OT3bIB
ohHIMANBHOTO ONIMOHEHTa [OKTOpa OHOJOTHYeCKMX Hayk, mpodeccopa PAH

Annpuesckodi Mpunbl AHaTONBEBHBI Ha AUCCEPTAlMOHHYI0 paboty LlenokuHoW AHHBI
BuxropoBuel Ha Temy «Pons HLA-DRBI w HLA-G B npeapacrojoXeHHOCTH K
Pa3sBUTHIO BPOXIEHHBIX TOPOKOB Cepjlia y JAeTeid» Ha COWCKaHHWE YYEeHOW CTereHH
KaHauzata OHONIOTMYECKMX Hayk Mo cneunanbHoctH 3.3.3. — Ilaronoruueckas

(dbuznoIOTHS

AKTYaJIbHOCTH NP00GIeMbl

Bpoxnennsie nopoku cepaua (BIIC) — naubosiee pacmpocTpaHeHHass aHOMAIHS
pasBUTHs IUIOZA, NMPUBOASILIAS K MHBAJIMAM3ALUMU U CMEPTHOCTH B HETCKOM BO3pacTe.
CoBpeMeHHBIE JOCTH)KEHHS B KApAMOJOTHH W KapJHOXUPYPIMH IO3BOJIMJIM CHENaTh
OrpoMHBIM [mar B auarHoctuke u JjedeHuu BIIC, ogHako 3THONOTHUS JTaHHOTO
3ab0sieBaHUs OCTAeTCs He JO KOHIAa W3ydeHHOH. B cBsa3u ¢ Tem, uro B marorenes BITIC
BKJIIOYaeT B ce0si KOMIUIEKC B3aMMOBIHSIIOMUX (hakTopoB. [Ipu M3ydeHuH maroreHesa
BPOXEHHBIX IOPOKOB cepAauna o0coboe BHUMAaHHWE YAENAETCS COCTOSHUIO 3I0POBbBS
poauTesied, OCOOEHHO JXEHIIMH, TaK KaK Ha NPOTSHKEHUH Bced OepeMEeHHOCTH IUIof
HaxOIUTCS B HENOCPEACTBEHHOM KOHTakTeé C MAaTepUHCKMM opraHu3moM. Ha
CEeroJIHSIIHUI JeHb MaJOM3y4YEHHBIMU OCTAIOTCS UMMYHHBIE U UMMYHOI€HETHYECKHE
MeXaHU3MBl, aCCOLIMMPOBAHHBIE C PUCKOM pa3BHTHs BPOXAEHHBIX ITOPOKOB Cepila B
NOCHAENYIOIUX  TMOKOJNeHUAX. TakuM  oOpa3oM, HU3yYyeHHe  HMMMYHHBIX H
UMMYHOTE€HETUYECKUX OCOOCHHOCTEH POAMTENEH M MX BKJIAJ B NATOTeHE3 BPOXKIEHHBIX
IIOPOKOB CepJlia SBISETCs Ype3BblYalHO Ba)KHBIM aCIIEKTOM, KOTOpPBIM obsiafaeT He
TOJBKO (PyH/IaMEHTAIIbHOM, HO U IPAKTUYECKON 3HAYUMOCTBIO.

Huccepranus LlenoknHoit AHHBI BUKTOpOBHBI TMOCBSIIEHA PEIICHUIO Ba)KHOU
npobieMbl  NATOJOTHYEeCKOW (QHU3MONIOTMM — U3YYEHUI0 I[aToreHe3a pa3BUTHUS
BPOXIECHHBIX [IOPOKOB cCepAla M poOdd MMMYHHBIX U HUMMYHOI€HETHYEeCKUX

ocobeHHOCTEH po,umenel?i B JaHHOM ITpOLECCE.



