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Kasakcman Pecnybniukacbkl ¥nmmbiK fbiibiM akademusicbl "KP YFA XabapwbiCbl” fblfibIMU XypHa-
nbiHeiH Web of Science-miH xaHanaHraH Hyckacbl Emerging Sources Citation Index-me uHOekcmeryee
KabbindaHraHbIH xabapnatidbl. byn uHdekcmeny 6apbicbiHOa Clarivate Analytics KoMraHusiCbl XypHarobl
o0aH opi the Science Citation Index Expanded, the Social Sciences Citation Index xoHe the Arts &
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MORPHOLOGICAL AND MOLECULAR BIOLOGICAL
DETERMINANTS OF REPEATED IMPLANTATION FAILURE

Abstract. The evolution of assisted reproductive technology (ART) from classical in vitro fertilization (IVF)
and intracytoplasmic sperm injection (ICSI) to the era of predictive models using artificial intelligence has led to a
worldwide reproductive revolution in recent years. But despite the significant development of ART, there is still a
high prevalence of failed IVF attempts. Thus, although ART improves overall outcomes for infertile couples, some
problems still remain unresolved, such as repeated implantation failure (RIF). The term RIF is applicable only in IVF
programs. RIF is a complex and urgent problem of modern reproductology. It has a wide range of understudied
etiological factors and pathogenesis mechanisms. The pathogenesis of implantation failures is based on a variety of
polygenic and polymorphic mechanisms of defective receptivity due to disturbance of endometrial architectonics.
Management of RIF should be individualized taking into account its pathogenesis patterns using methods based on
the principles of evidence-based medicine. Randomized clinical trials with large statistical samples and with a
thorough consideration of clinical and morphological patterns are necessary to understand the mechanisms of its
realization further and to overcome the problem.

Key words: in vitro fertilization, repeated implantation failure, assisted reproductive technology.

The evolution of ART from classical IVF and intracytoplasmic sperm injection (ICSI) to the era of
predictive models using artificial intelligence has led to a worldwide reproductive revolution in recent
years. The etiology of infertility is considered multifactorial, and some of its key aspects include genetic
abnormalities of male and female origin, ovulation disorders, tubal obstruction, uterine or peritoneal
disorders associated with female infertility, as well as male factors, such as poor sperm quality [2]. In
2019, the European Society for Human Reproduction and Embryology (ESHRE) published a press release
based on statistical analysis of a large data set. According to them, 20-30% of infertility is associated with
male factors, 20-35% is associated with female etiology, and 25-40% is a combination of female and
male infertility factors. The remaining 10-20% are classified as idiopathic infertility, and most of these
couples suffer from repeated implantation failure (RIF) [3].

Thus, despite the significant development of ART, there is still a high prevalence of failed IVF
attempts. There are many studies and reviews focused on various factors, from uterine anatomy and
endometrial receptivity to connective tissue disorders and immunological factors that negatively or
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positively affect IVF success rates. Although ART improves overall outcomes for infertile couples, some
problems still remain unresolved, such as RIF.

The term RIF is applicable only in IVF programs. Although there is no generally accepted formal
definition of repeated failure of implantation, Orvieto et al (2015) offer a definition that implies three
unsuccessful in vitro fertilization cycles with good quality embryo transfer [4]. Researchers at Zeyneloglu
et al (2014) agree that this clinical situation can be established after three failed IVF cycles, especially
when transferring two high-quality embryos [5]. The data of Simon, Laufer et al (2012) add to the
definition that anatomical disorders of the embryo and a decrease in the receptivity of the endometrium
can play a key role in the development of RIF [6]. To define RIF, it is also important to take into account
the age of the mother and determine whether the embryos were transferred at the stage of fragmentation or
blastocyst [7]. Coughlan et al (2014) offer a more complete working definition based on maternal age,
number of embryos transferred, and number of completed cycles. They define RIF as non-occurrence of
clinical pregnancy after 4 transfers of “fresh” or thawed good embryos in women under 40 years of age
[8]. In the clinical protocol of the Ministry of Health of the Russian Federation in 2019, such a clinical
situation is called “Repeated unsuccessful attempts at transferring embryos (implantation)” and refers to it
as cases of 3 unsuccessful attempts at elective (eSET or eDET) transfer of “fresh” or thawed embryos in
women under 35 years of age, and 2 - in women 35 years of age and older, in the absence of any factors
that reduce the chances of pregnancy [9].

