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Pedepar:

1. luceprauiiina po60Ta MpucBsY€Ha NOCiIKEHHIO FeHiB KIaCUYHUX i HEKJIACUYHUX aHTUTE€HIB TOJIOBHOTO
KOMILJIEKCY ricrocyMicHOCTi I Ta Il kyacy, OIHOHYKJIEOTUIHUX MOIiMOP(i3MiB TPOMOTOPHOI LiISIHKU I'€HiB
KJIIOYOBUX LIUTOKIHIB Y IIOJPYACKS 3 ifjionaTMYHMM HaBUKOBUM HEBMHOIIYBaHHSIM BariTHOCTI Ta y 6i0JI0TriYHOMY
Marepiasi caMOBILHO eJ1iMiHOBaHMX IJIOJiB. BuxifgHa KOHIEN1is po60TH I'PYHTYBalacs Ha IPUIYLIEHHI, 1[0
MyTallii B reHaxX TOJIOBHOTO KOMILJIEKCY TiCTOCYMICHOCTI, 3 OIHOTO OOKY, i 3MiHM Y F'€Hax, IPOLYKTU SIKUX
B32€MOZi0Th 3 UM KomiiekcoM (HLA-cucTemoro), 3 iHIIOro, MOXyTh OYTH OJHIEI0 3 IPUYMH PaHHIX
penponykTuBHUX BTpat. HLA-TunysaHHs nposesnu y 200 ogpysKHiX nap 3 2-3-pa3soBUM CaAMOBIJIbHUM
[epeprBaHHAM BariTHOCTI A0 12 TWXKHIB recraii, KOTpi BilHECEHi 10 Tpyny "HaBUKOBE HEBUHOLIYBAHHS BariTHOCTI
(HHB)", 150 nap y $KuX BariTHiCTb HE HACTYIaJla KOJHOTO pa3y MPOTSArOM IOHAWMEHIIEe 2-PiYHOTO CyMiCHOTO
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aKyLIepPCbKO-T€HETUYHOIO aHAMHE3Y, KOTPi MaloTh HE MEHILE ABOX 3[0POBUX AiTel. BctaHoBUIN, Mo anenb HLA-
DRB1*0301 BiporigHo acouilioBaHUi1 3 HABUKOBMM HEBUHOIIYBAHHSM BariTHOCTI, 4 Or0 HASIBHICTb MiJBUIIY€E PU3UK
HHB nng xiHKu y 2,4 pa3u Y KiHOK 3 [IEPBUHHUM HEIUTAASAM KIIOY0BUM € anesnb DQB1*0201, 1ioro HasBHICTb
nifBUIIye PU3UK HEMIians ass xinku yaidi (OR=2,44; CI-95%: 1,05-5,7). BcTaHOBJIEHO, 1110 TOMOJIOTiSI 32 FeHaMU
nsox (DRBI+DQAL1) nokyciB HLA-cuctemu Il knacy y noapy»#oks Ha 50 BicOTKiIB i Buie nigsuiye pusuk HHB y 2,68
pasiB, a y BUIaJKy rOMOJIOTI noApysxoks 3a reHamu TpboX (DRB1+DQAI1+DQB1) s10KkyciB Takuil pusuk 3pocrae y 12,8
pasiB. [lozibHa TeHaeH1is criocTepiranacs i y nap 3 NepBMHHUM Helligasam. Po3nogin ta yactoTa reHOTUIIIB 3a
nosnimopdizmoM incepuis/geneuis 14 n.H. 3'UTR rena HLA-G y 6io10riyHOMY MaTepiaji CaMOBiJIbHO [epePBaHUX
eM6pioHiB BuBYaucs Brepiue. [IokazaHo, o HasgBHICTb FeHOTUILy iHcepLisi/iHcepuis 14 n.H. reHa HLA-G B
eM6pioHa 4M y KiHKU 30i7blllye PU3UK HABUKOBOI'O HEBUHOIIYBAHHS Oisiblle HIX y ABa pas3u. [1pu ananizi SNP B
nosioxkeHHsx -1082G /A, -592C /A, -819C /T rena IL-10 ta +874A /T rena IFN-? BCTaHOBJIEHO, 1110 PU3UK PAHHBO]
BTPATH BariTHOCTI 3pocTae y Tpu pasu npu 1082GG- (OR=3.43, CI-95%: 1.72-6.84), 592CC- i 819CC-renotunax
(OR=2.79; CI-95%: 1.32-5.92) rena IL-10 ta y 2 pa3u npu reHotuni 874AA (OR=2.02; CI-95%: 1.09-3.76) rena IFN-?.
