMEYAJIOCh TOBBINIEHWE KOATYJAIIMOHHOTO TMOTEHIMada W (YHKIIMOHAIBLHOM
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aKTUBHOCTH TPOMOOIIMTOB, pa3BHUBAIOIIEECS paHbIIE, YeM THUIEPKOAryJIsIus,
CBA3aHHAs C UUPKYJATOPHOM ajanTamuerl remocraza, Npu (U3MOIOTHUECKH
nporekatoieii 6epemenHoctu. [lpu sTomM Hambosee BBIPAKEHHbIE W3MEHEHUS
HaOmonanuch B rpynne nanmeHtok ¢ A®C u  MynbTureHHoil  Qopmoit
TpOMOOPUITHH.

UccnepgoBanus mokazaiud, yto y mnamnueHtok ¢ [IP nmpu tpombodunuun
UMEIOTCS CYIIECTBEHHBIC U3MEHEHUSI B CUCTEME IeMOCTa3a Ha MPOTSHKEHUU BCEH
O6epemeHHOCTH: ¢ | TpuMecTpa OEpEeMEHHOCTH THIEparperamnus TpOMOOIMTOB, B
JUHAMUKE OEPEMEHHOCTH MPUCOEAUHSIETCS THUIEPKOAryJSIUs B IUIA3MEHHOM
3BEHE TIEeMOCTa3a, OIEpeXKarouias CPOKM TeCTalMy C IIOSBICHHUEM MapKepOB,
aKTUBAallUM BHYTpHUCOCYIHUCTOro cBeprbiBanus. llpm stom B III Tpumectpe
OepeMEHHOCTH JOCTOBEPHO BBIPAXCHHBbIE W3MEHEHHS B IUIA3MEHHOM H
TPOMOOILIUTAPHOM 3BEHE TeMOCTa3a HaOMIONAIOTCA Yy MallMeHTOK T'€HETUYECKOU
dbopmoit TpomOodpuHK (Tadm. 1).

Taoauma 1

Ioka3aTen KOaryJaorpamMmsl y sKeHIUMH ¢ NpekIeBpeMeHHbIMH poaamu B 111
TpUMecTpe
I'pynma nanpeHToK
Hoxasaress KOHTpOJ‘ILHaH,}ll’lH:5O ocHoBHag, N=119* P

KomiugecTBo TpoMOOIIHTOB, 10%/n 203,6+£10,8 235,8+6,6 <0,05
Arperamusi TpoMOOTITOB, % 105,3+3,2 97,1+£2,0 <0,05
AIITB, ¢ 35,5+0,8 35,9+0,3 >0,05
I1B, ¢ 14,94+0,2 15,4+0,1 <0,05
dubpuHoreH, /1 3,1+0,1 3,8+0,2 <0,01
POMK, mkr/100 mi 6,8+0,5 8,8+0,2 <0,01
IIpumeyanue. * - BBUJYy MaJIOil BBIOOPKH M3 pacuyeToB HckitodeHsl 2 ciydas OPIIP npu cpoke

recraimu 24-25 Henemnsb.

[To mepe yBemMueHHs CpOKa recTalliy Y BCEX KEHIIMH B IJIa3M€E MMOBBIIIATIOCH
TaKke KoiuyectBo pactBopuMoro ¢uoOpuna (POMK). B ocHoBHOI rpymnme 3TOT
MoKa3aTesib MpeBbIai KoHTpoib B 1,8 paza (8,8+0,2 mpotuB 6,8+0,5 mkr/100 mu;
P<0,01). I[Ipuuem ypoBenb POMK B 11a3mMe KOppenupoBajl CO CTENEHbIO MOBBILIEHUS
KOHIIEHTpalmu (pUOpUHOTeHa CO CpelHed MOJIoXKUTEIbHON CBs3blo (r=10,59), urto
CBUJIETEIBCTBOBAJIO O COCTOSIHUM aKTUBALIMM CBEPTHIBAHUS KPOBU.

KomiectBo TpoMOOIIMTOB B MEpUPEPUUECKON KPOBH ITHUX MAIMEHTOK OBLIO
3Ha4MMO GOJIBIIE, YeM B KOHTPOJBHOH rpymme (235,8+6,6-mpotus 203,6+10,8-10%;
N%=+13,6; P<0,05), uT0, 0O4€BHUIHO, CBSI3aHO C aKTHUBAIMECH TPOMOOIIMTAPHOTO 3BCHA
reMocTaza. ATperalyoHHas aKTUBHOCTH TPOMOOIMTOB Yy MAaIMEHTOK OCHOBHOM
IpYyMIbl NPAKTUYECKH HE MEHSUIACh, HE OTJIMYASCh OT KOHTPOJS (COOTBETCTBEHHO
97,1£2,0 u 105,3+£3,2%, 1%=-7,8; P>0,05), uto cornacyercs ¢ aanHeimMu E. A.
AnsoreBoit (2008) o marMeHTKax C HACIEICTBEHHOW MPEAPaCIIONOKEHHOCTHIO K
MOBBILIEHHOMY TPOMOOOOPa30BaHUIO.

Takum oOpa3zoM, cucTeMa TeMOCTa3a y >KeHIIMH C MPEeXIeBPEeMEHHBIMU
ponamu B IIl Tpumectpe OepeMEHHOCTH XapaKTEpPU30BAJIaCh AaKTHUBAIEH
TPOMOOIIUTAPHOIO TEeMOCTa3a 3a CYET VYBEJIMYEHHUS YHUCIA TPOMOOILIMTOB,
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YCUJIEHHEM  KOAaryJsIIMOHHOTO TMOTeHlIMana (TUMEpKoaryisuus) 3a CuHeT
NOBBIIICHUS  MPOKOArYJISHTHOM  aKTUBHOCTH  (DaKTOpOB  CBEpPThIBAHUA W
3HAUUTEIBLHOTO paclIupeHus myna (GuOpuHOreHa B IUIa3Me, B PE3yJbTaTe Yero
3HAUUTEIBHO YBENUUMIOCh KomdecTBO POMK — cBujeTeneit TpoMOMHEMUH.

B nsaroii rnaBe nuccepranun «KiuHuveckoe TedyeHue OepeMeHHOCTH,
PO/IOB U MOCJIEPOAOBOI0 MEPHOIA Y KEHIIUH C NpeKIeBPeMEHHBIMH POAAMID)
OMHCaHbl PE3YNbTAThl HCCIEAOBAHUS, IEIbI0O KOTOPOro OBUIO OmIpeneseHue
3HAaYUMOCTH BBIBICHHBIX B XOJI€ PETPOCIEKTHBHOTO aHaM3a (aKTOpOB pHUCKa
paseutus [IP, B 3aBucumoctu oT opmbl TpomOobmmmnu. B 3aBucuMocTu oOT
dbopMbl TpOMOOGMIMK MANMEHTKH OCHOBHOW TPYNIBI ObUTM pa3feieHbl Ha 3
noarpynmel: 1-1 — 20 manuentok ¢ [P u A®C, 2-9 — 46 xenmun c [P u
reHeTudecko dopmoit TpomOodpuamu, 3-1 — 27 oOcnemoBanHbix ¢ [IP u
MYJIBTUTEHHON (opMoil TpoMOopuInn.

B pesynpTaTe mOpPOCNEKTUBHOTO aHainu3a BbIABICHO, 4YTo [IP wame
HAOJIOMANIMCh Y JKEHIIMH B Bo3pacte 25-29 ner u crapuie 30 ner (cpemHuit
Bozpact 30,4+5,8 roma, B rTpymnme cpaBHeHuss — 27,6£8.4 roma). Y 34,4%
HAIlMEeHTOK B CEMEIHOM aHaMHE3€ BBISBJIECHBI TPOMOOTUYECKUE SMU30bI (OCTPHIi
uH(papKkTa MHUOKapJa, HUHCYJIbT, TPOMOO3 TJIyOOKHMX BEH), a TakKKe HaJudue
IPEXKIEBPEMEHHBIX POJOB.

W3 comaTudeckoii natoysoruu B rpymnme et ¢ [IP nocroBepHo vaie yem
B TPYIIE CPaBHEHMsSI BBISBISUINCH 3a00JIEBaHUS CEPIICYHO-COCYAUCTON CHCTEMBI,
XPOHUYECKUW TOH3WJUIUT, BAPUKO3HAs 00J€3Hb, 3a0051€BaHUs TOUeK (Tadn. 2).

Tabimuna 2
Comarunueckas narosorus oepemenubix ¢ [IP u pazauunbimu popmamu
TPpOMOOGUIHHI
ITP u ADC, IIP u renernyeckue IIP u MynbTUTCHHBIE
Cmarnyeckas maTonorus n=20 dbopmbl, N=46 dopmsl, N=27
abc. % abc. % a0c. %
ITaTonorusa mMuUTOBUIHOM 5 25,0 13 28.3 10 37.0
KEJIE3bI
3abonesauns CCC 3 15,0 8 17,4 16 59,3**
Bapuko3sHas 60J1e3Hb 6 30,0 12 26,1 10 37,0
Jlerckue nHPEKIUN 9 45,0 15 32,6 15 55,6
3aboeBaHus MOYEK 11 55,0 20 43,5 18 66,7

[Tpumedanune. * - P<0,05 no cpaBHEHHIO ¢ TAlIMEHTKaMH 1-i rpyIIbL.

Crnemyer OTMETUTh, YTO CEPJCUHO-COCYAUCTHIMU 3a00JIeBaHUSMU (PEBMOKAP/IUT,
apTepuaibHas THUIEPTCH3US, MHUOKAPAWT, NPUOOPETEHHBIC TIOPOKH cepala —
MOTpaibHbIl CTEHO3) HKEHIMHBI OCHOBHOM IPYTIIBI CTPaiaiiv B 2,2 pa3a Jalie.

N3 runekosoruveckux 3a0oJjieBaHUN MPU HACTYIUICHMM OEPEMEHHOCTH B
OCHOBHOM TpyTINe HEOJIaronpusATHBIMU B MMPOTHOCTHYECKOM TiiaHe Obutn B3OMT,
4acTOTa KOTOPBIX B OCHOBHOM rpymnme coctaBuiia 54,8%, a B rpyIlie CpaBHEHUS
20,1%, 1.e. B 2,5 pa3a MeHbIIIe. DpO3us IMICHKH MaTKH, OCCIIONE 1 MUOMA MaTKH
y MaIMEHTOK TPYIIIbI CPABHEHUS BBISIBIISUIUCH COOTBETCTBEHHO B 2 U 3 pasza pexe.
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Cnenyer ormetuth, 4to y 12,9% mnauuentok c¢ IIP B aHamHe3e oTMeuanoch
oecruioaue, npudeMm y 7,5% u3 Hux oHo Obutio nepBuyHbIM (ITP HacTynumu nocne
ero JyieueHusi) u y 5,4% — BTOPUYHBIM, HACTYNHUBIIUM IOCJE HEOJIArOnpHUsSTHOTO
UCXO0JIa OJTHOM WJIM HECKOJIbKuX OepemeHHocTeil. [lpu ananuse mapurtera posioB
BBISIBJIEHO, YTO TOBTOPHOOEPEMEHHBIX C OTATOILIEHHBIM aKyIIEPCKUM aHAMHE30M B
OCHOBHOM rpytine ObUI0 T10CTOBEPHO Oouibilie B 4,4 paza, 4yeM B IpYyIIe CPAaBHEHHUS
(P<0,001), mpuuyem 3Haummo uamie B rpymmne ¢ ADPC u MylIbTUTCHHON (hopmoit
TpoMOopuINH.