Failure to implant embryos may be due to female, male, or fetal factors, or a specific type of IVF
protocol. Each clinical situation should be carefully studied to determine the most likely etiology of the
disease, since RIF is a complex problem with several variables. There are many risk factors for RIF,
including maternal age, smoking of both parents, increased body mass index and stress level
[10,11,12,13,14]. Immunological factors, such as the level of cytokines and the presence of specific
autoantibodies, as well as any infectious pathogens leading to chronic endometritis, should be investigated
in each individual patient with RIF. Uterine neoplasms, such as polyps and fibroids, and congenital
anatomical abnormalities should also be excluded. Sperm analysis, preimplantation genetic screening and
endometrial receptivity should be reviewed and evaluated.RIF in order to propose new solutions and
develop individual approaches for specific patients or groups of patients.

Pathogenetic mechanisms of implantation failures. Endometrial receptivity. You cannot talk
about implantation without considering such an important aspect of a woman’s reproductive system as
endometrokh. Sxz;.,jika ewlp[w;pm [ vmckdoS8ial receptivity. Implantation is a complex process resulting
from the correct interaction between the endometrium and the blastocyst. According to various estimates,
only 30% of all implantation failures account for embryonic abnormalities, while the suboptimal
susceptibility of the endometrium and the altered dialogue between embryos and endometrium are
responsible for the remaining two-thirds [15]. Endometrial susceptibility has been the subject of extensive
debate for over 80 years since Rock and Bartlett et al described histological changes in the endometrium
in the implantation window in 1937 [16]. From that moment, a tremendous path has been made in the
study of endometrium, and flow cytometry and advances in molecular biology have allowed further
studies of the cross-linking between the embryo and endometrium [17]. Omics also greatly helps in the
study of receptivity and implantation. It is the field of research with highly sensitive methods that allow
simultaneous study of changes at various molecular levels: genomics, transcriptomics, proteomics,
metabolomics, etc. Understanding the physiology and pathophysiology of the human endometrium is
being revolutionized through the use of omics [18].

Although recent advances have led to a deep understanding of the processes associated with the
cross-dialogue between the embryo and the endometrium during implantation, the cause of their
impairment remains a mystery, and significant progress in transforming the findings into clinically
relevant prognostic tests and treatments for suboptimal susceptibility of the endometrium has not been
achieved.

The susceptibility and selectivity of the endometrium are two complementary concepts introduced to
describe the endometrium as a biosensor that evaluates the quality of the embryo [19]. Selectivity is a
built-in programmed function of the endometrium for recognition and rejection of embryos with reduced
development potential. On the contrary, susceptibility allows the endometrium to provide an optimal
environment for embryo development and placenta formation.

— ] —/—
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An extensive meta-analysis of 2019, which included 163 studies (88834 women) [20], allowed to
identify the main markers of endometrial receptivity:

— Ultrasound markers evaluated on the day the ovulation trigger is administered and on the day of
embryo transfer:

- Endometrial thickness;

- Three-line structure;

- Endometrial volume;

- Pulsation index of the uterine arteries;

- Resistance indicators in the uterine, arcuate, radial, basal and spiral arteries;

- Uterine contractions on the day of embryo transfer;

— Markers in endometrial biopsy:

- BLCG6;

- a-Inhibin;

- B-Glycan;

- luminal integrin avf3;

- L-selectin ligand,

- Aromattase P450;

- vascular endothelial growth factor A;

- expression of matrix metalloproteinases and E-cadherin;