Hayuynasi HoBH3HA

Haydnas HOBHM3Ha JMCCepTAIIMOHHOIO HccienoBaHusi LlenmokuHoil  AHHBI
BuxTopoBHel He BBI3bIBaeT COMHeHMsA. CouckareneM IPOBEJEHO OpPUTHHAIBHOE
HCCIIEIOBAHME, B pE3yJIbTaTe KOTOPOro IIPOAHAIM3UPOBAH BKJIAJ )KEHCKHX T€HOTHIIOB
HLA-G 3'UTR 14-bp ins/del B maroreHe3 BpOXXAEHHBIX TOPOKOB cepiia. Brepseie
MOKa3aHO, 4YTO POJUTEIBCKHE IaTOJOrMYEeCKHe U MNpoTeKTHBHbIEe amienu HLA-DRBI
(myxckoit HLA-DRBI1*09 wn xeuckuit HLA-DRB1*10) u coudetanus myxckux HLA-
DRBI*11/HLA-DRB1*15 w HLA-DRBI1*4/HLA-DRBI1*15 anneneii u xenckux HLA-
DRB1*08/HLA-DRB1*11 annene#l acCOUMHPOBAHbI C Pa3BUTHEM BPOXKIEHHBIX TOPOKOB
cepaua y nereid. Kpome Toro, B pesynbrare NpOBENECHHOIO HCCIENOBAHUS BIIEPBhIE
OIPEJIENIEHO, YTO HAIMYKe OOIIMX ayieel s CyNpyroB SBJISETCS OJHHM U3 (aKTopOB,
00yclaBIMBAOIMX Pa3sBUTHE BPOXIEHHBIX IOPOKOB CepAlid. A TaKXe ONKCAHA POJib
WMMYHHBIX HapylIeHUWH B CHCTEME «MaTb-IUIOA», BBISBIEHHBIX IIOCPEACTBOM
KPaTKOCPOYHOM CMEUIaHHOM KYJIbTYpbl JUM(OLMTOB CYNPyroB, U MX MaTOreHEeTHYEeCKas
3HaYUMOCTD B IIPEIPACIIONONKEHHOCTH K PasBUTHIO BPOXKACHHBIX TIOPOKOB CEep/IIa.

Teopernueckas n npakTHYEeCKasi 3HAYUMOCTH PaboThI

IToy4eHHBIE B qUCCEPTALIMOHHOM paboTe pe3ylbTaThl UMEIOT BaXKHOE 3HAYEHHE
JUIE HayKW W IPaKTHKU. ABTOP PacCIUMpSET IPEJACTABIECHHUS O MeXaHW3MaX pPa3BUTHS
BPOX/IEHHBIX IOPOKOB cepaua. Ilenokunod AHHONW BUKTOPOBHOM MOJy4YeHBI JaHHEIE O
BKJIaZilc HMMMYHOT€HETHYeCKUX (aKTOpPOB B NPEIpacloNOKeHHOCTh K pPa3sBUTHIO
BPOXIEHHBIX ITOPOKOB CEpALa.

B 1nemom mnonydeHHBle pe3ynbTaThl PACKPHIBAIOT HOBBIE IEPCIEKTHUBH B
pa3paboTke crioco60B NPO(UIAKTUKH Pa3BUTUS JAHHOTO IATOJOTHYECKOI0 COCTOSHUS
Ha OJTane IUIaHWpOBaHWsA OEpEeMEHHOCTH B Iapax TIpyMmbl pucka.  Pe3ynsTarhl
UCCIeIOBAaHUS MOTYT OBITh IPUMEHEHbI KaK B y4eOHOM IpOLECCe MEIUIMHCKHUX M
ouonorunueckux BY 308, a Takke B neprHHATANbHBIX [IEHTPAX.

Crenenb 000CHOBAHHOCTH M JOCTOBEPHOCTH HAYYHBIX MOJIOKEHHH, BLIBOIOB,
c(hopmMyTHPOBAHHBIX B JHCCEPTALHH

Hay4Hble 1aHHbBIE, TOTy4YE€HHBIE B XO/I€ BBIOIHEHUS TUCCEPTALMOHHOM paboThI, H

CACIaHHBIC Ha HMX OCHOBAaHWM BBIBOJbI JOKa3aHbl HCIIOJB30BAHUEM COBPEMEHHBIX
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FCeHeTUYECKMX W HMMYHOJIOTMYECKHX METOJOB HUCCIIEIOBAHUS, NOCTATOYHBIM OOBEMOM
BBIOOPDKM M JICTAJbHBIM CTATHCTHYECKHM aHAIM30M, 4YTO MO03BOJISET PACcCMaTPUBATh
MOJTy4eHHbIe Pe3yJIbTaThl KaK I0CTOBEPHbIE U O0bEKTUBHBIE. BBIBOJIBI IHCCEPTAIIMOHHOM
paboThl  COOTBETCTBYIOT ~ MOCTABIEHHBIM  3aJa4yaM W Leld.  MaTepHasl
AUCCEPTALIMOHHOIO  MCCIIENOBaHMs  MPOLUIM  anpobaiuio Ha  KOH(pEpeHLUIX
MEXYHapOAHOT0, BCEPOCCHHCKONO M MEXPErHOHAJIBHOTO YPOBHS, OIyOIMKOBaHO 8
neYaTHbIX paboT, U3 HUX 5 — B )KypHaJlax W U3JIaHHUSX, peKoMeHJoBaHHbIX BAK P® s
myOJIMKALMK MaTePUaIoB JIOKTOPCKUX M KaHAMIATCKUX AMCCEPTALMii, U3 KOTOPBIX 2 — B
peLieH3upyeMBIX M3IaHUAX, MHIEKCUPYEMBIX B MEXyHapoaHO# 6aze Scopus; 2 maTenra
Ha u300peTeHMe, a Takke METOAUYecKHe pekoMeHmanuu «VMMmyHonornueckuii Meron
NpEerpaBuIapHOro  MPOTHO3UPOBaHKMsS  pUCKAa  (DOPMHUPOBAHUS  CIOPAIMYECKUX
BPOX/ICHHBIX ITIOPOKOB cepala 0e3 XpPOMOCOMHBIX 3a00JieBaHUi», YTBEPXIEHHBIE
HavansHukoM JIO3H Kemeposckoit obactu.
Ouenka conepkaHusi AHCCEPTAIMH H €€ 3aBEPIIEHHOCTE