Ananu3 penponykTuBHOM ¢yHkiuu OepeMeHHsix ¢ [IP mokazam, uyto
CaMOTIPOM3BOJIbHBIE BBIKUABIIIN B CpPOKe 10 12 Hejenp dYaimie BCTPEYAINCh B
rpynme ¢ ADC (40,0%) u B rpymnme ¢ MyJIbTUTeHHOU (hopmoit TpombOodmmm
(51,9%), pexe cpenu OepeMEHHBIX C TEHETHYECKOW ¢opmoit TpomOopmmnu —
30,4%. Camonpou3BOJIbHBIC BBIKUABIIIM CPOKOM Oojee 12 Henenb B Tpymrme
OEpeMEHHBIX C TeHeTh4YecKkor Qopmoil TpomOodumuu BCTpeyanuch yamie B 1,8
pasa, yem y narueHTok ¢ ADC u B 2,1 pa3a yamie, 4eM B IpyIIe ¢ MyJIbTUTEHHON
dopmoit Tpombodrinu (P>0,05). IIpexneBpeMeHHbIe pOIbl B aHAMHE3€ B CPOKE
recraruu 22-27 ueaenu coctaBuiim 40%, B 28-33 Hegenu — 36%, HauMMEHBIINH
yaenbHbIN Bec puxoauiics Ha [1P B 34-37 nenens — 24%.

Haubonee  dYacTeiM  OCJOXKHEHHEM  JIaHHOW  OepeMeHHOCTH  Oblia
MPEdKIAMIICUSI, YTO TOATBEP)KIAeT pPE3yJbTaThl PETPOCIEKTUBHOIO aHAIM3a.
Jlerkast mpeskIamIIcusl HaOMIOAaIach BO BCEX TPYIIIAX XEHIIUH C Pa3THYHBIMHU
dbopmamMu TpoMOOpuUIMKU, HO HAMOOJIEe YaCTO OMNpEesIach Yy MAIlUEHTOK C
reHetuueckot (26,1%) wu wmynerurennot (22,2%) dopmoit TpomOOdHIHN.
Tsxenas mpeskiiamrcus HaOoaanach Toiabko B rpynne ¢ [IP u MynbTureHHoi
dopmoit  Tpombopunuu  (29,6%). B orauume ot npesknamncuu, OITH
HaOmoganack Bo Beex rpynnax ¢ [P u Hanbonee yacto B rpymnne MyiabTUT€HHOU
(51,9%) dopmoit tpombodmuu u ADC (40%), uto B 2,2 u 1,7 pasza yaiie yem B
rpyImIe ¢ reneTudeckon popmoii pomOoduIun.

AHanu3 paHHOM OepemMeHHOCTH ToKazan (Tabi. 3), 4TO TaKUe MCXOJbI
O6epemeHHOCTH Kak panHHue BuIKuAbIU (11,1%), anTeHaTanbpHas rudenb 11012
(18,5%), HeonaranpHas rudenb HOBOpOxKACHHBIX (33,3%) BCTpeyanuch TOJBKO B
rpynmne ¢ MyJIbTUTeHHOU (opMoit TpomOobumnu. [lo3gHuEe BBIKUIBIIIM TaKXKe
3HAYUMO 4Yalle pPErUCTPUPOBATIUCh, B TPYINIEe C MYJIbTUTEHHOW dopMoi
TpoMOopunu (25,9%).

Takum 00pa3oM, MPOBEICHHBIA aHAIU3 CBUIETEIBLCTBYET O TOM, YTO BCE
KEHIIMHBI €  pa3nu4yHbiIMM  QopMaMd  TpOoMOO(DUIMKM HUMEITU  CEPbE3HO
OTSITOIIICHHBIA aKyIMIEPCKUH aHaMHE3, BBICOKYIO YaCTOTy JSKCTPareHUTATBHBIX
3a00JieBaHUN W OOYCJIOBJIECHHBIX HWMH OCJIOKHEHHM, a TaKkKe BOCHAIUTEIbHBIX
IPOIIECCOB T'eHUTATUH, B TO BpEeMs KaK y IMalMEHTOK KOHTPOJIBHOW TPYyNIbl (OH
JUTST HACTYIUICHHWSI W TIPOJIOHTUPOBAHUS OEpPEeMEHHOCTH ObLT ropasfo Oolee
0JIarOMPUSTHBIM.

Bricokas dacrtota 3a00yieBaHUN W OCJIOXHEHUH OEPEeMEHHOCTH B TIEPBYIO
ouepenb OTPAKAIOTCS Ha CTPYKType W (QYHKIMOHUPOBAHUHU (ETOIUIAIICHTAPHOTO
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KoMIuiekca. [l ompeneneHus CTENeHH BIUSHUS TpoMOOo(duiInueckux (akTopoB
MBI U3yYWJIA COCTOSIHUE TIAIICHT B 3aBUCUMOCTH OT (hopMbI TpoMOOobMIny.

Tadauua 3
CTpyKTypa penpoayKTHUBHBIX IOTEPb M APYITHX OCJI0KHEHUI B aHAMHe3e
y nanueHToK ¢ IIP u pazanuyabiMu popmamu TpoMO0GuINu

TP u ADC IIP 1 renernyeckue IIP u MynbTUTCHHBIE
1=20 ’ dhopmbl dhopmbl TpoMOODUITHH,
Crpykrypa B tpomOodunu, N=46 n=27

aobc. % aoc. % aoc. %
CaMonpoun3BosIbHbIE 8 | 400 14 304 14 51.9
BBIKUJIBIIIN B CpOKe 110 12 Hen.
Camornpou3BOJIbHBIE
BBIKHJIBIIIHN B CpOoKe Oonee 12 5 25,0 21 45,7 6 22,2
HEJI.
AHdTenaranpHasg rudenp mwiona 4 20,0 7 15,2 9 33,3
[TpexeBpeMeHHBIC POJIBI 7 | 350 11 23,9 7 25,9
HeonaranrHas rubeib 5 10.0 7 15.2 10 37.0%
HOBOPOKJICHHOTO

W3ydyeHue MialeHT MOKa3ajo, YTO IMPOUCXOJSAIIME MaTOMOP(OIOTHUECKUE
U3MEHEHUSl XapakTepusyroTcsd UHpapKTamMHu, OTJOKEeHHeM (QuOpuHOUga €O
CTOPOHBI MEXBOPCUHYATOTO MPOCTPAHCTBA, (PUOPUHOUIHBIM MEPEPOKICHUEM
SIUTENNSI BOPCHUH, CTPOMBI M CTEHOK COCYJIOB, KOJUIAr€HU3alHUel CTPOMBI,
YMEHBUIEHUEM KOJINYECTBA KPOBEHOCHBIX COCYJIOB B CTBOJIOBBIX M TEPMHUHAIbHBIX
BopcuHax (puc. 2), penykiued oObeMa MEXBOPCHHYATOTO IMPOCTPAHCTBA,
YBEJIMYEHUEM  CUMIUIACTUYECKMX  TIOYEeK C  TOpU3HAKaMu  JUCTpoduu,
MOP(OJIOTUUECKOW HE3PENIOCThI0 IUIALCHTHI, MPEeo0IalaHueM MPOMEXYTOUHBIX
BOPCHH WU JUCCOLIMMPOBAHHBIM PA3BUTHEM KOTUJIEAOHOB. OTMeuaeTcss TpomO03
COCYZIOB BOPCHMH W XOPHAJIBHOM ITACTUHKH C Pa3BUTHEM HUIEMUU CTPOMBI H
otioxkeHuem ¢pudpunounaa (puc. 3).

Puc. 2. PomeHnua P., 20 neT, | P“°° 3 PomeHnua T., 21 FOII
Bepemennocts |1, poawi |, 32 nen. bepemennocts |, poast |, 29 Hen.
Oxpacka reMaTOKCMJIMHOM U 303UHOM. Oxpacka reMaTOKCHJIMHOM H
06.10, ok.10. 303uHOM. 00.10, 0k.10.
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Hcxons u3 pe3ynbTaToB HCClenoBaHus, Mmexanu3M ¢opmupoBanus [P mpu
TPOMOO(DHINH MPEACTABIACTCSA HaM CIIeAyomuM oopasom (puc. 4).

Xponudeckuit BocmanuTenpHBIN mporecce (313, B3OMT)

v

HOBpe)KILCHI/IC OHAOTCIINA COCYA0B

A 4 A 4

HuchyHKums s3HA0TENNS ¢ HApYIICHUEM

GyHKIUE TPOMOOIIUTOB Tpombopunus
/ v\
[Iprnobperennas CwmemnranHas I'eneTndeckas
Hectpykuus JHK
v < y —
A®C C677T Myrarus Leiden FV
MTHFR npoTpoMOHHA

Hapymenne remoctasa (runepkoaryssius
B TUTA3MEHHOM H TPOMOOITUTAPHOM 3BEHE)

A 4

A 4

MopdocTpyKTypHBIE H3MEHEHHUS B
TUTalleHTe

A 4

[IpexneBpeMeHHbIE POABI

Puc. 4. Cxema pa3BuTus npe:kaeBpeMeHHbIX POJAOB NPU TPOMOOPUIHNH.

B ocHoBe pa3BuTtHs TpOMOO(DUIMU JIEKUT BOCIAIUTENBHBIN MpoLecc B
SHAOTEJIMUA COCYAOB U, KakK CIEJCTBUE, W3MEHEHUS (QYHKIUU TPOMOOLMTOB.
AKTHBaLMs PHAOTENUS M JIEMKOLMTOB — HEPA3pbIBHO CBSA3aHHBIA mpouecc. B
YCIOBHSIX XPOHMYECKOTO BOCHAJIUTENBHOIO MPOLECCA, KAKOBBIMU SIBJISIOTCA
SHJIOTEINATBHO-JIEMKOLIMTAPHBIE B3aUMOJACHUCTBUSA, MOKET 3aMbBIKAThCSI TTOPOYHBIN
KpyT, B pE3yJIbTaT€ 4YE€ro pPa3BUBAKOTCA CUCTEMHBI BOCHAIUTEIbHBIA OTBET,
TOTAJILHOE TMOBPEXKACHUE HHAOTEIUS W HapylleHue (YHKUHUA BCEX OpPraHOB U
TKaHEeW opraHu3Ma, NPUBOJAIIUX K PA3BUTHIO TPOMOO(PUIIHH.

Bocnanenue »sHporenus (dHOOTeNUanbHas JUCHYHKIMS) U W3MEHEHUS
GyHKUMM TpPOMOOIUTOB CHOCOOCTBYIOT Pa3BUTHIO TPOMOOPWINHM, TO €CTb
CTAHOBSITCS ~ IYCKOBBIM  MEXaHM3MOM  Pa3BUTHUS ~ TPOMOOQWIMH  TIpH
HACJIeICTBEHHBIX Je(eKTaX CHCTeMbl reMocrtasza, a Takxke pa3Butuio ADC.
HacnenctBennsie  nedexTsl  TPOMOODUIMYECKMX TE€HOB  3aKIIOYAIOTCS B
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yKOpoueHuu TenomMepasbl Ha KoHumax JIHK, uro npuBoautr K HU3MEHEHUSIM
ctpyktypel JIHK — mnepedopmarupoBanuto amuHokuciaor, MOToTudyeckomy
U3MEHEHHIO KJIETOK (MyTallusl reHa).

Tak, npy HaIMYUHK reHeTHYeCKorW TpoMOoduauu (MyTamus Leiden, myramus
reHa npoTpoMOMHA) MPOUCXOAUT HETOCPEACTBEHHO HApYIICHUE TeMOCTasa MmyTeM
aKTUBAIIMU TPOTPOMOOTUYECKUX MEXAHU3MOB, T.€. YBEJIIMUEHHUS YPOBHS aKTUBHBIX
(GakTOpoB CBEpTHIBAHUS W TPOMOMHEMHUHM, aKTHBAlMM KIETOYHOIO 3BEHA
reMocTasa (TpOMOOIIUTHI).