- alpha-2 PEG;

- hCG-LH receptor;

- LIF (leukemia inhibitory factor);

- colony-stimulating macrophage factor;

- HOXA-10;

- Counting pinopods by electron microscopy (at least 60 fields at x 2000 magnification);

- ERA;

— Markers in endometrial fluid aspirate:

- Concentration of hDP 200 (Human decidua-associated protein 200);

- LIF (leukemia inhibitory factor);

- TNF-a;

- IL-18;

— Hysteroscopic assessment:

- ring type of arrangement of glands and the presence of well-developed varicose vessels;

- Endometrial blood flow >29 mL/min/100 g.

While some studies in this 2019 meta-analysis showed high sensitivity in assessing endometrial
receptivity by certain markers, others showed opposite data. Therefore, it is impossible to draw
conclusions regarding the clinical use of certain markers in the practice of a reproductologist, although
many authors distinguish ultrasound criteria, as well as the ERA test, as the most effective [21,22,23]. The
main factor limiting the quality of evidence supporting the sensitivity of endometrial receptivity markers,
measured by biopsy, fluid aspirate, ultrasound, or hysteroscopy, was inaccuracy in the studies. Most
markers have so far been studied only in small samples, and that leads to uncertainties regarding its
reproducibility, their true effect, and clinical value.

Immunological mechanisms. In the recent years great importance has been given to the immuno-
logical mechanisms of the formation of endometrial insufficiency in the study of the etiopathogenesis of
repeated implantation failures, especially in the absence of a macroscopic substrate or signs of chronic
endometritis.

Uterine NK cells, Uterine Natural Killer (uNK) are primarily responsible for the implementation of
the immune response in the uterine cavity. They come from the NK cell line and differ in the marker
CD56 +, however, they do not have the same ability to destroy cancer cells and other foreign HLA class
1 molecules, therefore, they do not have a harmful effect on the implanted embryo. Due to the similar
phenotype, CD117 + CD94-CD3-, it is likely that peripheral NK cells at the 3 stages of their development
migrate to the endometrium and complete their maturation and development already there, subsequently
becoming uNK cells [24]. In fact, they are the dominant type of immune cells in the uterine mucosa, and it
has been suggested that they play a role in trophoblast invasion and increased blood flow through the
8
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spiral arteries. Measuring the level of uNK cells seems difficult, as it fluctuates during the menstrual cycle
due to changes in the level of progesterone and other hormones. As a result, any change in hormonal
levels in healthy fertile women can affect the level of uNK cells without any effect on the outcome of
pregnancy.

During implantation, uNK through paracrine signals stimulate endometrial epithelial cells to produce
IL-15, VEGF, and other factors that can regulate the proliferation of uNK cells. An immune paracrine
connection between uNK and endometrial epithelial cells promotes implantation and development of
trophoblast [25].

1 _’]Endumn:lrial epithelial cells -ll.\'li "“_\-H
5 IL-15 (oNK ) (uNg !
WEGF W INK

* Other factors

jnNK .u.\']{.' -I.I.NK. -u:\']'i
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uNK "WNK ho4