SIK pesyJibTar, Blleplie HAyKOBO OOIPYHTOBaHA iH(POPMAaTUBHICTb Ta [OLiIbHICTh BUBYEHHS IMyHOT€HETUYHUX
MapKepiB pOpMyBaHHs MepeIyMOB 711 PAHHbOTO NepEePUBAHHS BariTHOCTI Ta 3alIPOIIOHOBAHO CXEMY KOMILJIEKCHUX
iMyHOTe€HeTUYHUX 0OCTEeXEHb IIOPYOKS 3 PENPONYKTUBHUMY HEBlladaMu B aHaMHe3i, sIKa ONUCYEThCS SK:
roMoJorist nogpy»#oks Ha 50 BifcoTkiB i Builie 3a renamu HLA-cucremu Il kacy, HasiBHICTb B reHOMI XKiHKH
DRB1*0301-aneis, roMO3UTOTHOTO T€HOTUITY 32 ajesieM iHceplis 14 1.H. noniMmopdiamy iHcepuis/genenis 14 m.H.
reda HLA-G, renorunis 1082GG, 592CC, 819CC reHa inrepnerikiny-10 ta renotumny 874AA rena inteppepoHy-?.

2. The thesis is devoted to the study of immunogenetic prerequisites of early reproductive losses in human. The
initial concept of work was based on the assumption that a mutation of genes of major histocompatibility complex
on the one hand and changes in genes whose products interact with this complex (HLA-system),on the other hand,
can be one of the causes of early reproductive losses. It has been established that allele HLA-DRB1 *0301 is likely to
be associated with recurrent pregnancy loss, and its presence increases the risk of RPL for women by 2.4 times. In
women with primary infertility DQB1 *0201 allele plays a key role, and its presence increases the risk of infertility
for women by two times. It has been determined that homology for genes of two (DRB1+DQA1) loci of HLA-class II
increases the risk of RPL in a couple by 50 percent and higher to 2.68 times. In the case of homology for genes of
three (DRB1+DQA1+DQB1) loci this risk increases by 12.8 times. A similar trend has been observed in couples with
primary infertility. The distribution and genotype frequencies of HLA-G 14 bp insertion /deletion polymorphism in
biological material of spontaneously aborted embryos have been studied for the first time. Calculation of odds ratio
(OR) has showed that the genotype insertion/insertion 14 bp of HLA-G in embryos or in women increases the risk
of recurrent pregnancy loss by more than twice. The analysis of SNP at positions -1082G/A,- 592C/A, -819C /T of
IL-10 and SNP +874A /T of IFN-? has shown that the risk of recurrent pregnancy losses increases by three times at
1082GG, 592CC and 819CC - genotypes of IL-10 gene and by 2 times at 874AA genotype of IFN-? gene. As a result,
for the first time there has been offered the scientific grounds and reasonability of studying of immunogenetic
markers of prerequisites of early pregnancy losses and the scheme of complex immunogenetic examinations for
the couples with reproductive failure in anamnesis has been offered. This scheme is described as: the homology of
couple by 50 percent or higher by genes of HLA-class II system, the presence of DRB1*0301 allele in a woman's
genome, homozygous HLA-G 14 bp insertion /insertion genotype, 1082GG, 592CC, 819CC genotypes of interleukin-
10 gene and 874AA genotype of interferon-? gene.
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