Hanwune myrarmum Leiden mpuBOIUT K Pa3BUTHIO HEYYBCTBUTEIBLHOCTH V
dakTopa K pAacUICIUICHHIO aKTHUBHUPOBAaHHBIM mpoTemHoM C, HapyIICHUIO
aerpagauuu  (aktopa Va, UYTO COMPOBOXKIACTCS YCHUJICHHEM OOpa30BaHUs
TpoMOuHa. bonee Toro, myranTHBIA (daktop V yMmeHbIIaeT KO(aKTOPHYIO
aKTUBHOCTH B cucreMe Hedtpamm3anmuu Villa ¢dakropa axTuBHpOBaHHBIM
nporenHoM C. DTO NPUBOJUT K BOBHUKHOBEHUIO COCTOSIHUSA, KOTOPOE HA3bIBACTCS
PE3UCTEHTHOCTHIO K aKTUBUpOBaHHOMY npoTenHy C. B pe3ynbrare yBennunBaeTcs
reHepanus MPOTPOMOMHA, U BO3HHUKACT COCTOSHUE TUIEPKOATYIAIMH, YTO
MOBBINIAET PUCK BOBHUKHOBEHUSI TPOMO03a.

[Ipyu HamMuuu MyTalMu TE€HA MPOTPOMOMHA HHUKAKUX XUMHUYECKUX
U3MEHEHUN caMOro MpoTpoMOMHA HE BO3HHUKAET, OJHAKO OOHapyKUBArOTCS
MOBBIIICHHBIE KOJIMYECTBA HOPMAJIBHOTO MPOTPOMOMHA, UTO CBS3BIBAIOT C
yBenuueHuem ctabuinbHoctu ero MPHK.

[Ipu Hanuuuu reHeTnueckoi TpomooPumn — myrauuu reska MTHFR C677T
MIPOUCXOJIUT TMOBBIIIEHUE YPOBHSI TOMOIIMCTEMHA U CHUXKEHHE YPOBHS METHOHMHA
B mia3me. Ilpm cHmwxenun ¢yaknqun MTHFR  wapymaercss nocraBka u
MeTabo0siu3M (OIMEBOM KUCIIOTHI, YTO MPHUBOJIUT K HAKOIUICHUIO TOMOLMCTENHA B
KpOBH, IIOCJEHEEe HaNpsSMyl0 KOppEIMpyeT C  YrHETEHHEeM CHHTE3a
TpOMOOMOIyJIHA, TIOHMKEHUEM aKTUBHOCTU aHTUTpomOWHa III u sHporeHHOTrO
renapuHa, a TakkKe C aKTUBAIMEl BBHIPAOOTKH TpoMOokcaHa A2. DTH M3MEHEHUS
BBI3BIBAIOT MUKPOTPOMO0O0OpA30BaHUS M HAPYIICHHE MUKPOLIUPKYIISIUH.

Hanmuune tpomOodunuu kak Qaxropa pucka B 3aBUCUMOCTH OT BHIA U
dbopmbl  (mpuOOpeTeHHAs, TIeHEeTHYeCKas  WJIM  MYJIbTUTCHHAs)  BeJeT
HEMOCPEACTBEHHO K HAPYIIECHUIO FEMOCTa3a — TUIEPKOAryJISLNY, B TOCIEIYOLIIEM
K (QeToraneHTapHod HEJOCTATOYHOCTH W MOP(GOCTPYKTYPHBIM H3MEHEHUSM B
IJIAlEHTE, KOTOPbIE XapaKTEPU3YIOTCSI CHMXKEHHUEM MECTHBIX aHTHKOATYJISTHTHBIX
MEXaHU3MOB, CIBUIaMH TE€MOJMHAMUKM MAaTOYHO-IUIAllEeHTapHOro OacceliHa,
COMPOBOXAAIOIIKECS] MOP(OCTPYKTYPHBIMU H3MEHEHUSIMU B IUTalleHTe (B BHUC
UIIEMUU M HEKpo3a). B KOHEYHOM HTOre CO3/Jal0TCs YCIOBHUSL JJIA Pa3BUTHS
IPEKIEBPEMEHHBIX POJIOB.

B mecroii rmaBe nuccepranuu «lIpuHomnbl BeaeHuss OepeMEHHOCTH H
POOB Y JKEHIIHMH ¢ TpomOoduaueii» omucaH pa3pabOTaHHBIA MMOITATHBINA
QITOPUTM BEJICHUS >KCHIIMH OCPEeMEHHBIX MPU TPOMOODUINK W OIIEHEHa €ro
s dexTuBHOCTH (puc. 5). ANroput™m BeneHUS OEpPEeMEHHBIX MpU TPOoMOODUIUU
COCTOUT M3 HECKOJBKUX 3TaroB. [IepBrIif aTan npeactaBisieT co0oil onpeneneHue
¢daktopoB pucka pazsutus [1P mo pazpaborannoii Tabmuie nporaosupoBanws [1P.
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Ha BTOpOM 3Tame ycTaHaBIMBaau CTENEHb HApYIIEHWH TreMocTa3a U (paxT
TPOMOOQUIINKU: OINpENEIeHUE KOJIMYECTBa TPOMOOLMTOB, OLIEHKA arperaloHHON
aKTUBHOCTH  TpoMOOIMTOB co  ctumyistopamu  AJID,  agpeHannHoM,
PUCTOMULIMHOM, KOJJIAT€HOM, arpeCKPUHTECTOM.

Tperuii »sTam  BKIIOYaJ  [POBEIECHUE  MOJIEKYJSIPHO-TEHETHYECKOIO
uccinenoBanuss Ha HocutTenbcTBO MyTanui C677T rena MTHFR, daktopa V
(Leiden), rena mporpombuna G20210A.

YeTBepThIi 3TAIl: MPU OMPEICIICHUN OTHOLICHUS KEHIIWHBI K TPYIINE pUCKa
pasButusa [IP, a TakKe BBISBICHWHM I'€HETUYECKUX W3MEHEHUM W HAPYLICHUU B
CUCTEeME  TreMocTa3a  HeoOxonauMo  mpoBeaeHue  auddepeHIpoBaHHON
npoQUIAKTUKKA JaHHBIX HAPYIICHUN Ha3HaYe€HHUEM MPOTUBOTPOMOOTHUECKOMN
Tepanuy aHTHArPEraHTHRIMHU MIpernapaTaMi U MyJIbTUBUTAMUHAMHU.

| ANCODHTM BefieH#s XEHLMH C TPOMBOGMANER OTHOCAIIAXCA Kk puCKy Ha pasanTva P |

OTAroweHHbIN MepeHeceHHbIe ConyTcTBylOWME OTAroweHHbIN
aKyLlWwepCcK1i aHaMHe3 MH(EKLOHHHbIE UnK 3aboneBaHuu conpo

TPOMOOTUYECKNIA U

W
I'Iiuoﬁie'reHHaﬂ }__> 5 leHeTnyeckas

| HemeankavenTotas | 1. Meaukawentosnan | —
| Gonvesan kncnora | | Knekcaw (HMI) |

Puc. 5. Aaropurm BeieHHsI sKeHIIUH ¢ TPOMOOduIHell ¢ pUCKOM pa3BUTHS
NpeKAeBPEeMEHHbIX PO/IOB.

C uenbto oueHku 3(PPeKTUBHOCTH pPa3zpabOTAHHOTO aNrOpUTMa BEACHUS
OepeMeHHBIX Tpynmbl prucka pazsutus [P Mbl HaOM0gaMM 69 MAMEHTOK TPYIIIHI
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pucka pasutus I[IP ¢ BbIABIEHHOW NPUOOPETEHHOM, HACIEACTBEHHON WM
MYJIBTUTE€HHON (opmoit TpomOoduanu (y oOClieIOBaHHBIX MAIMEHTOK BBISBJICHA
MUPKYJIALIUS TeX WIM HHBIX MapkepoB TpomoOoduiuu). M3 Hux 45 manueHTok
(oCHOBHasl TpyIlNa) TPYIIBl pUCKa ¢ TpomOoduiaued, HauuHas ¢ 5-6 Heuelb
OEpeMEHHOCTH B KOMIUJIEKCE MAaTOreHETHYecKoi Tepanuu (0a3sucHas Tepamusi)
nenbto npodunaktuku [P monmyuyanm mnpemsio)keHHOoe Hamu JedeHue, 24
OepeMEHHBIX PENPE3eHTATUBHON IPYIIIBI MOTYYall TOJBKO «Oa3uc-Teparuio.

AHanmu3 TedeHus: OEpEeMEHHOCTH KCHINMUH Ha (oHEe TpomMOOoDwmInu mokasa,
9TO B TPYIIe OEPEMEHHBIX, IMOTYYABIINX KOMIUICKCHYIO TEPAMHIO C BKIIOUYCHUEM
KJIEKCaHa, OTMEYaJIOCh 0OoJiee OJIaronpusATHOE TEYEHHE OEpPEeMEHHOCTH, O YeM
CBUCTENHCTBOBAIIO MEHBIIEE YHCIO OCIOKHEHUN OEpEeMEHHOCTH, YeM B TpYIIe
CpaBHEHHUA. AHAJIN3 UCXOA0B OEPEMEHHOCTH B IpyInax OepeMEeHHbIX MOKa3all, 4To
CpenHsisi MPOJOIKUTENFHOCTh OEPEMEHHOCTH M 4acTOTa CBOEBPEMEHHBIX POJIOB
OBLITM JJOCTOBEPHO BHIIIE B TPYIIE >KEHIUH, MOJIYYaBIINX MPEII0KEHHYI0 HAMU
tepanuio (u2=6,37; P<0,05), B To BpeMsi KaKk 4acTOTa MPEXKJIECBPEMEHHBIX POJIOB
OblIa JOCTOBEpHO MeHbIe B 3 paza (42=3,52; P<0,02), a yacTora moreps 1ioja
6onee yeMm B 3 paza (u2=3,69; P<0,05).

bonee OnarompusiTHO€ TedyeHHE OEPEMEHHOCTH M POJOB OTPA3WINCh Ha
COCTOSSHUM  HOBOPOXJEHHBIX. KomruiekcHass  Tepamusi ¢ BKJIIOYEHUEM
npOoPUIAKTHKYA TPOMOOPUIMUECKUX OCJIOXKHEHUN CIOCOOCTBOBAIa CHUKEHUIO
YacTOThl TEPUHATAIBHBIX OCJIOXHEHHH, MPU STOM YacTOTa acPUKCUU III0]a
cHuzmiace Ha 23,6% (P<0,05), runorpoduu mmoaa na 21,4% (P<0,05). Takum
o0Opazom, [IPUMEHEHUE KOMILUIEKCHOMN IPOTUBOTPOMOOTUYECKOMN u
BUTAMHHOTEpANUu Yy OEpEeMEHHBIX Tpymibel pucka passutus [IP crmocobcTtBoBaio
0oJiee OJaronpUATHOMY TEUEHUIO U HCXOAY OEpEMEHHOCTH.

B nmannoii uccnemyemoit rpynme xenmus (2011 r — 35, 2012r -30, 2013 r -
35) mnpeaBapUTENbHO PACCUYUTHIBAIM OOIIYI0 CTOMMOCTH T'OCYJAapPCTBEHHBIX
(uHAHCOBBIX 3aTpaT B ciydae 0e3 MPOBEACHHS MPOQPMIAKTUKUA, U PE3YJIHTATOB
CpaBHUBAIH C (PaKTUUECKUMH OIOPKETHBIMU 3aTpaTaMu B JaHHOU TpyIIIie.