Figure 1 — Schematic representation of the role of uNK in implantation

A study published by Santillan et al (2015) showed that both peripheral NK cells and uNK levels are
elevated in patients with failed implantation. Blood NK cell levels were 13.4 = 1.2% (range 2.63-29.01) in
patients with repeated failure of implantation and 8.4 + 0.7% (range 5.72-13.28) in the control group.
UNK levels were measured using an endometrial biopsy, and levels exceeding 250 CD56 + cells in a
400x high power field were detected in 53% of patients with idiopathic implantation failures and only
5% in the control group. These measurements became possible by imaging uterine NK cells with
immunohistochemical staining. Although thresholds still require standardization, NK cell analysis may
ultimately prove useful for women suffering from idiopathic repeated implant failure [26]. On the other
hand, a meta-analysis by Seshadri et al (2014), aimed at determining the role of NK cells in both
peripheral blood and the uterus in infertility, revealed some conflicting data on their role. There were no
significant differences in peripheral (SMD -0.33; 95% CI -1.06; 0.40; P = 0.37) and uterine (SMD -1.82;
95% CI1-4.80; 1, 17; P = 0.23) NK cell levels, expressed as percentages, although in studies in which they
were expressed as numerical values, there were significantly higher levels of peripheral NK cells in
infertile women (SMD 3.16; 95% CI 1.07; 5.24; P = 0.003). In addition, NK cell levels are apparently not
related to the birth rate in people undergoing IVF programs (RR 0.57; 95% CI 0.06; 5.22; P = 0.62). This
study also recorded significantly higher percentages of peripheral NK cells (SMD 1.36; 95% CI 0.04;
2.69; P = 0.04) and numbers (SMD 0.81; 95% CI 0, 47; 1.16; P <0.00001), but there were no significant
differences in uNK cell levels between women with repeated implantation failures and the control group
(SMD 0.40; 95% CI -1.24; 2.04 ; P = 0,063). It remains unclear why measurements of NK cells in
absolute and relative indices give different results [27].

Sacks et al. found that the concentration of peripheral NK cells (0.23 x 109/L £+ 0.11 wvs.
0.20 x 109/L £ 0.13) and their percentage (> 18%, threshold) in lymphocytes were significantly increased
in women with failed implantation compared to the control group. Nevertheless, it is important to note that
the sensitivity of this test was only 11%, which suggests that in patients with failed implantation many
other factors can play a role and contribute to difficulties in achieving pregnancy. According to the authors
of the study, determining the level of NK cells cannot be used as a predictor of implantation failures in the
general population, but it can be used in women with an already established diagnosis to determine
whether etiology is related to their immunological profile [28].

— 9 —
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In a 2019 meta-analysis studying a cohort of infertile women [29], it was concluded that there is no
difference in NK concentrations of peripheral blood if the phase of the menstrual cycle was ignored in the
measurement. However, in the secretory phase, the authors observed a higher proportion of circulating
NK cells in women suffering from infertility.

The authors also studied the relationship between the concentration in the peripheral
blood of large  T-cell granular lymphocytes (post-thymic antigen-primed, constitutively activated
CD3 + CD8 + T-lymphocytes characterized by the presence of cytotoxic granulations in the cytoplasm
and co-expression of CD57 (CD3 + CD8 + CDS57 +) and repeated implantation failures. Based on their
data, it can be concluded that the levels of CD3-CD56 + and CD8 + CD57 + cells in peripheral blood are
not associated with repeated implantation failures and cannot be recommended as markers [29].

The role of NK cells in implantation failure remains in the process of study and causes many
contraverses. The level and activity of NK cells is just one aspect of the immune system in women
suffering from infertility, and more data are needed to analyze them clinically.

The role of microRNA. Promising data have been published regarding intracellular genetic
mechanisms for the mechanisms of endometrial insufficiency and implantation failure. MicroRNAs
(miRNAs) play a key role in regulating gene expression by inhibiting translation and controlling post-
transcriptional modifications. There are studies showing that miRNAs provide pathways involved in the
regulatory mechanisms of human reproduction, including the formation and maintenance of primordial
follicles, spermatogenesis, oocyte maturation, folliculogenesis, and corpus luteum function [31,32,33,34].
Previously, a connection was found between miRNA expression and infertility, polycystic ovary
syndrome, premature ovarian failure, and repeated failure of implantation [35,36].

Thirteen different miRNAs have already been identified in endometrial samples of patients, with
repeated implantation failures that presumably regulate the expression of 3800 genes and which were not
found in the group of healthy women. It was also shown that ten miRNAs are overexpressed in
endometrial samples in women with repeated implantation failures, including miR-23b, miR -199a, and
miR-145 [37].
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Figure 2 — The established role of miRNAs in implantation and impaired expression in RIF
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The role of biocenosis. An important and understudied aspect of endometrial viability is the state of
the vaginal and endometrial biocenosis. A study conducted in 2019 compared the microbiological
composition of endometrial aspirate and vaginal discharge in women with RIF and a control group. Data
of this study showed that the Shannon index (biodiversity index) of vaginal discharge was statistically
significantly lower in the RIF group compared with the control group (p = 0.02), while a comparison of
the same index in endometrial aspirates did not reveal differences [24].