Huccepraionnas pabora ¥MeeT TPaJULMOHHYIO CTPYKTYPY M COJEPKHT BCeE
HeOOXOZMMBIE  pa3fieNibl, KOTOphle  OCBEINAIOT  aKTyalbHOCTh  MCCJIEOBAHMS,
COBPEMEHHOE COCTOSIHHME NPOOJIEMBI, 1IeJIb U 3a/1a4H, OMMMCaHUEe MAaTEPHUAOB U METO/OB
WCCIIEZIOBAHUS, PE3yJIbTaThl U 00CYK/IE€HME, 3aKIIOUeHHe W CITUCOK JIuTeparyphl. Pabora
u3noxeHa Ha 115 cTpanMIiax MalIMHONMCHOIO TEKCTa, CONEPKUT 9 PHUCYHKOB U 22
Tabnuukl. CriMcok ymutepatypsl conepxuT 177 ucrounukos (37 oredecTBeHHBIX U 140
MHOCTPAHHBIX).

Bo BBeleHMM aBTOp pacKphIBaeT akTyaJlbHOCTh CBOEr0 HCCJIENOBAaHMS, CTENEHb
pa3spabOTaHHOCTH TEMbl M €€ Hay4dHYI0 HOBH3HY, (GOpPMyJIHMpyeT Lelb M 3ajadu
JIMCCEPTAlMOHHON paboThl, TPEJCTABISET MaTepualbl W METO[bl HCCIEeI0BAHMUS,
IPAKTHYECKYIO 3HAYUMOCTb PabOTHI.

O630p nuTepaTyphl HAMUCaH XOPOIIUM JIUTEPATYPHBIM S3BIKOM M IOCBSIIEH
aHaiu3y HMEIOIIMXCs CBENEHHH O COBPEMEHHOM COCTOSIHHM BOIIPOCA MO HM3YYEHHIO
STHOJIOTMM M IIaTOreHe3a BPOXKIEHHBIX IIOPOKOB cepiaua y nerei. Mcronb3oBaHO

AOCTATOYHOE KOJHMYECTBO JUTEPATYPHBIX UCTOYHHUKOB, YTO TOBOPUT O TJTyﬁOKOM aHajimse



JMCCEPTaHTOM H3y4aemou npoOiembl. Bropas riaBa quccepTalMOHHOIO MCCIENOBaHUsS
TIOCBAIIEHA ONUCAHHUIO UCCIIEyEMbIX IPYIII U UCIIONb3yeMbIX METOIOB.

B Tpetbeil rmaBe nogpoOHO M3II0KEHBI Pe3yJIbTAThl COOCTBEHHBIX HCCIIENOBAHUM,
KacaroIuecs BKJIaga ayienedn U reHotunoB HLA-G w HLA-DRBI, obGnanaromux
MaTOreHETHYECKOW M IPOTEKTUBHOM 3HAYUMOCTBIO, B MPEIPACHOIOKEHHOCTh K
Pa3sBUTHIO BPOXKIEHHBIX IOPOKOB cep/la. Takxe B MpeAcTaBIeHHON IJIaBe OMHUCHIBAETCS
ponb skcnpeccuu Monekynl HLA-DR  Ha jkeHCkuX numdonuTax Kak OJHOIO H3
NPEJUKTOPOB Ppa3BUTHsA BPOXIEHHBIX TOPOKOB cepana. [J1aBa MIUIIOCTPUPOBaHA
TabJIMIIaMu, 4TO YIIPOIAeT BOCTIPUSTHE MaTepuaia. B ueTBepToii riase aBTop noapo6Ho
00Cy»X/1aeT pe3yIbTaThl HCCIIe0BaHHUS.