Oxonomuueckas 3¢ pexktuBHoCcTh B 2011 roay coctaBuin 76,67%, B 2012 roxy
—73,48%, a B 2013 rony 77,99%. 3naunt muHumuzauus 3arpatr B 2011 romay
coctaBuil 28456750 cymoB, B 2012 romy 22348800 cymoB, a B 2013 rony
36195600 cymos.

Cpennss kovika st y skenmuH ¢ [IP B 2011, 2012 u 2013 roay cocraBmiio
15, 13,2 u 15,9. A y OCHOBHOM TpyINIibl KEHUIUH CPEIHUN JEHb NMpEObIBAaHUS B
craupoHape cocraBun 3,2 nHeil. B pe3synprare XOpomien KIMHHUYECKON
3¢ (PEKTUBHOCTH TMOCJC MPOBEACHHOW NMPO(DHIAKTUKY Y JaHHBIX JKEHIUH POJIBI
OPOU3OLUIM  CBOEBPEMEHHO U  CJEIOBAaTEIbHO COKpallleHa JJIMTEIbHOCTh
npeObiBaHus B crauuoHape B 4,5 paza. KoadduiumeHT MeaunuHCKON
PE3YIBTATUBHOCTH, OTPAKAIONTUN YUCIIO KEHIUH, Y KOTOPBIX POJIBI MTPOU3OIILIH B
CPOK, U CpeAu HHUX HaXOMATCS SKEHIIUHBI C JOCTHUTHYTBHIM JKEJIaeMBIM
pesyabtaroM, B 2011 roay cocrasun 0,84, B 2012 rony 0,83, a B 2013 roay 0,87.
Oco000 ciexyer OTMETUTH, YTO YEM OOJIbIIE JAHHOTO KOHTUHTEHTA KCHIIUH OyayT
MPOBECHBI TpeArpaBuapHas Npo(UIAKTUKA, TEM BBIMIE OYIyT TMOIyYEHbI
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K02 (D PUITUEHT MEAUIIMHCKOMN PE3yTbTaTUBHOCTH, KOTOPHIN IPUBOJIUT K CHIDKCHHIO
cpeau oO1el momyJsiuy poaoB yactoty I1P.

Koaddunment conuanbHOW  YIOBJIETBOPEHHOCTH  PACCUUTHIBAIM  Ha
ocHOBaHMHU ompoca y 100 SKEHUIMH TMOJYyYMBIIMX MpeArpaBUAaApPHYIO
npodunakTuky. Bce ompammBaemple OBLIM  yAOBJICTBOPEHBI Ppe3yJibTaTaMH,
OATOMY KO3(MUITMEHT COCTABUII STUHHUILY.

3AK/IIOYEHUE

1. YcTaHOBJIEHO, YTO YaCTOTA MPEKIACBPEMEHHBIX POJIOB COXPAHSIETCSI BBICOKOW U
B cpenHeM cocTtaBisieT 18%, B CTpyKType KOTOphIX o4deHb paHHue [IP paBHBI
5%, pannue I1P — 43,4%, I1P — 51,6%. Ilepunaransnas cmeptHocTh nipu [1P B
cpeaHeM coctaBuna 274,8%o0, TpU STOM camblii BBICOKHMI TOKa3aTelb
PETUCTPUPYETCS MPU CPOKaAX rectauuu 28-33 HellelH.

2. Cpenu BaxHbIX (hakTopoB pucka [1P, paccuntaHHbIX ¢ MPUMEHEHHEM KPUTEPHS
duirepa, Ha IEPBOM MECTE CTOMT HAcCleACTBeHHas oTsaromieHHocTh (F=40,5);
Ha BrTOopoM — B3OMT (F=25,3); ayroummyHHble Hapymienus (F=15,9).
HauGonpmnii mpuopuTeT Mo JUArHOCTUYECKONM TOYHOCTU 3aHUMAET Tpymma ¢
couetaHHbiMU (akTopamu paszBuTus [IP. Illancel U OTHOCHTENBHBIN PHUCK
pasButus IIP Beicokme y kenmmH ¢ npesknamicueii (OR=7,9; RR=7,5),
UCTMUKO-TIepBUKaIbHON HenocTatouHocThio (OR= 8,5; RR=7,2), Bapuko3Hoii
6onesnpto (OR=9,6; RR=8,1), HainuneM OakTepuanbHOW W/MIM BUPYCHOU
napexun (OR=6,4; RR=4,5), a Takke ¢ OTATOMEHHBIM CaMOIIPON3BOIHHBIMH
Beikuapimamu  (OR=2,6; RR=2,3), mpexneBpemennbiMu poaamu (OR=7,0;
RR=8,9) akymepckum aHamMHe30M. bainbHas oneHka (akTopoB pucka
ITO3BOJISIET MPOTHO3UPOBATH BO3HUKHOBeHUE [IP B 78% ciryuaes.

3. B cTpykType mpuuuH pa3BUTHS MPEKIACBPEMEHHBIX POJOB Y JKEHIWH YacTOTa
HacleNCTBEHHBIX ¢GopM TpomOoduauu cocrabisier 62%. ['omo3urorHas
mytanus reHa MTHFR C677T cpenu macnenctBeHHBIX (opMm TpomOOduimn
ABJISIETCSl JOMHUHHUPYIOIUM (PAKTOPOM pUCKA B PA3BUTHHU MPEXKIECBPEMEHHBIX
ponoB B 73,3% ciydaeB. ['erepo3urotnas ¢hopma MyTallud reHa MpoTpoMONHA
— ¢akropa |l — cpenu xenmuH ¢ [1P Bctpeuaercs ouenb peako (2,3%).

4. Tlomumopdusiii Mapkep HaciencTBeHHor TpomOodpumuun C677T rena MTHFR
JIOCTOBEPHO accolmupoBaH ¢ paszputueM [IP y xenmuH. [Ipu 3TOM ocobeHHO
CHUJILHO HOCUTEIBCTBO romo3urotHoro T/T renorura, ono 6ojiee yeM B 5,5 paza
NOCTOBEPHO 3HAYMMO YBEIMYMBACT BO3HUKHOBEHHE O4YeHb paHHUX IIP y
KeHIuH (1°=5,55; P=0,01;0R=5,8; 95% CI 1,134- 29,6).

5. OmHOBpeMEHHOE  HAJIWYWE B  TCHOTUIIC  TAIMEHTOB  KOMOWHAIMH
tpomOopunnueckux wmapkepos FV  G1691A+MTHFR C677T 3nHauumo
YBEIMUYMBACT PHCK Pa3BHTHS PAHHHX W oueHb panHux IIP B 9,5 pa3 (a’=11,06;
P=0,0004; OR=9,5; 95% CI (FV + MTHFR), uto nenacT JaHHOE COYETaHUE
TeHOTUIIOB  KJIIOUEBBIM (hakTopom panHero pasutus [IP Bo Bpems
OCpEeMEHHOCTH.

6. ¥ xenmun c¢ [1P npu Hanuuuu reHeTndeckux GopM TpoMOOPMIHH COCTOSTHHUE
remMocraza BO BpemMsi  OEpeMEeHHOCTH HMEeT psAl  OCOOEHHOCTEM,
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XapaKTepU3yIOIUXCs aKTUBaLME KOAryJsiiuOHHOTO NOTEHIMANA,
BBIpaKaIOIIEWCsT HapacTaHWeM KoHIeHTpauu (ubpruHoreHa Ha 29%, a Takxke
coaepxanusi POMK na 36,7.

Cpenu maromopdoiioruyeckux mnpusHakoB pa3Butusa [IP BeiaenstoTcss 4€Tko
B3aMMOCBSI3aHHBIE MEXJYy COOOM TpOLecChl, MPUBOASIINE K JAECTPYKIUU
iameHTsl. HapyiieHue B reMocTa3noIOrM4ecKo cucTeme, 00yCIOBJICHHbBIC
OPUOOPETEHHBIMU W BPOXKIEHHBIMH  TPOMOODUIMAMH  CONPOBOXKIAAIOTCS
CHIDKEHHMEM  MECTHBIX  AHTHKOAryJSAIIMOHHBIX  MEXAaHU3MOB, CABUTaMU
TreMOJIMHAMHUKHN B MAaTOYHO-TUTAIICHTAPHOM OacceiHe.

BrisBiieHHBIE 3aKOHOMEPHOCTH (DAaKTOPOB PHCKA C YYETOM TEHETHYECKHUX
HapyIIeHUN B CUCTEME IeMOCTa3a, XapaKTepU3YIOIIUX MPOIIECChl IECTPYKIINU B
IJIAlEHTE, JIEKAT B OCHOBE pa3pabOTaHHOM CXEMbI ATOre€HEe3a, MO3BOJIAIOIICH
OLICHUTH CTENEHb HAPYILICHUN B CUCTEME MaTh-TIaneHTa-mo npu [1P.
KommnekcHoe ~ nuHamuueckoe — HaOMIOJIEHWE W TaTOreHeTHYecKas
npodunakTrka omaronaps HOpMaJIU3alu reMOCTa3HOJIOTHUECKUX
nokasarened 'y OepeMeHHBbIX Trpymnmbl pucka passutus [IP Ha ¢one
TPOMOO(DUINN TO3BOJUIO CHHU3WUJI YacTOTY OCJIOKHEHUUW OEpEeMEHHOCTH U
ponoB (u2=6,37; P<0,05), mpexaeBpeMeHHBIX poaoB B 3 paza (u2=3,52;
P<0,02) u mepunHaTambHBIX TOTEph IUI0AAa Oojee, yemM B 3 paza (u42=3,69;
P<0,05).
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INTRODUCTION (Annotation of doctoral dissertation)

Topicality and urgency of the theme of the dissertation. In spite of the
success reached as a result of the performance of medical organization measures
for the prevention of preterm labor (PL) in pregnant women with thrombophilia,
diagnostics and therapy of preterm-born babies, the problem of preterm labor
continues to be topical in the world. According to WHO (2015) data, the account
of perinatal mortality starts from the 22nd week of pregnancy; in 184 countries of
the world the prevalence of PL varies from 5% to 18% from the total number of
born babies; annually 15 million children are born preterm, and there is tendency
for the increase of that value. Complications appearing as a result of PL are the
main reason of death of children under five years old in 2013 these complications
led to almost one million of lethal cases. When the fetal mass is 500g and more the
part of preterm born babies is equal to 60-70% of early neonatal mortality and 65-
75% of children’s mortality.

In the modern time in perinatal diagnostics of the early detection of preterm
labor with the help of standard methods there are scientific-practical complications.
Perinatal mortality among preterm born babies is 33 folds higher than among
mature babies. The main way of perinatal losses’ prevention and severe
invalidation of children is increase of gestation term and the mass of fetus at the
moment of birth.

Medical-social importance of preterm labor was conditioned by relatively
high reproductive losses. For many years thrombosis and thromboembolia were
considered to be unavoidable complications in women. The most important role in
the appearance of arterial and venous thrombosis and thromboembolia was played
by acquired and genetically conditioned reasons of thrombophilia including anti
phospholipid syndrome (APS) and genetic mutations of blood coagulation factors
or genetically conditioned deficits of blood coagulation inhibitors: V Leiden factor
mutation, prothrombin mutation, AT I, C, S proteins deficit and so on. The risk
of thromboembolic complications during pregnancy with previous thrombophilia
increases ten and thousand times. In the present time the role of the genetic forms
of thrombophilia most often met in genetic population (mutation of FV Leiden,
PtG20210A, MTHFR C677T) is studied in the structure of the main obstetric
complications. With the implementation of new technologies to clinical practice
for the revealing of anti phospholipid antibodies and genetic thrombophilia,
interfering functioning of protection mechanisms against thrombosis such as
natural anti coagulates, endothelium, fibrinolysis system, there appeared a
possibility of in-time diagnostics and prophylaxis of thrombosis and thrombotic
complications.