Microbiota of endometrium

b
un
-
=
=

2.000 —

1.500 —

1.000 —

0.500 —

0,000 -

Control RIF

Figure 3 — Comparison of the Shannon index of the biocenosis of endometrial aspirate [38]

The unweighted Unifrac distance (an indicator used to compare biological communities) of the
microbiota of the endometrial aspirate showed a significant difference between the RIF group and the
control group (p = 0.0089). Meanwhile, the same indicator of vaginal discharge was the same in both
groups (p = 0.38). The microbiota of endometrial aspirate with a predominance of lactobacilli, determined
by the status of the genus Lactobacillus> 90%, was observed with a higher frequency in the RIF group
(64.3%) rather than in the control group (38.9%) (p = 0.13). Similar results were obtained for the vaginal
microbiota: 67.9% in the RIF group and 44.4% in the control group was the microbiota with a
predominance of lactobacilli (p = 0.14). The detection rate of Gardnerella in the EF microbiota was
39.3% in the RIF group and 27.7% in the control group (p = 0.53). Burkholderia was not detected in any
of the microbiota of the endometrial aspirate in the control group, but was found in 25% of the RIF group
(p = 0.032). Some studies have shown that Burkholderia are often detected in the uterine cavity in patients
using the intrauterine device contraceptive system with levonorgestrel [39], in another study, the authors
suggest that Burkholderia may be one of the potential pathogens that cause tubovarian abscess [40]. The
effect of Burkholderia on endometrial susceptibility requires further studying. There were no significant
differences in the frequency of detection of certain types of bacteria in the microbiota of the vaginal
discharges between the two groups.

Genetic Disorders. A 2019 study [41] examined the hypothesis that transcriptome analysis of
follicular cells after failed IVF cycles can reveal potential causes of implantation failures and provide new
information about their pathophysiological mechanisms. Real-time PCR showed 165 differentially
expressed genes in the group of patients with implantation failures compared with the group of pregnant
women. These genes included many pro-inflammatory cytokines and other factors associated with
inflammation. Overexpression of several factors, some of which regulate the activity of vascular
endothelial growth factor, also indicates increased permeability and vasodilatation in the pathogenesis of
RIF. Some genes have been associated with abnormal differentiation and increased apoptosis [41]. Thus, it
can be assumed that failure of implantation in IVF cycles may be associated with an imbalance between
pro-inflammatory and anti-inflammatory mediators.

Promising data were obtained in a study by Diaz-Nuiiez et al. in 2019 regarding coagulation factors
and their association with RIF. In this prospective study, women with repeated implantation failures were
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subjected to a ThromboinCode analysis to identify 12 genetic variants of factors V Leiden, V Hong Kong,
V Cambridge, 11, XIII, XII and Al. Higher values were observed in the RIF group (70%) compared with
the control group (52.94%) and the population of Spain in general (56.5%) regarding XII coagulation
factor (p = 0.043) [42].

Conclusion. Repeated implantation failure is a complex and urgent problem of modern
reproductology, which has a wide range of understudied etiological factors and pathogenesis mechanisms.
Based on the analysis of modern literature, it can be concluded that there is still no consensus regarding
the definition of repeated implantation failure, reliable risk factors and implementation mechanisms, as
well as methods for overcoming them. The main reason for the failure of implantation is a disturbance of
the receptivity of the endometrium [43]. And the basis of the pathogenesis for each individual patient
differs due to etiological factors and mechanisms, which include changes in the architectonics of the
endometrium, impaired immune status, neoangiogenesis, vasodilatation, defects of coagulation factors,
genetic factors and even microbiota imbalance. Management of RIF should be individualized taking into
account its pathogenesis patterns using methods based on the principles of evidence-based medicine.
Taking into account clinical and morphological patterns randomized clinical trials on large statistical
samples are necessary to study the mechanisms of its realization further and overcoming the problem.
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KANUTAJIAHFAH UMILTAHTALIMSI COTCI3AINTHIH, MOP®OJIOT USJIBIK
KOHE MOJIEKYJIAPJIBI-BUOJIOT'UAJIBIK AETEPMUHAHTTAPBI