B 3akirouenun aBTop pe3tOMUpYeT MOJNydeHHble JaHHBIE U MPEICTaBISET CXEMY,
MOKa3bIBAIOIIYI0 POJIb MMMYHOTE€HETHYECKHX (PaKTOpOB B IpPEApPacIoNiOKEHHOCTH K
Pa3sBUTHIO BPOXKIEHHBIX TOPOKOB CepZia.

BEIBO/IBI COOTBETCTBYIOT NOCTABIEHHOM IeU U 0003HAYeHHBIM 3a/la4aM HCCIIe0BaHus,
a TaK)Ke KOHKPETU3UPYIOT HanboJiee 3HAUUMBbIe Pe3yJbTaThl PabOTHL.
3ameuyaHus MO AHCCEPTALUH

[lpyHIMNHANBHEIX ~ 3aMEYaHWid 110  BBIIOJIHEHHOMY  JHMCCEPTAllHOHHOMY
uccnenoBanuio LlenoknHoit AHHBI BUKTOPOBHEI HET, HO TOCIIe IPOYTEHHS AUCCEPTALIMH,
BO3HUK PsiJi BOIIPOCOB:

1. VYuureBaiuce nm comyrcTByromme FHLA-accouuupoBaHHble 3a00JeBaHUS Y
MaTeped OCHOBHOM Y KOHTPOJIbHOM Ipyrin?

2. Pasnuuanace au yactora BcTpedaemoctu ayuteneid HLA-DRBI y Manb4uKOB U
J€BOYEK OCHOBHOM ¥ KOHTPOJIBHBIX IpyIn?

3. Kak Bel Buaure panbpHeillliee NpPUMEHEHHUE T[IOJYYEHHBIX JAHHBIX B
KITUHUYECKOH MpakTuke?

3akJ/1i09eHHe 0 COOTBETCTBHH JHCCEPTALHH KPHTEPHAM, YCTAHOBJIEHHbIM

ITosi02xeHnemM 0 MpHCYKAEHUH CTeneHe

JucceprammonHnas pabora Llenokunoit Aunbl BukTopoBHbl Ha Temy: «Ponbs HLA-

DRBI v HLA-G B 1ipepacnojioO)X€HHOCTH K Pa3BUTHIO BPOX/IEHHBIX NTOPOKOB CepAla Y

I[CTCﬁ», npe€acrtaBj€HHasl Ha COHCKaHHE yqenoﬁ CTCIIEHH KaHIauaarta 6HOHOFH‘ICCKI/IX
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HayK 1o crneuuansHocTu: 3.3.3. — [laTonoruueckas (pu3nosnorus, SABISETCS aKTyaabHOM
IO HanpaBlIeHHOCTH HCCNIE[IOBAHUS W 3aBEPLICHHON HayYHO-KBAJIU(HUKAIMOHHOMN
paboToi.

ITo cBoel axkTyalbHOCTH, HAay4YHOMY YPOBHIO, 00BeMy TpOBEIECHHBIX
WCCIIEIOBAaHUM, HAYYHOH M IPAKTUYECKOW 3HAYMUMOCTH TIOJIyYE€HHBIX pe3yJIbTaToB,
Hay4HBIX IIOJIOXKEHHW M BBIBOJOB JuccepranuoHHas pabora IlenokuHOi AHHEI
BuxropoBusl «Pone HLA-DRBI w HLA-G B mnpenpacnoloXeHHOCTH K Pa3BHTHIO
BPOXECHHBIX IOPOKOB cepAla y JeTei» IoNHOCThIo cooTBeTcTBYeT 1. 9,10,11
«[TonoxxeHust 0 NMPHUCYXJIEHUH YUYEHBIX CTENEHEW», YTBEP)KAEHHOIO IOCTAHOBJIEHUEM
IIpaBurensctBa Poccuiickoit @enepamum ot 24 centsOps 2013 r. Ne842 (B pen.
ITocranosnenust IlpaButrensctBa P® or 21.04.2016 r. Ne335, ¢ wu3MeHeHHSIMH
ITocranoBnenus [IpaBurenscrBa P® ot 01.10.2018 r. Nel168), npenpssiasiemsim BAK
MunoGpazoBanusi ¥ Hayku P® K KaHAMZATCKUM JHCCEPTALlMsIM, a €e aBTop
3aCIIy’)KMBaeT IPUCYXKJIEHUs Y4YEHOW CTeNeHW KaHauaara OHOJOrHYecKUX HayK II0

cnienanbHocTU: 3.3.3. — [laTonoruyeckas GU3NOIIOTHS.
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