The world practice demonstrates that salvation of several scientific-practical
problems of the detection of interrelation of thrombophilia with preterm labor in
women, improvement of the diagnostic and therapeutic methods, and particularly,
definition of the chances and risks of preterm labor in the most often states and
diseases of mothers; and to work out prognostic criteria for the assessment of
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unfavorable outcome of pregnancy; assessment of pregnancy complications;
definition of genetic and acquired predisposition to thrombophilia in women with
PL; comparative assessment of clinical-diagnostic importance of mutations of V
Leiden factor, prothrombin G 20210A, methylene tetra hydro folate reductase, and
its combination with acquired forms of thrombophilia in the development of
preterm labor; definition of prognostic importance (sensitivity, specificity, positive
and negative prognostic values) of the definition of polymorphism of
thrombophilia genes i8n women with high risk of preterm labor development;
comparative study of some values of hem stasis in preterm labor in women with
various forms of thrombophilia; to work out algorithm of management of pregnant
women with thrombophilia with further assessment of its clinical efficacy; to
Improve the methods of prophylactics and therapy of thrombosis.

According to the results of the study of PL correction methods efficiency in
thrombophilia is totally 78%; we proved the rationality of the definition of
thrombophilia genes such as G1691A gene FV and C677T gene MTHFR and its
combination for the revealing women with predisposition to the development of
complications of pregnancy, and further working out of the complex program of
the primary prophylactics of PL; and there is foundation of the performance of
differentiated anti thrombotic and vitamin therapy in pregnant women with
thrombophilia.

This dissertation work will promote salvation of the problems defined in the
President Decree of the President of the Republic of Uzbekistan Ne PD-2133 from
February 19", 2014 About the state program «Year of a healthy child.

Correspondence of the study to the priority branches of the development
of science and technologies in the Republic of Uzbekistan. This work was
performed in compliance with the priority branches in the development of science
and technologies in the Republic of Uzbekistan «Medicine and pharmacology»
SNTP-9 «Designing of new technologies of prophylaxis, diagnostics, therapy and
rehabilitation of human diseases».

Review of international scientific researches on the theme of the
dissertation.

The most comprehensive and diverse studies dedicated to the modern study
of thrombophilia diseases in obstetrics are performed by leading medical scientific
centers and institutions of higher education of the world, including American
Perelman and Claudia Cohen Center for Reproductive Medicine (I'epmanus),
Weill Cornell Medical College (Auraust), New York Presbyterian Hospital-Weill
Cornell Medical Center, and New York University School of Medicine (CILIA),
Charite (I'epmanus), The Medical University of Vienna (ABctpus), Heart
Hospital (BenukoOpuranus), American Heart Association (CILIA).

The result of the performed scientific studies show that, among the ensemble
of hereditary forms of thrombophilia the important role in the structure of
reproductive loss and obstetric complications in European and American
populations is played by the mutation of methylene tetra hydro folate reductase
gene and mutation of the V factor (Leiden) and prothrombin. The studies of
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Charite (Germany) and The Medical University of Vienna (Austria) proved a
clear link between hetero zygotic mutation of MTHFR and PL, risk of the
development of which increased 2 folds; and that mutation was observed in 46% of
the women with PL. According to the data of other studies there was no detected
link between the mutation of MTHFR C677T and recurrent miscarriage (Weill
Cornell Medical College (England), New York Presbyterian Hospital-Weill
Cornell Medical Center, and New York University School of Medicine (USA)).

In the modern time there are various scientific studies in various scientific
centers of the world, dedicated to the study, diagnostics and prevention of preterm
labor in thrombophilia, and particularly, prognosis of PL with the background
thrombophilia, definition of the impact of various thrombophilia markers on hem
stasis system, progress of pregnancy and reproductive system, and the problems of
the prophylactics of perinatal fetal diseases.

The degree of the problem scrutiny. The contribution of scientists-
specialists from USA, Germany, Cuba, India, Turkey, Uzbekistan, Russian
Federation, and other countries of the commonwealth, whose works were
dedicated to the study of that pathology should be underlined.

According to R. L. Bick et al. (2008), there is clear link between hetero
zygotic mutation of MTHFR and PL, the risk of which development increases 2
fold. According to B. Brenner et al. (2009), that mutation occurred in 46% women
with PL. At the same time W. H. Kutteh (2006) had not revealed any link between
mutation of MTHFR C677T and recurrent miscarriage. S.C. Guba et al. (2009), V.
Kakkar et al. (2011) in their studies demonstrated a clear link between hetero
zygotic form of mutation and recurrent miscarriage, where the risk increased 2
fold. P. M. Ridker checked women with PL and found that the prevalence of V
(Leiden) factor mutation among them increased 2-3 folds. There are studies in
which the link between that type of mutation and fetal loss syndrome (FLS) was
not detected. These results were obtained by W. H. Kutten (2005), A I. Pabinger et
al. (2007), who detected triple increase of the risk of thrombosis development in
mutation of V (Leiden) factor, but they found no link with PL. There are diverse
data, but anyway summary of these let us conclude that today even hetero zygotic
carriage of the V (Leiden) factor mutation is a significant risk factor for the
development of PL. The prevalence of MTHFR C677T mutation in various ethnic
groups significantly varies from 4 to 65%. Among Asian populations there are
following known data: in Japan there were 13.1% homo zygotes and 47.5% hetero
zygotes, in China — 14.0 and 43.8%, and among Korean people — 7.3 and 66.1%
respectively. In more massive controllable studies 52% of women with retardation
of fetal growth, preeclampsia, abrputio placentae or missed abortion were hetero
zygotic in the FV or Il factors or homo zygotic in MTHFR gene in comparison
with 17% in the control group. These data propose obligatory testing of hereditary
thrombophilia in pregnant women with PL, and presence of thrombosis not just in
these women themselves but also their closest relatives. In spite of various ethnic
groups and criteria of selection for the study of the causes of PL in all the studies
significant growth of the FV (Leiden) factor mutation prevalence was registered in
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the women with PL. That indicates the necessity of the working out of effective
prognostic and prophylactic methods for preterm labor in thrombophilia cases.

Multiple researches proved the role of hem coagulation system impairments,
and, particularly, thrombophilia as one of the reasons of the development of
preterm labor (Muchennech V., 2009; Candra M. J., 2011). Recently a great
attention is paid to congenital, and sometimes acquired in the process of living
defects of blood plasma proteins, conditioning predisposition to clot formation and
being an independent risk factor for the development of thrombosis (Baymuradova
S.M., 2005; Blinetskaya S.L., 2009). Detection of several unknown genetic defects
of hem stasis system predisposing to various thrombotic complications, such as
mutation of prothrombin G20210A, methylene tetra hydro folate reductase
mutation (MTHFR, C677T), polymorphism of thrombocyte receptors,
plasminogen activator (PA 1-146156), provided to perform the assessment of the
pathogenesis of various complications in obstetric-gynecologic practice from
principally new points of view (Alonso A. et al., 2010). Besides that there is new
data about the role of not only maternal, but also fetal thrombophilia in the genesis
of reproductive loss.

K.Y. Karimov and K.T. Boboyev (2008) with a group of authors studied the
prevalence of mutation of several genetic markers - FV (G1691A) gene, blood
coagulation factor 1l gene (G20210A)and gene of methylene tetra hydro folate
reductase (MTHFR) (C677T). In the progress of the studies they determined that
the prevalence of mutant alleles among the patients in Uzbekistan was as follows:
for FV Leiden — 12.9 %, prothrombin — 4%, MTHFR — 47.8%. The role of the
aforesaid mutations in the occurrence of thrombosis of lower limbs deep veins was
evaluated.

In the modern literature a great attention is paid to the study and search of
new clinical-pathological factors of development. But not sufficient attention is
paid to the working out of effective measures of prognosis and prophylaxis of that
pathology. Taking into account the results of the performed works and comparative
analysis, we can underline that this study was planned in the Republic for the first
time.

From all the aforesaid it becomes clear that the search and study of new
clinical-pathologic factors of the preterm labor development serves the basis for
working out of effective measures for prophylaxis and therapy of that pathology.
All these determined the topicality and priority of the set problem.

The link of the dissertation work with the plans of scientific
research works: The dissertation work is performed in compliance with the plan
of SRW of SJC Republican Specialized Scientific-Practical Medical Center of
Obstetrics and Gynecology in compliance with the program UTCC.3.1 «Designing
of complex program of diagnostics of thrombophilia states and its complications in
gestation period, principles of prophylaxis and therapy based on
pharmacokinetics» (2009-2011), in the limits of the implementation grant
AJICC.2.1. «Pathogenesis, diagnostics, prophylaxis and therapy of fetal-placental
failure in pregnant womeny (2012-2014).
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The objective: is to determine the role of polymorphism of the genes of
blood coagulation system in the mechanism of the development of preterm labor,
to evaluate the importance of the risk factors in the prognosis, and to work out
pathogenetically based prophylaxis.

For the achievement of the aim of the work the following problems of the
study were set:

to reveal the frequency of preterm labors and perinatal mortality on the basis
of retrospective and prospective analysis in Republican Perinatal Center;

to define the chances and risks of preterm labor development in the most
often met status and maternal diseases and to work out prognostic criterion for the
evaluation of unfavorable outcome of pregnancy;

to perform the analysis of the structure and to define the frequency of
hereditary and acquired forms of thrombophilia in women with preterm labors;

to perform comparative assessment of clinical-diagnostic significance of the
presence of the V Leiden factor mutation, prothrombin G 20210A, methylene tetra
folate reductase, and combination of these with acquired forms of thrombophilia in
the development of preterm labor;

to determine prognostic significance (sensitivity, specificity, positive and
negative prognostic value) of the definition of thrombophilia genes polymorphism
in women with high risk of preterm labor;

to perform comparative study of some values of hem stasis in preterm labor in
women with various forms of thrombophilia;

to evaluate the link of morphologic alterations in placenta with thrombophilia
factors of the development of the term of preterm labor;

to work out the scheme of the pathogenesis of preterm labor taking into
account risk factors, polymorphism of thrombophilia genes, hem stasis values;

to work out algorithm of the management of pregnant women with
thrombophilia with further assessment of its clinical efficacy.

The object of the study were pregnant women: 121 with preterm labor and
114 women who had labor in time.

The subject of the study. Peripheral blood, placenta.

Methods of the research. In the process of the study we applied common
clinical, laboratory, genetic, hem static, morphological and statistic methods.

Scientific novelty of the dissertation study was as follows:

we revealed high degree of associate carriage of FV G1691A+MTI ®P
C677T genotypes impact on the risk of PL occurrence, confirming the significance
of both separate alleles of genes, and their combinations in the development of
thrombophilia complications during pregnancy;

it was determined that homo zygotic genotype C677T of MTHFR gene was
a key factor in the determination of PL in women; the frequency of thrombophilia
in women with preterm labors and its structure was determined;

it was determined that in the mechanism of preterm labor formation in
women with thrombophilia the leading role was played by the impairments of hem
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stasis system and micro circulation in mother-placenta-fetus system, leading to the
development of fetal-placental failure with outcome in preterm labor;
criteria of preterm labor prognosis in thrombophilia were worked out;
algorithm of pregnancy management in thrombophilia was worked out and
presented,;

Practical results of the study were as follows:

the suitability of the definition of thrombophilia genes — G1691A of FV gene
and C677T of MTHFR gene and its combination was proven for the revealing of
women predisposed for the development of complicated pregnancy and for further
working out of complex program of the PL primary prophylaxis;

according to the results of the study the rationality of prognosis scale
application was proven for the complicated progressing of pregnancy, which
provided prognosis of PL occurrence in 78% cases;

the obtained results promote improvement of the quality of life of the
women with PL and pregnancy miscarriage syndrome, and decrease the
number of obstetric and perinatal complications;

the necessity of differentiated anti thrombotic and vitamin therapy
performance was based in pregnant women with thrombophilia;

we determined high efficiency of the prevention of complications of
pregnancy in thrombophilia with the help of Clexan therapy.