AnHoTtanus. Kocanksl penpoxyktusTti TexHodorusnapasH (KPT) kmaccukanblk DKCTPOKOPHIOPAIABI YPHIKTa-
HynaH (OKY) xoHe criepMaTO30MATapIsl HHTPALUTOIUIA3MAIBIK HHBEKIH skacayaa (ICSI) xacanapl HHTEIUIEKTTI
KOJIIaHa OTBIPBII OOJDKAHATBHIH MOJENbJAEp JAJYyipiHE JeHIHIT HSBOJIOLMSCHI COHFBI JKBUIAAPBI JIYHHUEKY3UIIK
PenpoayKTHUBTI peBoitonmsira bIKnai erti. bipak KPT-HbIH aliTapiblkrail JaMmyblHa KapamacTaH, CoTci3 DKCTPOKOp-
nopayipl ¥ PBIKTAHIIBIPY OPCKETTEPiHIH JKOFaphl Tapanybl cakrtanmaabl. Ockutaiima, KPT Oenmeyrik sxynTapiabiy
JKQIITBI  HOTIDKENICPIH JKaKcapTca Ja, Keibip mpoOieMamap oii Je MICHIUIMEreH, MBICAIbI, WMIUIAHTAIUSHBIH
kadtanama corcizniri (MKC). UMrutanTanusHelH Kalitanama cotcizmiri TepmuHi Tek DKY Oarmapmamanapel 0ap
narpenTTepre Konmaneutagsl. MKC — Oyr a3 3epTTenreH STHONOTHSUIBIK (DaKTopiiap MEH MaTOTCHETHKAIBIK
MeXaHU3MAEPAiH KeH CIEeKTpiHe He Ka3ipri 3aMaHFbl KeOCIOIiH KypHIemi oHe e3eKTi Mmoceneci. MmmmanTtarus
COTCI3MITIHIH MaTOTeHEe31 YHIOMETPUSIIBIK apXUTCKTOHIKAHBIH, IMMYHBIK MOPTEOCHIH, HEOaHTHOTEHE3iH, Ba30IH-
JSILMSTHBIH, KOAryJsius (akTopiiapbIHbIH, TeHETHKAIBIK (haKTOpIApIblH JKOHE TINTI OMOLEHO3IbIH OY3bUTYBIHBIH
asIChIH/A aKayJIbl PELENTUBTUIIKTIH OpTYPJl MOJUICHAIK XKOHE MOIMMOPTHI MexaHu3MAepiHe HeriznenreH. COHFbI
KBULAAPbl MMIUIAHTALUSIHBIH KaliTalama COTC3JIK aKayJlapbIHbIH ATHOMATOIEHE3IH 3epTTey/e, dcipece, MaKpOCKO-
MUSUTBIK CyOCTpaT HEMECE CO3BUIMANBI SHIAOMETPHUT Oenriiepi OojMaraH Ke3Je, YHIOMETPUSIIBIK JTOPMEHCI3IIKTIH
naiija OONYBIHBIH HMMYHOJIOTHSJIBIK MeXaHHM3MAepiHe KeOipek MoH Oepimin keneni. COHFBI KbULAAPIAFbl
KETICTIKTEp HMIUIAHTAalusl Ke3iHae SMOPHOH MeEH SHAOMETPUIl apachlHIArbl aiKac IUajJorteH OaiaHbICThI
MpoIIeCTep i TEPEH TYCIHyTe dKeJIce Jie, OJMapAblH OY3bUTYBIHBIH ce0eOl Kymus OOJBIN Kanla Oepei, aja HOTHKeIepIi
SHIOMETPHUSHBIH CYOONTHMAIBI CE3IMTAIIBIFBIH eMJICYTe apHAIFaH KIMHUKAIBIK MaHBI3Ibl OOJHKAMIBIK CHIHAKTAP
MEH eMeyJiepre alHAIABIPYIa alTapiabIKTall KeTicTikTepre Ko skeTkiziireH koK. UKC-HiH kemnTereH Mapkepiepi
KIIIKeHTal YJTiIepae FaHa 3epTTelreH, OYJI, OJapIblH PENpPOAYKTHBTI JKaFaaliFa KaThICThl OCNTiCi3MiKKe, IIBIHANBI
acepiHe KoHE KIMHHUKAIBIK KYHABUIBIFBIHA KATBICTHI Oenricizmikke okeneni. KUC-ri 6ap Oeneyiik >KynTapaslH eMaey
TAKTHKACBIH JQJIEJI MEIUIIMHA KAFUJATTapblHA HETI3/ICNIeH OMIiCTep/Al KOJJaHA OTBIPHIN, MATOTCHETHKAIBIK
3aHIBUIBIKTAPBI €CKEPE OTHIPHII JKeKeIey KepeK. MoceleHi eHri3y KoHe IIeITy TETIKTepiH OJaH 9pi 3epTTey YIIiH
KJIMHHUKAJIBIK KOHE MOP(OIOTHSIIBIK EPEKIICTIKTEP Il €CKePE OTHIPHII, ipi CTATHCTHKAIIBIK, YIITLIEPAE PAaHIOMH3AIIHSI-
JIAHFaH KIIMHUKAJBIK 3ePTTeyJIep KaKeT.

