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Pedepar:

1. Inceprauifina po60Ta IPUCBIY€HA BUBYEHHIO OCOOJIMBOCTEN KapiOTUIly Ta TEJIOMEPHUX Ai/ITHOK XPOMOCOM IIpU
paHHix penpoayKTuBHUX BTpaTtax (PPB) y moanHu. BuxigHa KOHLENist po60Ty I'PyHTyBalacs Ha NPUITyIIEHi, 10
nedinut trenomepHoi JHK moxke OyTH 3afisHAI y KOMIIJIEKCHOMY Me€XaHi3Mi BTpaTy BariTHOCTi Ha paHHIX eTanax
BHYTPIIIHbOYTPOOHOT'O PO3BUTKY JIIOJMHU, OCOOJIMBO IIPU HASIBHOCTI aHOMaJIBHOTO KapioTuIly y 3apogxa. Briepuie y
marepiasni PPB Big XiHOK 3axigHoro periony Ykpainu (760 3pa3KiB) BUBYMJIM YaCTOTY Ta CIIEKTP aHOMAJIil KapioTumy
IIJISIXOM KOMILJIEKCHOTO 3aCTOCYBAHHS CTaHIAPTHOTO IUTOT€HETUYHOTO Ta MOJIEKYJISIPHO-LUTOreHeTuyHoro (iFISH)
METOJIiB aHaJli3y penaparis, OTPUMaHUX «IIPSIMUM» CIIOCOOOM 3 HEKYJIbTUBOBAaHMX BOPCUH XOPiOHY. AHOMaJIil
Kapiotuny BcTaHOBUIM Y 39.3% BUNAAKiB. [€HOMHI Ta YMCesIbHI XPOMOCOMHI 3MiHM CIIOCTEPIray i3 HaCTYITHOIO
4aCTOTOIO Y NOPSAKY CNaJJaHHS: ayTOCOMHI aHeyIoiaii — 48.5% (a came: Tpucomist xpomocomu 16 (21.1%),
aHeynoigist xpomocomu 15 (9.4%), Tpucomist xpomocomu 22 (6.4%) Ta Tprucomist xpomocomu 21 (6.0%)), nosirnsoinii



- 29.1% (nepeBaxkasna TpUILIOiAis — 26.1%), roHOCOMHI aHeynoinii - 22.4% (3 Hux 21.1% - MmoHocoMis X). YacTka
JieTasIbHOI B [IpEeHaTaJbHOMY I1epiofii PO3BUTKY JIIOAUHU Tprucomii xpomocomu 16 BiporinHo (P<0.025)
3MEHIIYBAJIACh 3i 3pOCTaHHAM IreCTalifHOrO TEPMiHYy BTPA4€HHUX BariTHOCTEN. YacTka XpOMOCOMHMX aHOMaJIi, fKi
3yCTpi4alOThCs B IOCTHATAJILHOMY IIEPIOi, 30KpEMa, TOHOCOMHOI MOHOCOMIi Ta TpUCOMii XxpoMocomu 21,
[IO3UTUBHO KOPEJIIOE 13 3pOCTaHHAM TEPMiHY BTpaTy BariTHOCTI. YacTKa aHOMAIIii KapioTUIly He Biipi3HsAIach y
Mmarepiayi ClopaiuYHUX Ta HABUKOBUX PENPONYKTMBHUX BTpaT — 39.9% Ta 38.2% BifNoBigHO. 3arajbHa 4aCcTOTa
BCTAHOBJIEHUX [IOPYLIEHb KapiOTUITY BipOTiZHO HE BifpPi3HAETHCS y MaTepiali BTpaY€HUX BariTHOCTEH KiHOK Pi3HOTO
BiKy (< 35-Tu pokiB Ta 235-1u pokiB) (P>0.05), mpoTe BHECOK pi3HUX BinxusieHs Kapiotuny PPB 3anexxuTs Bif BiKy
KIHKY, a came, 3 BIKOM BipOrifHO 3pOCTa€ YacTKa aHEeyIIOifii 3a paxyHOK ayTOCOMHUX TpucoMii ( P <0.0001) Ta
3MEHUIYETHCS] BHECOK MNoimnoiaiii (P <0.005) Ta roHocoMHUX MOHOCOMIH ( P <0.005). AHasi3 4acTOTH OCHOBHUX
aHOMaJlIifl KapioTuIly €IMHOI BTpayeHoi BariTHOcTi (rpyna II) mokasas, 10 3 BiKOM BipOTiHO 30iJIbIIy€EThCS YACTKA