Reliability of the achieved results was based by methodic approach and
results of objective clinical, clinical-laboratory, laboratory and statistic research
methods.

Theoretical and practical significance of the results of the study. The
theoretical significance of the results of the study is in the designing of
approaches to individual prophylaxis and therapy of preterm labor with
background thrombophilia, of in-time inclusion of a pregnant woman to the risk
group of the development of preterm labor, improvement of the efficacy of
prophylaxis and therapy of thrombophilia complications of HMI", improvement of
the effective methods of prophylaxis and therapy of hem stasis impairments in
pregnant women with the high risk of PL development which led to decrease of
perinatal mortality and morbidity.

Practical significance of the results of the study was the determination of the
most effective agents (Clexan) promoting stabilizing of hem stasis values, and the
designed algorithms of prophylaxis and therapy of thrombophilia in pregnant
women with a high risk of PL will promote diminishing of the number of obstetric
and perinatal complications.

Implementation of the results of the study. On the basis of the obtained

scientific data of the study of pathogenetic aspects of PL in thrombophilia:
We received an application for a patent «The method of prognosis of preterm
labor» (Agency of intellectual property NelAP 20150358, dated 21.09.2015) that
method provides improvement of the quality of pathogenetic prognosis and
prophylaxis of PL in thrombophilia;
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Results of the study were formulated in the methodic recommendations
«The role of thrombophilia in the development of preterm labor» and implemented
to practical health care (conclusion Ne 6 dated 19.01.2015) of the Ministry of
Health of the Republic of Uzbekistan) and, particularly, to practical activity of
specialized institutions of obstetrical service such as: SJC RSSPMCOG,
Republican perinatal center, regional perinatal centers in Jizzak, Chirchik, Andijan,
Bukhara, Navoiy, Gulistan and obstetric complexes Ne9 , Ne5 , Ne 8 r, Ne 6 in
Tashkent city. The implementation of the results of the study provided significant
improvement of the progress of pregnancy and labor, and to decrease frequency of
preterm labors and perinatal loss 24.6%.

Approbation of the work. The basic propositions presented in the
dissertation were reported at the scientific-practical Conference «Days of young
scientists» (Tashkent, 2009), VII Congress of obstetricians-gynecologists of the
Republic of Uzbekistan (2010), at the Scientific Council of SJC RSSPMCOG
(2014), at the VII1 Congress of obstetricians and gynecologists of the Republic of
Uzbekistan with international participation (2010), at the International Forum
«Mother and Childy» in Moscow (2014).

Publication of the results. There are 40 published printed works based on the
materials of the Dissertation work, including 19 scientific articles, 14 - of which
were published in scientific publications recommended by the HAC of the RUz for
publication of the basic scientific results of doctoral dissertations, and 3 in foreign
scientific journals.

Structure and volume of the dissertation. Dissertation stated on 178 pages,
consists of introduction, six chapters, summary, and list of references. The work
was illustrated with 27 pictures and 41 tables.

MAIN CONTENTS OF DISSERTATION

In the introduction there is foundation of the theme topicality, formulation
of the aims and problems of the study, scientific novelty and practical importance.
There are propositions presented for the defense.

In the first chapter of the dissertation work «Modern representations about
premature birth at thrombophilia (etiology, pathogenesis, diagnostics and
treatment)» there is comprehensive analysis of the literature dedicated to the basic
aspects of preterm labor in thrombophilia. There is presentation of the role of
genetic forms of thrombophilia in the development of obstetric complications and
possible impact on the development of PL. there is detailed consideration of the
existing methods of prophylaxis and therapy of preterm labor. The advantages and
shortcoming of the existing methods for prophylaxis and therapy of thrombophilic
impairments in preterm labor were analyzed.

In the second chapter of the dissertation «Materials and methods» there is
description of the materials and methods of the study, with general characteristics
of clinical material, clinical-laboratory and laboratory research methods.

For the achievement of the set aim and salvation of the planned problems the
study was performed in several stages. For the definition of the frequency,
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structure and risk factors of preterm labor at the first stage we performed
retrospective analysis of 3890 histories of labors for 2007-2011 in RPC, 700 of
which had PL.

At the second stage of the study 121 women with PL underwent direct
observation and checking (main group) and 114 women who had labor in time.

Preliminary for the definition of the C677T of MTHFR gene, factor V
(Leiden) and prothrombin mutations carrying we performed molecular-genetic
testing of the DNA samples of 121 patients with preterm labors in anamnesis and
114 women without preterm labors. For the study of pathogenetic mechanisms of
the preterm labor development in thrombophilia hem stasis system studies were
performed.

At the third stage for the evaluation of the efficacy of the designed algorithm
for the management of pregnant women with PL and FLS in anamnesis we
checked 62 pregnant women, which were divided to 2 groups dependently on the
type of management. The main group included 38 women with PL and FLS in
anamnesis, pregnancy of which was managed in compliance with the algorithm,
and 24 pregnant women with PL and FLS in anamnesis, who did not get
corresponding prophylaxis.

The results of the study were processed with the help of software for statistic
analysis IBM SPSS V20 and Microsoft Excel by means of common method of
variation statistics with calculation of arithmetic mean (M), average quadratic
deviation (y), arithmetic mean mistake (m), relative values (frequency, %).
Statistic importance of the obtained measures in comparison of the average means
was determined according to Student’s criterion (t) with calculation of the mistake
possibility (R) in the checking of the normal distribution (according to excess
criterion) and equality of general dispersions (F — Fisher’s criterion). The
reliability level R<0.05 was accepted for the statistically significant alterations.
Statistical significance for the qualitative values was calculated with the help o
criterion (xi quadrate) and z-criterion.

In the third chapter «Risk factors and prognosis of preterm birth and
perinatal outcomesy there is representation of the results of retrospective analysis
of 3890 labor histories of the patients for 2007-2011, among which there were 700
histories with PL. retrospective analysis showed a stable high level of preterm
labor the frequency of which was equal to 18%.

The study of the terms of pregnancy termination showed that most often
preterm labor was observed in the terms of 34-36 weeks (51.6%) and 28-33 weeks
(43.4%) of gestation. While at the term of gestation 34-37 weeks PL was observed
in 5%. Perinatal mortality in PL was equal to 274.8%o and it was the highest one
with body mass of new-born babies from 500 to 999 g — 928,7%e.

The analysis of the performed studies showed that development of PL was
effected by chronic somatic pathology and combination of several nosologies, such
as chronic tonsillitis (F=17.3; P<0.01), chronic pyelonephritis (F=14.6; P<0.01). In
the structure of diseases among the women with PL compared with the control
there was notable higher value of varicosity disease (F=8.4; R<0.01), indicating
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Impairments in the system of hem stasis and it plays an important role in the
function of fetal-plancental complex. Development of PL was affected by the
presence of spontaneous miscarriages in history (F=11.8; P<0.05), IP (F=10.6;
P<0.05), preterm labor (F=26.3; R<0.001), perinatal loss (F=5.5; P<0.01). It is
important that women with preterm labor had inflammatory diseases of the organs
of lesser pelvis (IDOLP) (F=25.43; R<0.001), bacterial and/or viral infection
(F=24.7; P<0.001).

Retrospective analysis showed that women with PL had complicated progress
of gestation, which was a reason of preterm labor in some degree. Thus, the most
often factors of PL were ARI (F=10.6; P<0.001), preeclampsia (F=22.3; P<0.01),
fetal-placental failure (FPF) (F=17.8; P<0.001).

It should be noted that hereditary burden of unfavorable outcomes of
pregnancies had a great effect on the development of PL (F=40.5; P<0.001).

For the detection of cause-effect link between risk factors and development of
PL we calculated the chance (OR) and risk (RR) of PL occurrence in these
patients. In women with chronic tonsillitis and varicosity the chance of PL
development was 3.3 and 9.6 fold higher than in the women without that
pathology. Relative risk of the development was respectively 2.7 and 8.1 fold
higher. These diseases play some part in the development of PL in acquired forms
of thrombophilia (AFT).

The highest values of the relation of chance and relative risk of PL
development were registered in women with chronic pyelonephritis (OR=2.4;
RR=2.3).

Significant role in the prognosis of PL is played by burdened obstetric
anamnesis. Thus, women with spontaneous miscarriages and PL in anamnesis had
a chance of PL development during the next pregnancy 2.3 and 7 folds higher, and
relative risk of development 2.3 and 8.9 folds higher.

Among the gynecological diseases the significant risk factors of PL
development was endometritis (OR=1.9; RR=1.92), ICF (OR=8.5; RR=7.2). The
chance and relative risk of PL development in women with bacterial and/or viral
infection was 10.6 and 8.9 folds higher than in the women without infection.

Important risk factors of PL development among the complications of
pregnancy there were preeclampsia (OR=7.9; RR=7.5), retardation of fetal
development (RFD) (OR=10.4; RR=8.7). High values of OR and RR in RFD are
conditioned by medical indications to preterm termination of the pregnancy and
that is why lose its importance for prognosis.

As it was noted earlier hereditary burden plays a significant role in the
development of PL for unfavorable outcomes of pregnancies. So, the chance and
relative risk of PL development in the women with hereditary burden was 13.1 and
10 fold higher than in women with favorable inheritance.

The greatest group according to prognostic values and risk factors included
pregnant women with PL with associate pathology (26.8%), where at the same
time there can be risk factors of inflammatory, autoimmune and genetic genesis
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and so on. So, in women with associate pathologies the chance of PL development
Is 14 folds higher than in women with one nosology.

Thus, we revealed that the chances of PL development increase many times in
women with chronic tonsillitis, pyelonephritis, varicosity disease, IDOLP, bacterial
and/or viral infection, and complicated with preeclampsia, spontaneous
miscarriages, preterm labor and obstetric anamnesis.

The analysis of the results of the study showed that there are significant risk
factors of the development of the pathology, which both separately with certain
signs and in a complex serve to be prognostic and clinical criteria of PL
development.

In the forth chapter «Genetic aspects of hemostasis system in women with
premature birth at thrombophilia» we presented the results of molecular-genetic
testing of carriers of mutations of C677T of MTHFR gene, factor V (Leiden) and
prothrombin gene in pregnant women. Prospective studies were performed in 121
pregnant women with PL in anamnesis (main group) and 114 pregnant women
with reproductive function (control group). 106 (87.7%) pregnant women of the
main group and 54 (48.0%) of the control group had acquired, genetically
conditioned or multigenic thrombophilia. Acquired form of thrombophilia, i.e.
AFT, was diagnosed in 41.9% of pregnant women of the main group, and the
isolated form of AFT was detected in 20 out of 51.3%, while the rest 48.7% had
combination with other mutations. In the control group AFT was diagnosed only in
4.1% of the examined women. As it is seen the risk of PL development is almost
equal both with isolated form of AFT, and with its combination with other forms
of thrombophilia, and that makes the basis for the necessity of PL prognosis in
groups with AFT development risk, the frequency of which has no tendency to
decrease.