Tyiiin ce3mep: DKCTPOKOPIOPAIILI YPHIKTAHABIPY, UMIUIAHTAIIUSHBIH KalTanaMa COTCI3JIri, KOCAIKbl Perpo-
JyKTHBTI TEXHOJIOTHLIAP.
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MOP®OJOI'MYECKHUE U MOJIEKYJIAPHO-BUOJIOTMYECKHUE JETEPMUHAHTBI
HOBTOPHBIX HEYJJAY UMIIJIAHTALIUHA

AHHOTaIMs. DBONIONHS BCIIOMOTATENFHBIX PEMpOAyKTHBHBIX TexHonoruii (BPT) ot ximaccmdeckoro skcrpa-
KopropansHoro orutogotrBopeHust (OKO) m wmHTpamuToruiazMaTindecko mHbeknuu crepmaro3onnoB (MKCH) k
3T0XE MOJIEJIEH MTPOTHO3UPOBAHMUSI, UCTIONB3YIOIINX HCKYCCTBEHHBIH HHTEIUIEKT, B TIOCIIEIHHIE TO/IBI CIIOCOOCTBOBAIA
BCEMHUPHOW pENpONyKTUBHOW peBomtouuu. Ho, HecmoTps Ha 3HauurenbHoe pasBurhue BPT, mno-npexnemy
MPUCYTCTBYET BBICOKAsI PacIpOCTpaHEeHHOCTh HeyAauHbIX MombITok JKO. Takum ob6pazom, xots BPT n ymyumaer
o0mmue pe3ynabTaThl Al OECIUIONHBIX Map, HEKOTOPBIE MPOOIEMBI IO CHX MOP OCTAIOTCSl HEPELICHHBIMH, HalPHMED,
noBropHele Heynaun umiuiantaiuu ([THUM). TepmuH noBTOpHBIE HEylauyd MMIUIAHTALMHA TPUMEHHM TOJIBKO K
nauuertam B nporpammax OKO. [THU — ato cnoxHast M akTyalibHasi npo0sieMa COBPEMEHHOM pernpoayKTOJIOTHH,
UMeIolel IHMPOKUI CIEKTP MaJIOM3Y4EHHBIX STHOJIOTMYECKMX (PaKTOPOB M IATOICHETHYECKHMX MEXaHM3MOB. B
OCHOBE IIaTOreHe3a HeyAady WMIDIAaHTAlUHM JIeXaT pa3HoOOpasHble MNOJWUIEHHBIE W IOJMMOP(HBIE MEXaHU3MbI
Je(eKTHON penenTHBHOCTH Ha ()OHE HAPYIICHWH apXUTEKTOHHKH SHIOMETPHs, UMMYHHOTO CTaTyca, HEOaHI'HO-
TeHe3a, BasoAWIaTanuM, Ne(ekToB (akTOpoB CBEPTHIBAHMS, TI'CHETHYECKHMX (DAKTOPOB M Jake HapyIICHHH