aneymnoigii (P <0.025) 3aBasiku ayrocoMHUM TprucoMisim (P <0.0001) Ta 3MeHIIyeTbCs 4acTKa NOJlinoiain (02=5.974,
P <0.025). AHasoriuHa TeHJIeH1lisi BCTaHOBJIeHA i IpU aHali3i CIOpPaiMYHOI BTpaTy BariTHOCTI (rpymna III) — yactka
aHeymoigin 36inpmyetses (P <0.05) 3aBasku ayrocoMHuM TprucoMiam (P <0.005) Ta 3MeHIIyeTbCs 4acTKa
nosinoigiit (P <0.05), Ta HaBUKOBOMY HeBHHOIIYyBaHHi BariTHOCTi (rpyna I) (P <0.05 gy aneynmnoiziit; P <0.005 s
ayTOoCOMHUX TpucoMilt; P <0.05 asis nosinioiziit). Brepiue po3risganucs JOBKUHN TeJTOMEPHUX HiJISTHOK
XPOMOCOM Y I171071a 5-12 TV>KHIB BHYTPIIHLOYTPOOGHOIO PO3BUTKY - SIK IIPOBOKATUBHUI (aKTOP PENPOAYKTUBHUX
BTpaT y JIIOAUHU. Bu3HaueHHs BinHOCHOI noBxuHU Tenomep (Relative Telomere Length, RTL) npoBonunu 3a
noniomoroio [T11P 3 nerexuieto ¢pioopecuenuii B peasibHoMy 4aci (RT-PCR). BCTaHOB/IEHO CTaTUCTUYHO 3HAYYLTY
BIIMIHHICTb IOCJIiIKYBaHOro noka3Huka RTL 3aj1e;KHO Bif, HASBHOCTI YU BiICYTHOCTI aHOMaJIi# KapioTuny y
marepiani PPB (0.29+0.03 y pasi aneymoinii+rpunoizii npotu 0.64+0.12 npu eymnoizii, P=0.0015). [Tpu njpomy
CYTTEBOI Pi3HULI Y BiITHOCHIN JOBXUHYU TEJIOMEP IPU OKPEMUX TUIIAX XPOMOCOMHOI IIATOJIOTI] HE BiIMi4€HO
(0.36+0.12, 0.26+0.03, 0.28+0.04, 0.27+ 0.02 s MoHOCOMIi X, TpucoMii 21, Tpucomii 16 i Tpunioigii BifnosigHo,
P>0.05). [TokasaHO 3Ha4ylly BiZIMiHHICTb IOKa3HUKIB BiJIHOCHOI JOBKMHU TE€JIOMEDP MiX €YyIJIOiJHUMU 3pa3KaMu
PENpOAyKTUBHUX BTPAT Ta apTu@iniiux abopris ( 0.64+0.12 i 1.17+0.14 BignosinHo, P=0.006). O6roBopeHo
MOJKJIMBY POJIb BKOPOYEHHS JOBXUHY TEJIOMEDP Y MEXaHi3Max eJliMiHallii 3apOoJIKiB Ha paHHIX eTarnax
BHYTPIilIHBOYTPOOHOTO PO3BUTKY.

2. The thesis is devoted to the study of karyotype peculiarities and telomeres areas of chromosomes at early
reproductive losses (ERL) in humans. The initial concept of work was based on the assumption that the deficiency
of telomeric DNA can be involved in the complex mechanism of pregnancy loss in the early stages of intrauterine
development of a human, especially at the presence of an abnormal embryo karyotype. The frequency and
spectrum of karyotype anomalies of the material of early reproductive losses of the western region of Ukraine (760
samples) have been investigated for the first time through the integrated application of the standard cytogenetic
and iFISH methods for analysis the preparations, obtained by the "direct" method from uncultured chorionic villi.