Thrombophilic mutations in the main group were revealed in 75 (62%)
patients with PL of the main group, while among the women with physiologic
progressing of pregnancy in 32.4%. the study of the structure of thrombophilia
markers showed (fig.1) that its most widely spread form in the total population of
women with PL was polymorphism of C677T of MTHFR gene, which was
diagnosed in 63 (84.0%) patients, among them 8 (12.7%) homozygotic and 55
(87.3%) heterozygotic forms. Mutation of factor V Leiden was revealed in 9
(7.4%) women with PL, all of them were carriers of heterozygotic genotype. Rare
for Asian population mutation of G20210A prothrombin gene was determined only
in 3 (2.3%) women with PL, all of them also had heterozygotic genotype.

The performed studies revealed high frequency of acquired, genetically
conditioned or multigenic thrombophilia in the patients with PL, which was equal
to 62%, and that indicates significant role of thrombophilia in the genesis of that
pathology.

In the early terms of miscarriage more often revealed forms of thrombophilia
were acquired 44.4% and combined 38.9% ones. In later terms of miscarriages we
observed carriers of genetically conditioned forms of thrombophilia (90.6%),
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among which there was mutation of MTHFR C677T — in 82.8%, mutation of
Leiden —in 13.8%, and mutation in prothrombin gene G20210 A —in 3.4%.

heterozygotic
mutation of
C677T factor of

MTHFR gene
73.3% > = Z s

Homozygotic
mutation of the
factor C677T of
MTHFR gene
10.7%

mutation of
G20210A gene of Mutation of
prothrombin factor V Leiden
4% 12%

Fig. 1. The structure and frequency of hereditary forms of thrombophilia
in women with PL.

Molecular-genetic tests revealed:

- carriage of homozygotic variant of MTHFR TT gene increases the risk of
PL development 4.1 folds;

- carriage of heterozygotic variant of the gene of MTHFR ST increases the
risk of PL development 2.4 folds, and the most unfavorable allele T 2.4 folds;

- carriage of heterozygotic variant AG of the gene of factor V increases the
risk of PL development 3.9 folds, and the most unfavorable allele G — 3.7 folds;

- carriage of heterozygotic variant GA prothrombin gene increases the risk of
PL development 18 folds, and the most unfavorable allele 17.7 folds.

The achieved results showed that carriage of unfavorable genotypes of
polymorphism of the studied genes was statistically reliable genetic risk factors of
PL development in Uzbek population, and it was confirmed by the values of
relative risk coefficient OR.

Thus, the results of our studies provided the following conclusion: in the
pathogenesis of PL in women the important part was taken by missens mutation of
C677T MTHFR gene, linked with the replacement of cytosine by thymine in the
position 677 (especially homozygotic genotype T/T), leading to decrease of
enzyme activity of protein with accumulation of homocysteine in plasma. Hyper
homocysteinemia leads to damage of vascular endothelium, which is accompanied
by decrease of nitrogen oxide synthesis, activation of endothelial damage markers
with increase of inflammatory factors and decrease of anti inflammatory IL-10
(Shaykova D.A., 2008; Blinetskaya S.L., 2009). As a result of that process in
female organism there is formation of latent thrombophilia, which leads to
development of various obstetric complications including PL under the influence
of provocation factors.

For the study of pathogenetic mechanisms of PL development in
thrombophilia we performed studies of hem stasis system and endothelial function
in pregnancy dynamics.

According to the achieved data patients with PL and thrombophilia had
notable increase of coagulation potential and functional activity of platelets, which
develops earlier than hyper coagulation linked with circulatory adaptation of hem
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stasis in physiological pregnancy. And the most expressed alterations were

observed in the group of patients with AFT and multigenic form of thrombophilia.
The studies showed that patients with PL and thrombophilia had significant
alterations in hem stasis system during the whole pregnancy: from the | trimester
of pregnancy hyper aggregation of thrombocytes, in dynamics of pregnancy there
was development of hyper coagulation in plasma part of hem stasis, which
anticipated gestation terms with appearance of markers and activation of internal
vascular coagulation. In the Il trimester of pregnancy there was reliable expressed
alteration in plasma and thrombocyte part of hem stasis in the patients with genetic

form of thrombophilia (table 1).

Table 1

The values of coagulogram in women with preterm labor in the 111 trimester

Group of patients
Value control, n=50 main, n=119* P
Number of platelets, 10°/I 203.6+10.8 235.8+6.6 <0.05
Aggregation of platelets, % 105.3+3.2 97.1+2.0 <0.05
APTV,s 35.5+0.8 35.9+0.3 >0.05
PV, s 14.9+0.2 15.4+0.1 <0.05
Fibrinogen, g/l 3.1+0.1 3.8+0.2 <0.01
SFA, mkg/100ml 6.8+0.5 8.8+0.2 <0.01

Note. * - due to small sampling 2 cases of OPPL were excluded in the gestation term 24-25
weeks.

With the increase of gestation term all women had rise of soluble fibrin
amount (SFA). In the main group that value exceeded the control 1.8 fold (8.8+0.2
versus 6.84+0.5 mkg/100 ml; R<0.01). And the level of SFA in plasma correlated
with the degree of fibrinogen concentration increase with average positive link
(g=+0.59), and that testified the status of blood coagulation activation. Amount of
platelets in peripheral blood of these patients was significantly higher than in the
control group (235.8+6.6-versus 203.6+10.8-10%1; J1%=+13.6; R<0.05), that,
evidently, was linked with activation of platelet part of hem stasis. Aggregation
activity of platelets in the patients of the main group practically did not change
without difference from the control group (respectively 97.1+2.0 and 105.3%3.2%,
1%=-7.8; R>0.05), in compliance with the data proposed by Y.A. Alabyeva
(2008) in the patients with hereditary predisposition to increased clot formation.

Thus, hemostasis system in women with preterm labor in the 111 trimester of
pregnancy was characterized by the activation of thrombocyte hem stasis because
of increase of the number of platelets, intensification of coagulation potential
(hyper coagulation) by means of increase of pro coagulation activity of blood
coagulation factors and significant widening of fibrinogen pool in plasma as a
result of which there was significant increase of SFA amount — witnesses of
thrombinemia.

In the fifth chapter there is description «Clinical currency of pregnancy,
labor and the postnatal period at women with premature birthy of the results
of the study the aim of which was definition of the importance of the PL risk
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factors revealed in the progress of retrospective analysis dependently on the form
of thrombophilia. Dependently on the form of thrombophilia the patients of the
main group were divided to 3 sub-groups: 1% — 20 patients with PL and AFT, 2" —
46 women with PL and genetic form of thrombophilia, 3" — 27 patients with PL
and multigenic form of thrombophilia.

As a result of prospective analysis it was revealed that PL was more often
observed among the women of 25-29 years old and above 30 (average age was
30.4+5.8 years, in the comparison group — 27.6+8.4 years old). 34.4% of the
patients had thrombotic episodes (acute myocardial infarction, insult, thrombosis
of deep veins) and preterm labor in family anamnesis.

Among the somatic pathology women with PL had diseases of cardiac-
vascular system, chronic tonsillitis, various disease, renal diseases reliable more
often than in the comparison group (table 2). It should be noted, that women of the
main group suffered diseases of cardiac-vascular system (rheumocarditis, arterial
hypertension, myocarditis, acquired heart defects — mitral stenosis) 2.2 folds more
often.

Table 2

Somatic pathology of pregnant women with PL with various forms of

thrombophilia

PL and AFT, PL and genetic forms, PL and multigenic

somatic pathology n=20 n=46 forms, n=27
abs. % abs. % abs. %

Pathology of thyroid 5 25.0 13 28.3 10 37.0
gland

Diseases of CVS 3 15.0 8 17.4 16 59.3**
Various disease 6 30.0 12 26.1 10 37.0
Children’s infections 9 45.0 15 32.6 15 55.6
Renal diseases 11 55.0 20 435 18 66.7

Note. * - P<0.05 in comparison with patients of the 1* group.

Out of all gynecologic diseases with the occurrence of pregnancy in the main
group prognostically unfavorable were IDOLP, the frequency of which in the main
group was equal to 54.8%, and in the comparison group to 20.1%, i.e. 2.5 folds
less. Erosion of the cervix, sterility and myoma of womb were revealed 2 and 3
folds less in the patients of comparison group. It should be noted that, 12.9% of the
patients with PL had sterility in anamnesis, and in 7.5% of them it was primary
(PL occurred after the therapy) and in 5.4% — secondary, occurred after
unfavorable outcome of one or several pregnancies. The analysis of labour parity
revealed that there were reliably 4.4 folds more multipara with complicated
obstetric anamnesis in the main group, than in comparison group (P<0.001), and
significantly more often in the group with AFT and multigenic form of
thrombophilia.

Analysis of reproductive function of pregnant women with PL showed that,
spontaneous miscarriages in the term before 12 weeks were more often met in the
group with AFT (40.0%) and in the group with multigenic form of thrombophilia

65




(51.9%), less among pregnant women with genetic form of thrombophilia — 30.4%.
Spontaneous miscarriages in the term less than 12 weeks in the group of pregnant
women with genetic form of thrombophilia were met 1.8 fold more often than in
the patients with AFT and 2.1 folds more often than in the group with multigenic
form of thrombophilia (P>0.05).

Preterm labor part in the anamnesis in the term of gestation 22-27 weeks was
equal to 40%, in 28-33 weeks — 36%, the least specific weight was taken by PL in
34-37 weeks — 24%.

Analysis of the gestation complications showed that the threatening
miscarriage in all trimesters was higher in women with AFT and multigenic form
of thrombophilia.

The most often complication of that pregnancy was preeclampsia, proving the
results of retrospective analysis. Slight preeclampsia was observed in all groups of
women with various forms of thrombophilia, but the most often it was determined
in the patients with genetic (26.1%) and multigenic (22.2%) forms of
thrombophilia. Severe preeclampsia was observed only in the group with PL and
multigenic form of thrombophilia (29.6%). Different from preeclampsia, FPF was
observed in all groups with PL and most often in the group with multigenic
(51.9%) form of thrombophilia and AFT (40%); that was 2.2 and 1.7 folds more
often than in the group with genetic form of thrombophilia.

Analysis of that pregnancy showed (table 3) that outcomes such as early
miscarriages (11.1%), antenatal death of fetus (18.5%), neonatal death of new-born
babies (33.3%) were met only in the group with multigenic form of thrombophilia.

Table 3
Structure of the reproductive loss and other complications in the anamnesis in
the patients with PL and various forms of thrombophilia

PL and genetic forms of PL and multigenic
Structure PL a:]n:dz,ngT, thrombophilia, forms of thrombophilia,
n=46 n=27
abs. % abs. % abs. %

Spontaneous
miscarriages in the term 8 40.0 14 30.4 14 51.9
less than 12 weeks
Spontaneous
miscarriages in the term 5 25.0 21 45.7 6 22.2
more than 12 weeks
Antenatal death of fetus 4 20.0 7 15.2 9 33.3
Preterm labor 7 35.0 11 23.9 7 25.9
Neonatal death of a 2 10.0 7 15.2 10 37.0%
new-born baby

Late miscarriages were also registered in the group with multigenic form of
thrombophilia significantly more often (25.9%).

Analysis of the labor progress showed that in the women of the comparison
group labors occurred in time, and in the main group only in 71.6% women labors
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occurred in time, while in 28. 4% preterm. The frequency of labor complications in
the patients with PL was much greater than in the comparison group. The most
often complication of labor was preterm discharge of amniotic waters: 35.8% in
the main group, 16.3% in comparison group. Failure of labor progressing in the
main group was observed in 8.6% patients, and that was 2 folds more than in
comparison group.