6uoneHo3a. [locneanne rogpl B M3yYEHUH THONATOTEHE3a MOBTOPHBIX HEy/Aad MMIUIAHTALMH BCE Oolbliee 3HAUeE-
HHUE yIeNseTcss MMMYHOJIOTHYECKHM MEXaHU3MaM (DOPMHPOBAHUS HECOCTOSATEIBHOCTH 3HAOMETpPHS, OCOOEHHO B
OTCYTCTBUM MAaKpOCIIHYECKOro CyOcTpaTa MM IPU3HAKOB XPOHHUYECKOTO 3HAOMETPUTA. XOTS IOCTHKCHUS
MOCJIEAHUX JIET IIPUBEIH K INTyOOKOMY IOHUMAHHUIO TPOLIECCOB, CBSI3aHHBIX C MEPEKPECTHBIM ANAIOTOM 3MOPHOHA U
SHJIOMETPHS BO BpPEMs HMMILIAHTALWH, NPUYMHA UX HAPYyLIEHUI OCTaeTcs 3araJkoi, W 3HAYMTEIBbHBIA MPOrpecc B
HpeO6paSOBaHI/II/I OTKprTl/Iﬁ B KIIMHUYCCKHN 3HAYMMbIC IPOTHOCTUYCCKUEC TECTHI U MCTObI JICUCHUA Cy60HTI/lMaHbH0ﬁ
BOCTIPHMMYHMBOCTH 3HIOMETPHH JOCTUTHYT He Obul. bonbmmHCTBO MapkepoB ITHU moka 4ro u3ywanuch JHIIb Ha
MaJICHBKUX BbIGOpKaX, 4TO MPUBOAUT K HEOMPCACICHHOCTH B OTHOIICHWU BOCIPOMU3BOAUMOCTH, MCTUHHOI'O HX
spdeKkra W KIMHUYECKOH LEeHHOCTH. TakTuka BexeHHs OecriomHbIX map, crpagatommx [THU, nomkHa OBITH
MHIIMBUIYJIM3UPOBAHA C YYETOM IIaTOTCHETHYECKUX MATTEPHOB ¢ IPUMEHEHUEM METOJI0B, OCHOBaHHBIX Ha MPHHIH-
nax JI0Ka3aTeJlbHOM MequuuHbl. s nanpHeimero n3y4eHus MEXaHn3MOB peaii3alnuyl U Mpeo1oJIeHuUs MpoOieMbl
HEOOXOAMMBI PaHIOMHU3UPOBAHHBIC KIMHUYECKHE HCIIBITAHWS Ha OOJBIINX CTATHCTHYECKHX BBIOOPKAX C YYETOM
KITMHAKO-MOP(OIOTHIECKUX OCOOCHHOCTEH.

KiroueBble c10Ba: 3KCTPaKOPHOpPAIEHOE OILIOOTBOPEHHE, IMOBTOPHBIE HEYAAaYW MMILUIAHTAIMH, BCIIOMOTa-
TEJIbHBIE PEIIPOLYKTUBHBIE TEXHOIOTHH.
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