Karyotype abnormalities were found in 39.3% of cases. Genomic and numerical chromosomal abnormalities were
observed with the following frequency in descending order: autosomal aneuploidy - 48.5%, polyploidy - 29.1%:
prevailed triploidy- 26.1%, gonosomal aneuploidy - 22.4%: prevailed monosomy X - 21.1%. The results of our
research showed that the dominant autosomal numerical anomalies were trisomy 16 - 21.1%, aneuploidy 15 - 9.4%,
trisomy 22 - 6.4% and trisomy 21 - 6.0% in decreasing order. There was a tendency to a slight increase in the
karyotype abnormalities in the material of pregnancies lost at 6-10 w.o.g. - 41.5% compared to at <6 w.0.g. (35.5%)
and 11-14 w.o0.g. (35.9%) . The part of karyotype abnormalities didn't differ in the material of sporadic (39.9%) and
recurrent pregnancy losses (RPL) (38.2%). The contribution of genomic abnormalities in the material of lost
pregnancies was higher in groups I (RPL in anamnesis) and II (single lost pregnancy) — 32.6% and 31.7%,
respectively, and less in group III (sporadic pregnancy loss (SPL)) — 21.4%. The reverse trend was observed relative
to the proportion of monosomy X, which was higher in group III - 25.0% compared with the indicator in group I
(18.7%) and II (20.7%). Therefore, the frequency of genomic and chromosomal abnormalities in the material of ERL
in women age <35 and =35years was analyzed. The overall frequency of identified karyotype abnormalities is not
significantly different in the material of EPL of women of different ages (P>0.05), however, the contribution of



karyotype abnormalities in ERL depends on the age of a woman, namely, with age significantly increases the
proportion of aneuploidy due to autosomal trisomies (P <0.0001) and decreases the contribution of polyploidy (P
<0.005) and monosomy X (P <0.005). Analysis of the frequency of the main abnormalities of the karyotype of a
single lost pregnancy showed that the proportion of aneuploidy increases significantly with age (P <0.025) due to
autosomal trisomies (P <0.0001) and decreases the proportion of polyploidies (P <0.025). A similar trend has been
established in the analysis of SPL - the proportion of aneuploidies increases (P <0.05) due to autosomal trisomies
(P <0.005) and decreases the proportion of polyploidies (P <0.05), and RPL (P <0.05 for aneuploidies; P <0.005 for
autosomal trisomies; P <0.05 for polyploidies). Consequently, regardless the reproductive history, the frequency of
autosomal trisomies increases and the genomic anomalies decrease in the material of ERL from women after 35
years. The lengths of telomere areas of chromosomes in a fetus of 5-12 weeks of intrauterine development have
been investigated for the first time as a provocative factor of reproductive loss in humans. The relative telomere
length in DNA isolated from samples of chorionic villi from lost pregnancies and induced abortions of 5-12 weeks
gestation have been studied. Determination of relative length of telomeres (RTL) was performed using PCR with
RT-PCR. Our results showed with a high degree of probability (P=0.000001) that ERL is characterized by short
telomeres compared with induced abortions(IA). Information about telomere length in combination with the
particularities of the karyotype in the post-implantation terms of intrauterine development is absent. Therefore, it
seemed expedient to analyze the obtained indicators of the RTL depending on the presence /absence of
chromosomal abnormalities in the examined material. Selected samples of the chorionic villi reproductive loss
were characterized by the following karyotype: euploidy - 32 cases; triploidy - 13 cases; trisomy 16 - 13 cases;
trisomy 21 - 10 cases; monosomy X - 12 cases, and IA - only with euploid karyotype. Established significant
difference of RTL in material of ERL - (aneuploid: 0.29+0.03 and euploid: 0.64+0.12, P=0.0015 respectively). The
results showed no significant variation in RTL among the various aneuploid groups. Detected significant difference
in RTL between euploid ERL and IA (P=0.006). The obtained results allow us to assume that the process of
telomere shortening is involved into the complex mechanism that leads to the early death of embryo.
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