Thus, the performed analysis testifies that all women with various forms of
thrombophilia had severe complicated obstetric anamnesis, high frequency of extra
genital diseases and complications conditioned by these diseases, and
inflammatory processes in genitals, while the patients of the control group had
more favorable background for occurrence and prolongation of pregnancy.

The study of placenta showed that occurring pathologic morphologic
alterations were characterized by infarctions, accumulation of fibrinoid on the side
of inter-cilliary space, fibrinoid regeneration of cilliary epithelium, stromae and
walls of vessels, collagenation of stromae, decrease of the number of blood vessels
in stem and terminal cilia (fig.2), reduction of the volume of inter-cilliary space,
increase of symplastic buds with symptoms of dystrophy, morphological
immaturity of placenta, prevailing of interim cilia and chorionic plate with
development of stromae |schem|a and accumulatlon of flbr|n0|d (flg 3)
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High frequency of diseases and complications of pregnancy is first of all
reflected in the structure and functioning of fetal-placental complex. For the
definition of the thrombophilic factors’ impact degree we studied the status of
placenta dependently on the forms of thrombophilia. According to the results of
the study, the mechanism of PL formation in thrombophilia we imagine as follows
(fig. 4).

Thrombophilia development is based on inflammatory process in vascular
endothelium, and as a result, alterations of platelets functions. Activation of
endothelium and leukocytes is continuously linked process. In the conditions of
chronic inflammatory process such as endothelial-leukocyte interrelations, a
vicious circle can be completed, resulting in systemic inflammatory response, total
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damage of endothelium and impairment of all organs’ and tissues’ functions
leading to development of thrombophilia. Inflammation of endothelium
(endothelial dysfunction) and alteration of platelet functions promote development
of thrombophilia, in other words become trigger mechanism of thrombophilia
development in cases of hereditary defects of the system of hem stasis and
development of AFT.

Chronic inflammatory process (EGD, IDOLP)

v
Damage of vascular endothelium

A 4 A 4
Dysfunction of endothelium with

impairment of platelet function Thrombophilia
. "\
Acquired Mixed Genetic
DNA destruction
\ 4 & 7\
AFT C677T Prothrombin Leiden FV
MTHFR mutation

Hem stasis impairment (hyper
coagulation in plasma and platelet part)

A 4
Morpho-structural alterations in placenta

A 4

\4
Preterm labor

Fig. 4. The scheme of development of preterm labor in thrombophilia.

Hereditary defects of thrombophilic genes are comprised in shortening of
telomerase at the ends of DNA, leading to alterations of DNA structure such as
reformatting of amino acids, mitotic alterations of cells (gene mutation).

So, with presence of genetic thrombophilia (Leiden mutation, prothrombin
gene mutation) there is direct impairment of hem stasis by means of activation of
prothrombotic mechanisms, i.e. increase of the level of active factors of
coagulation and thrombinemia, activation of cell-mediated part of hem stasis
(platelets). Presence of Leiden mutation leads to development of V factor non-
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sensitivity to splitting by activated C protein, disorder of Va factor degradation,
accompanied with intensification of thrombin formation. Moreover, mutant V
factor decreases co-factor activity in the system of Villa factor neutralization by
activated C protein. That leads to appearance of status, which is called resistance to
activated C protein. As a result there is increase of prothrombin generation, and
appearance of hyper coagulation status increasing the risk of thrombosis.

When there is no prothrombin gene mutation no chemical alterations of
prothrombin itself will appear; though we can detect enlarged amount of normal
prothrombin, which is linked with increase of its mMRNA stability.

In case of genetic thrombophilia — mutation of gene MTHFR C677T there is
increase of homocysteine level and decrease of methyonine level in plasma. In case
of decrease of MTHFR function there is impairment of the delivery and
metabolism of folic acid, leading to accumulation of homocysteine in blood, which
is directly correlated with the suppression of thromboduline synthesis, decrease of
anti thrombin 111 and endogenic heparin activity, and activation of A2 thromboxan
secretion. These alterations cause micro thrombus formation and disorder of micro
circulation.

Thrombophilia as a risk factor, dependently on the kind and form (acquired,
genetic or multigenic) immediately leads to disorder of hem stasis such as hyper
coagulation, later to fetal-placental failure and morphologic structural alterations in
placenta, which are characterized by decrease of local anti coagulation
mechanisms, shifts of hem dynamics in uterine-placental pool accompanied by
morphologic-structural alterations in placenta (such as ischemia and necrosis).
Finally conditions for the development of preterm labor are created.

In the sixth chapter «Principles of managing of pregnancy and labor at
women with thrombophilia» there is description of the designed step-by-step
algorithm of the management of pregnant women with thrombophilia with
assessment of its efficacy.

The algorithm of the management of pregnant women with thrombophilia
consists of several stages. The first stage is definition of risk factors of PL
development in compliance with the designed table of PL prognosis. At the second
stage we determined the degree of hem stasis impairments and the fact of
thrombophilia: definition of thrombocyte amount, assessment of aggregation
activity of platelets with ADF stimulators, adrenalin, ristomycin, collagen,
aggregation screen test. The third stage included performance of molecular-genetic
test for the carriage of mutations of C677T gene MTHFR, V (Leiden) factor,
prothrombin gene G20210A. The forth stage: in the definition of relation of a
woman to the risk group of PL development, and detection of genetic alterations
and impairments in hemostasis system it was necessary to perform differentiated
prophylaxis of these impairments by means of prescription of anti thrombotic
therapy with anti aggregation agents and multi vitamins.

For the assessment of the efficacy of the designed algorithm of the
management of pregnant women from the risk group of PL development we
observed 69 patients from the risk group of PL development with revealed
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acquired, hereditary or multigenic form of thrombophilia (in the examined patients
we revealed circulation of some markers of thrombophilia).
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Fig. 5. Algorithm of management of pregnant women with thrombophilia and
risk of preterm labor development.

Among them 45 patients (main group) from the risk group with thrombophilia
starting from the 5-6 weeks of pregnancy received the therapy we proposed in the
complex of pathogenic therapy (basic therapy) for the prevention of PL, while 24
pregnant women of representation group receive only “basis-therapy”.

The analysis of pregnancy progressing in women with thrombophilia showed
that in the group of pregnant women who received complex therapy including
Clexan had more favorable progress of the pregnancy, and that was confirmed by
the lesser number of pregnancy complications, than in the comparison group. The
analysis of pregnancy outcomes showed that average duration of pregnancy and
frequency of in-term labors were reliably higher in the group of women, who
received the proposed therapy (42=6.37; R<0.05), while the frequency of preterm
labors was reliably 3 folds less (u2=3.52; R<0.02), and the prevalence of fetal loss
more than 3 folds (12=3.69; R<0.05).
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More favorable progress of pregnancy and labor reflected on the status of
new-born babies. Complex therapy including prophylaxis of thrombophilic
complications promoted decrease of perinatal complications prevalence; frequency
of asphyxia diminished to 23.6% (R<0.05), fetal hypotrophy to 21.4% (R<0.05).
Thus, application of complex anti thrombotic and vitamin therapy in pregnant
women from the PL development risk group promoted more favorable progress
and outcome of pregnancy.

In the given investigated group of women (2011 y - 35, 2012 y - 30, 2013 y -
35) preliminary counted a total cost of the government financial expenses in a case
without preventive maintenance carrying out, and results compared to actual
government expenses in the given group. As the cited data on table 7 show,
economic efficiency in 2011 has made to 76,67%, in 2012 - 73,48%, and in 2013
77,99%. Minimisation of costs in 2011 means has made up to 28456750 sum, in
2012 up to 22348800 sum, and in 2013 up to 36195600 sum.

Averaged bed period at women with PB in 2011, 2012 and 2013 has made 15,
13,2 and 15,9 accordingly. And at the basic group of women average day of stay in
a hospital has made 3,2 days. As a result of good clinical efficiency after the spent
preventive maintenance at the given women labor has occurred on term and
therefore duration of stay in a hospital is reduced in 4,5 times. The factor of
medical productivity reflecting number of women at which childbirth has occurred
In time, and among them there are women with the reached desirable result, in
2011 has made 0,84, in 2012 0,83, and in 2013 0,87. Especially it is necessary to
notice, that the more the given contingent of women will be spent pre gestational
preventive maintenance, the will be above received factor of medical productivity
which leads to decrease among the general population of labors frequency of PB.
Factor of social satisfaction counted on the basis of interrogation at 100 women
received mpenrpaBumapHyro preventive maintenance. All interrogated have been
satisfied by results, therefore the factor has made unit.

CONCLUSION

1. It was determined that the frequency of preterm labors stays high and in
average was equal to 18%, in the structure of which the part of early PL was
equal to 5%, early PL— 43.4%, PL — 51.6%. Perinatal mortality in PL was
average equal to 274.8%o, and the highest value was registered in 28-33 weeks
of gestation.

2. Among the important risk factors of PL calculated with application of Fisher’s
criterion and rank polis, the first place is taken by hereditary burden (F=40.5);
the second place — IDOLP (F=25.3); auto immune impairments (F=15.9). The
greatest priority in diagnostic accuracy is taken by the group with combined
factors of PL development. Chances and relative risk of PL development are
high in women with preeclampsia (OR=7.9; RR=7.5), isthmus-cervical failure
(OR= 8.5; RR=7.2), various disease (OR=9.6; RR=8.1), presence of bacterial
and/or viral infection (OR=6.4; RR=4.5), and with complicated spontaneous
miscarriages (OR=2.6; RR=2.3), preterm labors (OR=7.0; RR=8.9) obstetric
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anamnesis. Score evaluation of the risk factors provides prognosis of PL
occurrence in 78% cases.

In the structure of the reasons of preterm labors development in women the
frequency of hereditary forms of thrombophilia is equal to 62%. Homozygotic
mutation of MTHFR C677T gene among the hereditary forms of thrombophilia
was the dominant risk factor in the development of preterm labor in 73.3%
cases. Heterozygotic form of prothrombin gene mutation — factor Il — in women
with PL was met very seldom (2.3%).

Polymorphic marker of hereditary thrombophilia of C677T MTHFR gene was
reliably associated with the development of PL in women. Especially strong
carriage was in homozygotic T/T genotype, it was more than 5.5 folds reliably
increases appearance of very early PL in women (4?=5.55; R=0.01;0R=5.8;
95% CI 1.134- 29.6).

Simultaneous presence of a combination of thrombophilic markers
FVG1691A+MTHFR C677T in patients’ genotype significantly increases the
risk of early and very early PL development 9.5 folds (4°=11.06; R=0.0004;
OR=9.5; 95% CI (FV + MTHFR), which makes that genotype combination to
be key factor of early development of PL during pregnancy.

In women with PL with genetic forms of thrombophilia the status of hem stasis
during pregnancy had some peculiarities characterized by the activation of
coagulation potential expressed in the growth of fibrinogen concentration to
29%, and amount of SFA to 36.7.

Among the pathologic morphologic symptoms of PL development there are
clearly interrelated processes leading to destruction of placenta. Impairment in
hem stasis system conditioned by acquired and congenital thrombophilia
accompanied by decrease of local anti coagulation mechanisms and shifts in
uterine-placental pool.

The regularities of risk factors revealed taking into account of genetic
impairments in hem stasis system characterizing the processes of destruction in
placenta serve the basis for the designed scheme of pathogenesis which
provides assessment of the degree of impairments in the mother-placenta-fetus
system in PL.

Due to the normalization of hemostatic values in the pregnant women with the
risk of PL development with background thrombophilia the complex dynamic
observation and pathogenetic prophylaxis provided decrease of the frequency of
pregnancy and labor complications (u2=6.37; R<0.05), preterm labor 3 folds
(u2=3.52; R<0.02) and perinatal loss more than 3 fold (u2=3.69; R<0.05).
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